INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,088 mg Tabnetku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska tabietka cpappxka 0,125 mg mpaMHUIIEKCONT TUXHIPOXIOPUA MOHOXHIPAT (pramipexole
dihydrochloride monohydrate), exsuBanenren Ha 0,088 mg nmpamunekcon (pramipexole).

Buumanue:
Jlo3uTte mpaMuUIeKcoJ, myOJUKyBaHH B JTUTEpATypara ce OTHACAT 3a Heropara coJl.
[Topanu ToBa mo3uUTe 1ie OBbIAT MU3Pa3sIBaHU MO-I0JTY KaTO MPAMHUIIEKCOJI 0a3a U KaTo MPaMHIIEKCOJT

noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka

Tabnerkute ca 6enu, IIOCKK, KPBIJIM U IMaT BIUTOHAT penedeH kof (0T enHara cTpaHa kof P6, a ot
JpyraTa cTpaHa CHMBOJIa Ha KoMmmanusaTa Boehringer Ingelheim).

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenna3zHaueH 3a JICUCHHUE MPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonarnyHa 6onect Ha Parkinson camocrostenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JIEBOJIOTIA,
T.€. B X0J]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOraTo eeKThT Ha JIEBOIOTIa HaMallsiBa W CTaBa
HEIIOCTOSIHEH U ce HabOmomaBaT GIyKTyalluy B TepaneBTUIHIS ¢PeKT ((IyKTyalluy Ipyu H34epIiBaHe

Ha jo3ara Wik “on off” gurykryarun).

MIRAPEXIN e npeaHa3zHaueH 3a CAMIITOMAaTUYHO JICUEHHUE TIPU BB3PACTHU HA YMEPEH J10 TEXKBK
unuonarndeH CHHIPOM Ha HECTIOKOWHHM Kpaka B 1031 10 0,54 mg 6a3a (0,75 mg cou) (Bk. Touka 4.2).

4.2 Jlo3upoBKAa U HAYMH HA NMPUJIOKEHHUE
Jo3upoBka

Bosnect Ha Parkinson

I[HCBHaTa A03a CC pasnpeaciisd IOPaBHO Ha TPU OTACIIHU ITpHUEMaA.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, kaTo ce 3amodne ¢ 0,264 mg 6a3a (0,375 mg cou)
JIHEBHO, CIIe]] KOETO C€ yBeJInu4yaBa Ha BCEKHU 5 - 7 JHU. AKO MpHU MalMeHTa He C€ yCTaHOBSABAT
HETIOHOCHMH HE)KEJTaHHU JIEKApCTBEHH PEaKIIH, J03aTa CIIe/IBa J]a ce€ TUTPHUPA 0 IOCTUTaHe Ha
MaKCHMaJIeH TepareBTH4YeH e(heKT.




Cxema Ha nosupane Ha MIRAPEXIN upe3 mosumasane Ha T03UTE

Cenmuna Jo3za OO011a nHEBHA Jo3za OO011a nHEBHA
(mg 6aza) Jo3a (mg 6aza) (mg coi) J03a (mg cou)

1 3 x 0,088 0,264 3x0,125 0,375

2 3x0,18 0,54 3x0,25 0,75

3 3x0,35 1,1 3x0,5 1,50

AKoO ce Hajara rmo-HaTaThIIHO YBelIMUaBaHe Ha JI03aTa, JHEBHATA JI03a CIIe/Ba Jia Ce MOBHIIIABA C
0,54 mg 6a3a (0,75 mg cox) Ha cemMuIIa A0 JOCTUTAaHE HA MaKCUMAaJTHA THEBHA f03a 3,3 mg 0aza
(4,5 mg com).Bce mak TpsiOBa 11a ce 0TOENEkKH, e CIIydanuTe Ha CHHIMBOCT C€ YBEIMYABAT IIPH T03U
MO-BUCOKH OT 1,5 mg (com) Ha neH (BX. Touka 4.8).

1lo00vporcawio nevenue:

WuauBuayanHaTa q03a MpaMHIIeKco TpsOBa aa 0bae B pamkute Ha 0,264 mg 6a3a (0,375 mg con) 10
MakcuMaiHa go3a 3,3 mg 6aza (4,5 mg con) naeBHO. [1o BpeMe Ha OCHOBHH MPOYYBAHUS C
MOBHIIIABAHE HA JI03aTa HAYaJIOTO Ha e(hekTa ¢ HabJItoJaBaHo pH JHEeBHA 1032 1,1 mg 6a3za (1,5 mg
con). [To-HaTaThK M03aTa cienBa Jia ce aJanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTTOBOP U MOsIBATa HA
HEXKeJIaHW peakluy. B KIIMHUYHN H3MUTBaHUS OKOJIO 5% OT MalMEHTUTE ca MOyYaBad JO3U 01
1,1 mg 6a3a (1,5 mg comn). [Ipu HanpenHana 6onect Ha Parkinson 1031 mpaMHUITEKCOIT TTO-BHCOKH OT
1,1 mg 6a3a (1,5 mg coux) Ha IeH MOKe J1a ca TTOAXOISIIH 3a OOJHU, TPU KOUTO 1Ie Ob/ie HaMansBaHa
Jo3ata Ha JieBojiona. [IpenopwuBa ce JO3UpoOBKaTa Ha JIEBOAOIA Ja Ce MOHMW)KaBa, KAKTO 110 BpeMe Ha
MOBHUIIIABAHE HA J103aTa, TaKa M 10 BpeMe Ha nmojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT PEaKIMUTE HA OTIICITHUTE MAUCHTH (BXK. TOUKa 4.5).

IIpexpamsasane Ha neuenuemo:

BresanmHOTO npekpaTsBaHe Ha JONAMHHEPTUYHOTO JICUSHHE MOXKE Ja JJOBEJE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHIPOM. [Ipamunekcon TpsOBa na Ob/ie HaMalsiBaH MMOCTEIICHHO C
0,54 mg 6a3a (0,75 mg coxn) Ha JieH, TOKaTo JHEBHATA J03a ce peayuupa no 0,54 mg 6a3a (0,75 mg
con). Cnent ToBa f03ara ce nmoHrkasa ¢ 1o 0,264 mg 6a3a (0,375 mg coin) Ha feH (Bxk. Touka 4.4).

Hayuenmu ¢ 6pOpeunu yepescoanus.:
EnuMuHHpaHeTO Ha PaMHUIIEKCOJI 3aBUCH OT ObOpeuHaTa (GyHKIHS. 3a 3a104BaHe Ha JICYCHUETO Ce
IpernopbyBa ClieaHaTa CXxemMa Ha J03UpaHe:

[Ipu manmeHTH ¢ KpeaTHHUHOB KIUPHHC HaJ 50 ml/min He € HE0OX0AMMO HaMalsiBaHE HA THEBHATA
J103a WM Ha 4eCTOTaTa Ha MpHJIaraHe.

[Ipu manueHTH ¢ KpeaTHHUHOB KIUPBHHC Mexay 20 u 50 ml/min, HayanHaTa JHEBHA 1032
MIRAPEXIN TpsiOBa ia ce pasmpeend B ABa OTASITHH ITpreMa, kato ce 3armoune ¢ 0,088 mg 6aza
(0,125 mg comn) nBa metu aaeBHO (0,176 mg 6a3a/0,25 mg con nueBHO). He TpsOBa na ce HagBuUIIaBa
MaKCHUMallHa JIHEBHA /1032 oT 1,57 mg nmpammumnekcon 6a3a (2,25 mg com).

[Ipu manueHTH ¢ KpeaTHHUHOB KIUpHHC oA 20 ml/min maeBHara n03a Ha MIRAPEXIN ce npunara
BEJIHBXK JTHEBHO, ¢ HavanHa 1o3a ot 0,088 mg 6aza (0,125 mg coxn) naeBHo. He TpsiOBa na ce
Ha/IBHIIaBa MaKCHMaJHa JHeBHA 703a oT 1,1 mg mpamunexcon 6a3a (1,5 mg comx).

Ako 6b0peuHaTta (yHKIHSI HaMalsiBa M0 BpeMe Ha TOTbPIKaIIOTO JeueHNe, JHeBHATA 1032 Ha
MIRAPEXIN Tps6Ba 1a 0b/ie MOHMKEHA C TOIKOBA IMPOIIEHTA, C KOJIKOTO C€ € MTOHIKIUIT
KPEaTHHUHOBHSI KIIMPBHC, T.€. TIPH CIaJlaHe Ha KpeaTHHUHOBUS KiIupbHC ¢ 30%, nHeBHATA 1032
MIRAPEXIN TpsioBa na 061e moHmxkeHa ¢ 30%. J[HeBHaTa 1032 MOXKeE J]a ce pa3/iey Ha IBa OTIEITHU
npreMa Ipy KpeaTHHUHOB KIuphHC Mexay 20 u 50 ml/min u 1a ce npuema eTHOKpaTHO MpH
KpeaTHHWHOB KIMpBHC 1o 20 ml/min.



Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN npu 6omect Ha Parkinson HAMa mpakTHIecKo MpUIOKEHUE B
neinaTpuyHaTa MOy JIaIHs.

CHHIPOM Ha HECIIOKOWHHU KpaKa

IIpenopruBanaTa HavanaHa 1o3a MIRAPEXIN e 0,088 mg 6a3a (0,125 mg coi), mpreMaHa eauH ITbT
ITHEBHO 2-3 yaca mpenu Jisrane. [lpy nanuenTy, Hy)K/Jaely ce OT JOITBIHUTEHO 00JIeKIaBaHe Ha
CUMIITOMATHKATa, 103aTa MOKe Ja ObJe YBeTMUcHa Ha BCeKH 4-7 NeHa 10 MakcuMaiHa go3a 0,54 mg
6a3a (0,75 mg cox) Ha geH (KaKTO € TTOKa3aHo B TabJIUIIaTa TO-J0JY).

CxeMa Ha po3upane Ha MIRAPEXIN

CTbIKH Ha Benubx THEBHO Bennbx THEBHO

TUTPUpAHE Beuepna noza Beuepna noza
(mg 6a3a) (mg comn)

1 0,088 0,125

2% 0,18 0,25

3* 0,35 0,50

4% 0,54 0,75

* aKo € HE0OXOIUMO

CrereHTa Ha NOBJIUSBAaHE Ha nmanmuceHTa Tpi[6Ba Ja CC OLCHMU CJICH 3 MEcela JCUYCHUEC U
H€06X0,[[I/IMOCTTa OT IPOABJIKaBaHC HaA JICUCHUETO Tp)l6Ba Ja c€ mpepasricaa. AXO JIeYeHHETO €
IMPEKBCHATO IMMOBEYC OT HAKOJIKO AHHU, TO Tpi[6Ba Ja 3ar04He OTHOBO C TUTPUPAHC HA A03aTa, KaKTO €
H3JIOKCHO IMMO-TOpC.

Ilpexpamseane na rewenuemo

Tbil kaTo JHEBHATA A03a 3a JiedeHrue Ha CUHAPOM Ha HECIIOKOMHU Kpaka HsiMa Aa Hajnsumasa 0,54 mg
0aza (0,75 mg com) MIRAPEXIN moxe na 6b/e npexpareH 0e3 a ce HamansBa nocterneHHo. [1o
BpeMe Ha 26-ceIMUYHO Tu1ane0o KOHTponupano usnursane, npu 10% (14 ot 135) ot manuenTure e
HabmogaBan pebayn Ha CHHIpoMa Ha HECTIOKOMHHTE Kpaka (BIIOIIaBaHEe Ha TEXKECTTa Ha
CUMIITOMHUTE B CPABHEHHUE C U3XOTHOTO HHUBO),CIIeN PSI3KO MPEKpaTsABaHe Ha JICUEHUETO. Y CTAHOBEHO €,
4e TO3U ePEeKT € CXOACH MPH BCUYKH JIO3H.

Tayuenmu ¢ 6vbpeunu yepesrcoanus

EnnMuHMpaneTo Ha mpaMuIiekco 3aBucy ot 0b0peunara ¢pysakmws. [Ipu manuenTy ¢ KpeaTHHHHOB
KupbHC Ham 20 ml/min He € HEOOXOMMO MMOHMKABaHE Ha THEBHATA J103a.

Yrorpebata Ha MIRAPEXIN He e mpoydeHa mpy MarueHTH Ha XeMOIWAIN3a WK IPH TAITUEHTH C
TEXKO ObOPEUHO YBpEKIaHE.

Hayuenmu ¢ yeproopobuu yepescoanust
He e HeoOxoauMo afantTupaHe Ha J03aTa Ipy NAlMeHTH ¢ YepHOAPOOHA HEAOCTAThYHOCT, Thil KaTo
90% ot abcopOUPaHOTO AaKTUBHO BEIIECTBO CE€ EKCKPETHpPa Mpe3 ObOperuTe.

Ileduampuuna nonyrayus
He ce npenopruBa ynorpedata Ha MIRAPEXIN npu gena u roHo1wM o 18 roAuHu mopaju immncara
Ha JIaHHM 3a 0e30MacHOCTTa U e(DUKACHOCTTA.




CunnapoM Ha Tourette

Ileouampuuna nonynayus

MIRAPEXIN He ce mperopbyBa 3a yrnorpeda MmpH Jiela v FHOIIY 1o 18 roquHu, Thil KaTo
eukacHOCTTa B Oe30MMacHOCTTA MPH Ta3| momynanus He ca ycranoeHn. MIRAPEXIN we Tps6Ba na
ObJe mpuiaral Ha Jela WK IOHOLIM ChC CHHAPOM Ha Tourette, mopaay OTpULATEIIHOTO CHOTHOIICHHE
TM0J13a/PHCK MPH TOBa 3a00siBane (Bxk Touka 5.1).

Hauyun Ha npuiioskeHue

TabnerkuTte ce mpuemar mpes ycrara, KaTo ce I'bITaT ¢ TeYHOCT ¥ MOTaT Jla ce MpUeMaT KakTo ¢
XpaHa, Taka u 0e3 XpaHa.

4.3 IIpoTuBomoka3aHus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HSKOE OT OMOIIHUTE BEIIECTBA,
n30poeHu B TouKa 6.1.

4.4 CroenuajHu npexynpexIeHUs W MpeANa3Hu MepKHU NpH ynorpeda

Koraro ce nmpenqnicea MIRAPEXIN Ha manneHTr ¢ 0b0peYHO YBpeXIaHe 3a JieueHue Ha 00ecT Ha
Parkinson, ce mpenopbuBa NOHM)XaBaHE Ha J03aTa KaTo Ce cIeABaT yKa3aHUATa B TOUKa 4.2.

XaJTFoIMHAITIHA
W3BecTHO e, 4e npu JiedeHne ¢ JONaMHHOBH arOHHUCTH | JIEBOJIOIIA KAaTO HEXKEJTaHW PeaKInH Orxa

MOINIK Aa CC MOABAT XaJIOIITWMHAIIUH. HaLII/ICHTI/ITe TpSI6Ba Ja 6’L,Z[aT npeaynpeacHu 3a Bb3MOXKHOCTTa
OT I10sBAa Ha XaJIOIHWHAIINH (Hpe,I[I/IMHO 3pI/ITCJ'IHI/I).

EHCKI/IHGSHH

[Ipu Hanpennana 6onect Ha Parkinson npu koMOMHMpPaHO JIeUEHHE C JICBOAOIA € Bb3MOKHA [T0sSBaTa
Ha JUCKUHE3Ud [0 BpeMe Ha IbpBOHAaUaIHOTO TuTpupane Ha no3ata MIRAPEXIN. Ilpu nosiBata um
TpsOBa fa ce HaMalli J103aTa Ha JIEBOJIONA.

Envzonu Ha BHE3alHO 3aCOMBAaHE U COMHOJEHTHOCT

[Ipamunexcos ce CBbP3Ba ChC COMHOJICHTHOCT M €MM30AM Ha BHE3AIHO 3aClIUBaHEe, 0COOCHO MpH
nanueHTy ¢ 6onect Ha Parkinson. B penku ciaydaun ce cpo011aBa 3a BHE3aIIHO 3aCTIMBaHE Npe3 ACHS,
NOHsKOra 0e3 MalUeHThT Aa TO OCh3HABa WK 0e3 mpeaynpeanTenHu npusHany. [lannenture tpsosa
Ia ObJaT npeaynpeneHH 3a TOBA U Aa ObAaT IIOCHBETBAHMU /1a Ca BHUMAaTEIHH NIPU Io(QUpaHe Wi
paboTa ¢ mamuHu 1o BpeMe Ha Tepanus ¢ MIRAPEXIN. [anuenture, mpu KOUTO Ce MOSBSBAT
CHHJIMBOCT W/MJIM €MIM30]] HAa BHE3AITHO 3aCNKBaHe TPAOBa Ja ce BB3AbPIKAT Aa MOopUpPaT WK PabOTST
¢ MamvHy. B nonbiaHeHue TpsOBa Ja ce MMa MpeaBUI HaMallsgBaHE Ha 103aTa WM [IPEeKpaTsBaHe Ha
TepanusiTa. [lopany Bb3MOXKEH aqUTUBCH €(EeKT NAUEHTHTE, IPUEMAaIi IPYTH CEIaTUBHU
JIEKapCTBEHH MPOAYKTH WIH aJIKOXOJ B KOMOMHALUS C IPaMHUIIEKCO, TpsiOBa a ObJaT MOCHBETBAHH
na Obaat npeamna3nusy (Bx. Touku 4.5, 4.7 u 4.8).

Hapyiienus B KOHTpoJIa Ha UMIYJICUTE

ITanmenTrTe TpsiOBa 11a OBIAT PEIOBHO HAOMIOAABAHH 3a Pa3BUTHE HA HAPYIICHHUS B KOHTPOJIA Ha
umnyncure. [lanmentute u 6oMHOTIEIaUnTE TPsOBA 1a OBJAT 3aII03HATH, Y€ MOTAT /1A CE MOSIBAT
MOBEACHUECKH CUMIITOMHU Ha HAPYIICHUS B KOHTPOJIA Ha UMITYJICUTE, BKIIIOUBAIIM ATOJOTUYHA
CKIIOHHOCT KBM Xa3apT, MOBUIIIEHO JTUOWI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4eHe U
naszapyBaHe, MpesHKIaHe W KOMITYJICHBHO TIPESKIaHe MIPH MANCHTH, JICKyBaHU C TOTAMHUHOBH
aronucty, BkaountesHo MIRAPEXIN. Tps0Ba ia ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo C€ Pa3BUAT TAKUBA CUMIITOMHU.




TarueHTH ¢ ICUXOTUYHU HAPYIICHUS

[MarueHTHTE C ICUXOTUYHU HApPYLICHHS TPSOBA Ja ce JIGKYBaT ¢ JOIAMHUHOBH arOHUCTU CaMo B
CIIy4auTe, KOraTo OYaKBaHaTa IMoJi3a € MO-ToJisIMa OT MOTEHIMATHUS pUcK. EqHoBpeMeHHaTa
ynorpe0a Ha aHTUIICUXOTUYHHU JICKAPCTBEHH MTPOIYKTH U PaMHUIICKCOJI TPSAOBA J1a ce n30srBa (BK.
Touka 4.5).

OdTaaMoJIOTUYHU OpEeraeaIn
IIpemopbuBar ce opTaIMOIIOTHYHH MTPETIIEAN Ha PEJOBHU HHTEPBAIN WM [IPHU TI0sBA HA aHOMAJIMH B
3pEHUETO.

TexKo ChbpAeYHO-CHIOBO 3200 sIBaHEe

[Ipu TexKO ChpASUHO-CHAOBO 3a00JIIBaHe JIEKAPCTBOTO TPsIOBa a ce Mpuiiara BHUMATEIHO.
[IpenoppuBa ce MOHUTOPUpPAHE Ha KPBBHOTO HAJIsITaHE, 0COOEHO P 3all0OYBaHE Ha JEUCHHUETO,
MOpaJN PUCK OT OPTOCTATUYHA XUIIOTOHHUS BBB Bph3Ka C JICYEHUETO ¢ JONaMUHEPTUYHHU JIeKapCTBa.

HeBposnentyuyen MalurieH CHHAPOM
CuMitoMu, IpeArnoNaray HeBpoJIeNnTHUEH MAJTUTHEH CUHIPOM, Ca OIMCaHU MPH BHE3AITHOTO
CIUpaHe Ha JOMTaMHUHEPTHYHOTO JieueHue (BXK. Touka 4.2).

Buomasane

Nwma CBCACHUA B JIUTCPATypaTa, KOUTO IMMOKa3BaT 4€ JICHCHUCTO Ha CI/IH)IPOM Ha HECIOKOMHU Kpaka C
JOTIaMHHEPTHYHH JICKapCTBEHH MIPOIYKTH MOXKE Jia JIOBEJIE /10 BIIOIIABaHE.

BromaBaneTo ce cBBp3Ba ¢ MO-paHHO HAYAJIO HA CUMIITOMATHKaTa Beuep (MIu I0pH claeaoden),
HapaCcTBaHC HA CUMIITOMUTE U Pa3sIpPOCTUPAHETO UM 10 BKIIIOYBAHC HA APYTU KpaﬁHHHH.
BromraBaneTo e crienuanHo U3CiIeIBaHO B KOHTPOJIUPAHO KIMHUYHO U3NMUTBAHE C MPOIBIIKUTEITHOCT
26 cenmur. Briomasane e HabmogaBano npu 11,8% ot marpieHTUTE B rpymnara, JeKyBaHa C
npamunekcon (N = 152) u 9,4% ot narueHTuTe B rpymnara, Jiekysasa ¢ miarne6o (N = 149). Ananu3st
no Kaplan-Meier 3a BpeMeTo 10 HAcCThIIBaHE Ha BIIOIIABAHE, HE TIOKa3Ba 3HAYMMA Pa3IfKa MEXKIY
IpyIHUTE, JIEKYBaHU C IPAMUIIEKCOII U ILIare0o.

4.5 Bs3amMmopaeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢popMu HA B3auMoelcTBHe

CBBp3BaHe ¢ Ia3MeHHs TPOTEHH

[Ipamuriekcos ce CBbp3Ba B MHOT'O HUCKA CTEIeH ¢ Iuia3Menu npotennu (< 20%) u npu xopa
npeThpIsiBa Mayka ouorpanchopmaiius. [lopaau ToBa He ce OYaKBAT B3aUMOJICHCTBUS C IPYTH
JIEKapCTBEHU MPOAYKTH, MOBIUSBALIN CBBP3BAHETO C IUIA3MEHU IPOTEHUHU WIH SIUMUHUPAHETO UPE3
ounotpanchopmarus Thil KaTO aHTUXOTUHEPTUYHUTE JICKAPCTBA CE SIMMUHUPAT TIIABHO IOCPEICTBOM
ounoTtpanchopMaIus, Bb3MOKHOCTTA 32 B3aUMOJICHCTBHUE C TSAX € OIPaHUYCHA, HO HE Ca IPOBEICHU
MPOYyYBaHUs B Ta3u Hacoka. Hsima apMakOKWHETHYHO B3aMMOJICHCTBUE ChC CEICKUIIMH U JIEBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTHUBHHUS ITBT 32 eNMMUHHUPaHe npe3 0b0penure

HumernanH noHmxkaBa ObOpeUHNs KIUPBHHC Ha MPAMHUIIEKCOI ¢ MpUOIM3UTenHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPeTOpHa TPAHCIIOPTHA chcTeMa B ObOpeuHHTe TyOyIu.
[lopanu ToBa JeKapcTBEHH MPOAYKTH, KOUTO Ca HHXUOUTOPH HA TO3U aKTUBEH BT 33 CTMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE SNMMHUHUAPAT IIOCPEACTBOM HETO, TAKWBA KAaTO IMMETUANH, aMaHTaIMH,
MEKCWIETUH, 3UJ0BYIUH, IMCILUIATUH, XUHUH U IPOKAMHAMMJ MOTAT Jja B3aUMOJAEUCTBAT C
IIPaMUIIEKCOJL, B PE3YJITAT HA KOETO Jia CE MIOHUXU KIUPBHCHT HA Npamunekcon. [lonmxaBane Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Ja Ce MMa MPEABH IPH SAHOBPEMEHHA yoTpeda Ha Te3u
nexapcTBeHH npoayktd ¢ MIRAPEXIN.

Kombunanus ¢ aeBogona

Korato MIRAPEXIN ce naBa B koMOMHAaIMS € JIEBOJIOMIA CE IPENOPhYBa HAMaIIBaHEe Ha 103aTa Ha
JIEBOJIOIA U 3aIla3BaHe HA JO3UPOBKATa HA JPYTUTE AHTUIIAPKMHCOHOBH JIEKAPCTBEHU ITPOLYyKTU
JIokaTo ce moBumiasa go3ata Ha MIRAPEXIN.




[Topaay BE3MOXKEH aAUTUBEH €PEKT MAIMEHTHTE, IIPUEMAIIU IPYTH CEJATHBHU JICKApCTBCHU
MPOAYKTH WIX AIKOX0J B KOMOMHAIIUS C PAMUIIEKCOJ, TpIOBa J1a ObJaT MOCHBETBAHU J1a ObAAT
npeana3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUNICUXOTUYHHU JICKApCTBCHU MPOAYKTH
E,[[HOBpCMCHHaTa yHOTpe6a Ha aHTUIICUXOTUYHU JICKAPCTBCHU IMMPOAYKTH U IMTPAMUIICKCOJI Tp)l6Ba Ja
ce n30srBa (B)K. TOYKa 44), aKO Morar ga €€ o4akBaT aHTarOHUCTHYHU C(bCKTI/I.

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct
EdexThT pu X0pa 1o BpeMe Ha OpeMEHHOCT ¥ KbPMEHE He € TIpoy4deH. [IpaMumiekcon He € uMait

TepaToreHeH e(peKT Mpu ILTHXOBE U 3aHIIH, HO € OMIT eMOPHOTOKCHYEH IIPH ITHXOBE B JO3H, TOKCHYHHI
3a MaiikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsOBa 1a ce U3I0I3Ba 10 BpeMe Ha OpEMEHHOCT OCBEH B CTydail Ha KaTerOpuIHa
HEOOXOAMMOCT, T.€. KOTaTo IMOTECHIIMAIHATA 1T0JI3a HAJBHUIIIAaBA OYaKBAHMUS PUCK TIO OTHOIIIEHUE Ha

theryca.

Kbpmene
TBit KaTo ICYCHUETO C MPAMHUIICKCOT HHXHONPA CEKpEeNHATa Ha IPOJaKTHH IIPH X0pa, CE 0YaKkBa

cnpaHe Ha KbpMmarta. He ca mpoBeneHH mpoy9YBaHUS MTPH KEHH 10 OTHOIICHNE Ha EKCKpEIITa Ha
MIPaMUIIeKCOoIT B KbpMata. [Ipy mrpxoBe KOHIEHTpAIMsITa Ha CBbpP3aHaTa ¢ aKTHBHOTO BEIIECTBO
PanIMoOaKTHBHOCT B KbpMaTa € TI0-BUCOKA OT Ta3W B TUIa3Mara.

Twit kaTo municBat ganam npu xopa, MIRAPEXIN He OuBa aa ce mpmara B Ieproja Ha KbpMeHE.
IIpu HanoxuTenHa ynorpeda, TpsiOBa 1a ce mpeyCTaHOBH KbPMEHETO.

DepTUInTET
He ca mpoBexxnanu npoyuBanus 3a epekra BEpXy hepTHiInTeTa npu xopa. [Ipu mpoydsanus npu

KUBOTHH IPAMHIIEKCOJI TOBIUBA €CTPYC LIMKIUTE U HaMaJsiBa QEepTHIINTETA IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB arOHMCT. Te3u Mpoy4BaHuUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUIICHUE HA QEePTHIIMTETA IPU MBKKHTE.

4.7 Edextn BbpXy cnoco0HOCTTA 3a mo(pHUpaHe U padoTa ¢ MAIINHH

MIRAPEXIN moxe na moBivsie B 3HAUUTEITHA CTEIICH CIIOCOOHOCTTA 3a modupaHe u padora ¢
MAIUHH.

Bb3MoxxHa € mosiBa Ha CHHIIMBOCT WJIA XaJTFOITMHAITAH.

ITanmentute, nekyBarau ¢ MIRAPEXIN, mpu kouto ce HaOII01aBa CHHIMBOCT W/HITH BHE3AITHO
3acTIMBaHe Tpe3 ICHs, TpsIOBa /a ObIaT MpeayNpeIcH 1a He modupaT 1 1a He yIpaKHIBAT
JEHHOCTH, TPH KOUTO HapyIlIeHaTa OAUTEITHOCT OM M3JI0KMIIA TAX WM OKOJIIHUTE Ha PUCK OT CEPHO3HO
HapaHsIBaHE WIH CMBPT (HaIIpuMep padboTa ¢ MaIllMHK) A0 W3UE3BAaHETO HA TE3H MOBTAPSIITH CE
eITU301 ¥ CHHIMBOCT (BXK. CHINO TOUKH 4.4, 4.5 u 4.8).

4.8 HexenaHnu JieKAPpCTBEHU PeaKUHU

OuakBaHM HEXEJaHU PEaKINH

CrnenHuTe HeXeNaHU peakIuy ca oyakBaHu npu yrnorpeda Ha MIRAPEXIN: maronoru4ny chHHUIIA,
aMHe3Us, TOBEICHYECKH CHMIITOMU Ha HapyLIeHUA B KOHTPOJIUPAHETO HA UMITYJICUTE U
HATPAITYUBOCTH KAaTO CKJIIOHHOCT KbM MpessKAaHe U MPEKOMepHa CKJIIOHOCT KbM I1a3apyBaHe,
XHUIEPCEKCYaTHOCT U MAaTOJIOTHYHA CKIOHHOCT KbM Xa3apT, Chp/AeYHa HEJOCTAThYHOCT, 00BPKBaHe,
3areK, HaJly THH9aBOCT, 3aMasHOCT, AUCKUHE3Us, AUCITHEs], yMOpa, XalIOLWHAINH, TTIaBO0OITHE,
XbJIaHe, XUIIEPKUHE3US, XuIiep(arus, XUMOTOHMs, HApyIIeHA CEKpelrs Ha aHTUAHYPETHYCH XOPMOH,
Oe3chHHe, HAPYLICHUs B IMOUOTO, TaIeHe, MapaHos, nepudepeH OTOK, ITHEBMOHUSI, ChpOeK, OOpUB U
JPYTH peaKiMi Ha CBPBYYBCTBUTEIHOCT, OE3MMOKOHCTBO, CHHIMBOCT, EIIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HapyIIeHNe, BKIIOUUTEHO JUILIONHS 3aMBIJICHO BUKIaHE U
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HaMaJICHa 3pUTCJIHA OCTPOTA, NOBPBIIAHE, TOHMXKABAHE HA TCTJIOTO, BKIIFOYUTCIIHO [TOHUKCH allCTUT,
IIOKa4YBaHEC Ha TCTJIOTO.

B®3 ocHOBa Ha aHanmM3KM Ha cOOpHU TIae00 KOHTPOIMPaHH MTPOYUYBaHHUs, B KOUTO ca ydacTBanu 1923
NanyveHTy Ha npamunekcon u 1354 nanuenTa Ha miane6o, HeXKeJlaH! JIeKapCTBEHH PEeakLuH ca
CHOOIIaBaHU YECTO U B IBETE TPYIHU. 63% OT ManueHTHTe Ha IpaMHuneKkcon u 52% OT MalueHTHTe Ha
wiane0o choOLIaBaT MOHE e1HA HEeXKeTIaHa JIEKapCTBEHA PEaKIIHsL.

Tabmuu 1 1 2 moka3BaT yecToTaTa Ha HeXeJaH! JIEKapCTBEHU PEakIiy OT I1ane00-KOHTPOIUpaHH
KJIMHUYHYU Tpoy4uBaHus npu Oonect Ha Parkinson u Cunapom Ha HecriokoliHU Kpaka. Hexxenanure
JIEKapCTBEHH PEaKLUH, TOKa3aHU B TE€3W TaOJIUIIM ca OHE3U CHOUTHS, KOUTO ce nosBsBar npu 0,1%
WY TIOBeYe OT MAllMeHTHTE, JIEKYBaHH C IIPAMUIIEKCON U ca ChOOIIaBaH! 3HAYUTEIHO TO-YECTO MPH
NanyeHTH, PHeMally PaMUTIEKCO B CpaBHEHHUE ¢ T1ane0o, Uik KbAETO CbOMTHUETO ce CMATA 3a
KJIMHUYHO CBBP3aHO. BOIIMHCTBOTO OT HEXENaHUTE JIEKapCTBEHHU PEaKIUH ca JIEKH JJO CPEeTHO-
TEXKH, KaTO OOMKHOBEHO 3all0YBaT B HAYAJIOTO Ha TEpaNMsITa M HMa TeHICHIUS 1a U34e3BaT, J0pU
KOTaTo TepamnusiTa € NpoabHKEHa.

B paMKkuTe Ha CHCTEMO-OPTaHHUTE KJIACOBE, HEKETAHTE JIEKAPCTBEHH PEAKIIHH ca M30POCHHU CIIOpes
yecToTara (Opost MarMeHTH, TIPH KOUTO CE OYaKBa Jia Ce MPOSBHU PEaKIIUsATa), KaToO ca M3MOI3BAHU
CJIETHUTE KaTeropuu: MHOro 4ectu (> 1/10), wectu (> 1/100 go < 1/10), meuectu (> 1/1 000 mo

< 1/100), peaku (> 1/10 000 mo < 1/1 000), muoTO penku (< 1/10 000) .

Hati-uecTu Hexenanu peakiyu npu [lapkuHCOHOBa Ooject

Hait-yecto (= 5%) cpoOIiaBaHuTe HEXKETaHN peakiuy NPy nanueHTu ¢ donect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMHIIEKCOJ B CPaBHEHUE ¢ I1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHHUS,
3aMasiHOCT, ChHJIMBOCT, O€3ChHUE, 3aIIeK, XaTIOIUHAIINY, TI1aBoOosre U ymopa. Ciyuanrte Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXKesIaHa PeaKius Mpu KOMOHMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

Tab6muua 1: Bonecr va Parkinson

CucremMo-0opraHHu Hexenanu nexapcTBEHU peakiiuu
KJIaCOBE
WNudexun 1 nabECTAITIN
Heuectn | IMTHEBMOHUS
Hapy1ienus Ha eHJOKpUHHATA CUCTEMA
Heuectn | HapyIIeHa CeKPEIHsl HA AaHTHINYPETHYEH XOPMOH |
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS

B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE

Heuectn CKJIOHHOCT KbM TIpesikaane’, IpeKOMepHa CKIIOHOCT KbM
nasapyBaHe, HaTyIHHYABOCT, XHrepdarus', XUIepceKkCyaTHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro gectn 3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectu rinaBoboime

Heuectu AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn 3PUTETHO HApPYIIIECHHUE, BKITIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

1
Heuectn | ChbpACYHA HCAOCTATHIHOCT
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Cb10BU HapyIICHUS
Yectn | XUTIOTOHUS
PecnimpaTopHu, TpBIHN U METUACTHHAIHNA HAPYIICHHUS
Heuectn | JIMCITHESI, XBJIIIaHEe
CromainrHo-4peBHU HapyIIeHUs
MHoro uectu rajicHe
Yectn 3aIleK, ITOBPBIIAHE
HapymieHns Ha KoXaTa W IMOJAKOKHATA ThKaH
Heuectn | peaxIui Ha CBPBYYBCTBUTEIHOCT, ChPOEK, OOpUB
OO0 HapymieHus U e()eKTU Ha MACTOTO HA PUIIOKCHHE
Yectu | yMopa, nepudepeH 0ToK
W3zcnenBanms
Yectu MOHIKABAHE HA TETIIOTO, BKIIFOUMTEITHO ITOHUKEH AlleTHT
Heuectu MOKa4YBaHe Ha TETJIOTO

'"Tasu Hexenana peakims e HaGJIIO[ABAHA 1O BpeMe MoCTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe 1a 0b/e U mo-Hucka. [Ipennsno n3uncnspane
Ha YecToTaTa He € Bb3MOXKHO, Thi KaTO He)KeIaHaTa peakius He ce € MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHU W3MUTBAHUA Ha 2 762 marueHTH ¢ bomecrra Ha Parkinson, iekyBaHu ¢ mpaMHUTIEKCO.

CuHIpOM Ha HECITOKOWHU Kpaka, Hal-uecTH HeKeJIaH! PEeaKITnu

Haii-uecto (= 5%) cho0I1aBaHNTE HEXKENAHU PEaKIIUH MPHU MalueHTH ¢h¢ CHHIPOM Ha HECIIOKOWHHU
Kpaka, JIeKyBaHU C IPaMHUIIEKCOJI, ca TajieHe, TaBo0oIre, 3aMassHOCT U yMopa. ['ajiene u ymopa ce
cboO1IaBaT Mo-yecto npu >xeH, jtekyBanu ¢ MIRAPEXIN (cvotBetHO 20,8% 1 10,5%) B cpaBHEHHE
¢ MBXKe (ChOTBETHO 6,7% 1 7,3%).

Tabanma 2: CHHIpOM Ha HECIIOKOWHU Kpaka

CucteMo-opraHau Herxenanu gexapcTBEHH peakLuu
KJIacoBe
Wndexumu n nadecranmu
Heuectn | ITHeBMOHHS'
Hapymenus Ha eHIOKpUHHATA CUCTEMa
Heuectu | HapylueHa CeKpels Ha AHTHMYPETHICH XOPMOH, |
[IcuxuuHu HapyIIEeHHS
Yectu HaTOJOTMYHH CHhHUIIA, Oe3ChHHE
Heuectn MOBEJICHYECKN CUMIITOMH HAa HAapyIIECHUs B KOHTPOJIMPAHETO Ha

HMITYJICUTE U HATPAITYUBOCTH KAaTO CKIOHHOCT KbM MpeskIaHe U
MPEKOMEPHA CKIIOHHOCT KbM Ta3apyBaHe, XUIIEPCEKCYATHOCT U
IATONOTUYHA CKIIOHHOCT KbM Xa3apT', 00hPKaHOCT,
HAJTYJHAYABOCT', XaIIOMMHALNH, XHTepdaris', HapyIIeHre Ha
JIMOUAOTO, HapaHOSIl, 0€3IO0KOMCTBO

Hapymienus Ha HepBHaTa crcTeMa

Uectn 3aMasHOCT, TJIABOOOJINE, CHHIUBOCT

1 1
Hedgectn AMHE3UA , TMCKUHE3UA, XUTICPKUHE3UA , CIN3011 HAa BHE3AITHO
3aClIMBaHC, CHHKOII

Hapymwenus Ha ounrte

Heuectu 3PUTCIIHO HAPYIICHUEC, BKIIIOUUTECIIHO JUITIONNA, 3aMBIJICHO
BIOKOAHC 1 HaMaJICHA 3pUTCIIHA OCTPOTa

CopaeyHu HapyLeHHs

Heuectn | CHpJeYHA HeIOCTATHYHOCT
Cp10BU HapyIIeHUS
Heuectn | XUIOTOHUS
PecnimpatopHy, rpbIHA U MEAUACTHHAIHU HAPYIICHUS
Heuectn | JCTIHES, XbJILIaHe

CromairHo-4peBHU HapyIIeHUs




MHoro 4yectu rajieHe
Yectu 3areK, MOBPhINaHe
Hapyiienns Ha Ko)aTa ¥ OJKOKHATA ThKaH
Heuectn | peaKIuy Ha CBPHUYBCTBUTEITHOCT, ChpOEK, 0OpUB
OO0y HapymeHus 1 e)eKTH Ha MICTOTO Ha IPUIIOKECHHE
Yectn yMopa
Heuectu nepudepeH OTOK
N3cnensanus
Heuectn MMOHIKaBaHe Ha TETJIOTO, BKIFOYUTEITHO TIOHW)KEH alleTHT,
MOKAYBaHE Ha TETJIOTO

'Tasu Hexenana peakius e HaGTIO[ABAHA 1O BpeMe MoCcTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXe 1a 0b/e U mo-Hucka. [IpennsHo n3ancnspane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce € MOsABsIBMIIA B 0a3ara JaHHU OT
KIIMHAYHA W3nUTBaHus Ha 1 395 marmenTn cbc CHHAPOM Ha HECTIOKOWHU Kpaka, JICKyBaHH C
TIPAMHUTIEKCOJL.

CBHINBOCT
[Ipamuriekcon e CBbp3aH 4eCTO ChC CHHIMBOCT U HEUECTO C€ CBHP3Ba C MPEKOMEpPHa CHHIIMBOCT IIpe3
JIeHS ¥ €IIU30/IM Ha BHE3aITHO 3acluBaHe (BXK. CHINO TOUKa 4.4).

HapyiiieHvs B THOUI0TO
IIpamunekcos Moxe aa Objie CBbP3aH HEUECTO ¢ HAPYIICHUS B THOUIOTO (MTOBUIIIABAHE WU
MTOHIKABaHE).

Hapyinenns B KOHTpoJia HA UMOYJIICUTE

[TaTonmorndHa CKIOHHOCT KbM Xa3apT, HOBUIICHO JIMOWIO, XUITEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
W Ta3apyBaHe, peshKIaHe U KOMITYJICHBHO MpesDKIaHe MOTaT JIa ce MOSIBAT MPH MAIlUeHTH, JISKYBaHU
C IOTIaMHUHOBH aroHucTH, BKIounTeTHo MIRAPEXIN.(Bk. Touka 4.4).

B peTpocriekTHBeH CKpHHUHT Ha TPECTaBUTEIIHA U3BaJKa U MTPOyYBaHe CIIydal-KOHTPOIIA,
BkirouBamy 3090 manueHTH ¢ mapkoHcoHOBa OonecT 13,6% OT BCMYKH MAIMEHTH, TOAJIOKEHHN Ha
JIOTIAMUHEPTHYHO JIeUeHUE WM He-JT0NaMHHEPTUYHO JICUCHUE UMAaT CUMIITOMU Ha HapyIIeHUE B
KOHTpOJIa Ha UMITYJICUTE B TIEPHO/Ia Ha MOCIIEAHNTE IIecT Mecela. HaOmoaBaHuTe MposiBU BKITFOYBAT
MATOJOTHYHA CKIIOHHOCT KBbM Xa3apT, MPEKOMepHa CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICHBHO
MpeshKIaHe U HaTPAITYMBO CEKCYaTHO MoBeIeHHe (ITOBHINIEHA CeKCyaltHOCT). Be3MoxHuTE
HE3aBUCUMH PUCKOBH (PaKTOpH 32 HApYIICHUS B KOHTPOJIA Ha UMITYJICHTE BKIIFOUYBAT JOMAMHUHEPTHYHO
JIeYeHUE U TI0-BUCOKH JIO3U Ha JOTIAMHUHEPTHYHO JICYeHHe, TI0-MIIaia B3pacT (< 65 ronuHu),
0e30paune u cro0IIeHa (haMIITHA aHAMHE3a 3a CKJIOHHOCT KBbM Xa3apT.

CopaeyHa HEIOCTATHYHOCT

[To BpeMe Ha KITMHUYHU MPOYYBAHUS U TIOCTMAPKETHHTOBUS OITUT € ChOOIIaBaHa ChpAeYHA
HEJIOCTATHYHOCT IIPH MAIUEHTH ¢ mpamurekcod. [lo Bpeme Ha dapMakoennIeMHOIOTHIHNTE
MPOYYBaHUs, MPUIIOKEHUETO Ha IIPAMHIIEKCOII € CBBP3aHO C TIOBHIIICH PUCK OT ChpACeYHA
HEJIOCTATHYHOCT B CPAaBHEHHUE C HEMPUJIAraHeTO Ha IpaMHuIleKco (Halmro1aBaHa CTereH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsma xrHWYeH ONHT ¢ TEXKU CiTydad Ha rpeno3upane. OuakBaHUTE HEXellaH! PEaKIiy ca Te3H,
CHOTBETCTBAIM Ha (hapMaKOIMHAMAYIHHS MPO(HI Ha JONTAMIHOB aroHKCT, BKIIIOYBAIIN Ta/ICHE,
MOBpBIIIaHe, XUTIEPKUHE3HS, XaTIOIIMHALINHY, Bb30yAa 1 XUMOoTOHM. He e ycTaHOBeH aHTHAOT pu
Mpeao3upaHe ¢ JOMTaMUHOB aroHUCT. [Ipn Hanu4re Ha CHMITTOMH 33 CTUMYJIHpaHe Ha IIeHTpalHaTa
HEpBHA CHCTEMa MOXeE J1a Ce MPHUIIoKAT HeBpoJenTuiy. [Ipu npemgoznpane Moxe 1a ca HeoOOXOIMMH
00IIH TOABPIKAIIN MEPOTIPUATHS B KOMOWHAIINS ChC CTOMAIITHA IPOMHUBKA, HHTPABEHO3HN MH(Y3HH,
MpujaraHe Ha akTUBEH BbIVIEH U MoHUTOpUpane Ha EKT'.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMHYHU CBOiicTBA

®dapMakoTepaneBTUYHA Ipyla: aHTUIIAPKUHCOHOBH JIEKapcTBa, JornaMuHoBH aroHuctd, ATC kox:
N04BC05

MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOPH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oiek4yaBa IMPOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIMaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) KUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

MexaHu3MbT Ha ACHCTBHE Ha IMPaMHUIICKCOJI KaTO CPEACTBO 3a JICUCHUEC Ha CI/IHI[I)OM Ha HECIIOKOMHH
Kpaka € HCU3BCCTHO. HeBpO(I)apMaKOJ'IOFI/I‘-IHI/I AO0Ka3aTCJICTBA NpeanojaraT IbpBUIHO BKIIFOUBAHE Ha
AOoIMaMHUHCPruyHaTa CUCTEMaA.

dapMakoaMHAMUYHU ePEKTU

[Ipu moOpoBoIu € HabIIIoJaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KITMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BCekH 3 IHM) OT mpenopbyBanuTe 10 3,15 mg npamunekcon 6a3za (4,5 mg
COJI) Ha JICH, € Ha0JI0JJaBaHO TIOBUIIIABAHE HA KPHBHOTO HANISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
putbM. TakuBa edextu He ce HAOMIOAABAT TPHU U3MUTBAHE C MAICHTH.

Knnnanyna edukacHocT 1 6e3omacHoCT npu 6osiect Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIUTE U CHMITOMHTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca mianed0-KOHTPOIUPAHU KIMHUYHY poy4yBaHus, BmouyBamy 1 800 manuenTa B craguii
Ha 3a0omsBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
0wy B HampegHaJ cTaauil Ha 3a00JsIBaHETO, ca IpUEMalll eIHOBPEMEHHO JIEBOJOIA U ca CTPaJaid OT
MOTOPHU YCIIOKHEHUS.

EdukacHocTTa Ha MpaMHUIIEKCOII IPU PaHHA U HampeaHana oosect Ha Parkinson ce moaabpxa B
KOHTPOJIMPAHU KJIMHUYHY MMPOYYBAHUS 33 TICPUOJI OT OKOJIO IIECT Mecena. B 0oTBOpeHU NOIMbIHUTEITHH
MPOYYBaHUs 3a MIEPUO/] HAJl TPU TOJIMHU HE Ca OTOENA3aHU MPU3HAIM Ha IOHW)KaBaHEe Ha
e(ukacHoOCTTA.

TIpu KOHTPOIHUPAHO ABOHHO CIISTO KIWHHYHO MPOYUYBAHE C TMPOIBIKATETHOCT 2 TOMHH, HaualHa
Tepanws ¢ MPaMUTICKCOJ 3HAUNMO OTJIara HaCThIIBAHETO Ha MOTOPHHU YCIIOKHEHHS U CPABHEHO C
HavaJlHa Tepamnws ¢ JIEBOJI0MNA PeIyupa TIXHaTa mosia. ToBa oTiaraHe Ha MOTOPHHUTE YCIIOKHEHHS
IpY TIPAMUTIEKCOJT CIIe/IBa Ja ce baaHCcupa CpsiMO MO-TOSIMOTO MO00pEeHHE Ha MOTOpHATA
(byHKIHSA TIpH JaeBoaoMNa (M3MepeHo upe3 cpeanara npomsHa mo UPDR-ckana). O6imaTa yectoTta Ha
XaITIOIMHAIIMY U CHHIUBOCT MPHUHIUITHO € TI0-BHCOKA BB (pa3ara Ha yBeIWYaBaHe Ha 103aTa MPU
rpymara ¢ mpaMHITeKcoi. Bhpeku ToBa, He € MMalio 3HAYUTENTHA pa3finKa Mpe3 MoaabpiKaara ¢asa.
Te3u qanuu TpsaOBa a ce MMAT MPEIBHUI MPH 3aMOYBaHe HA JICUCHUETO C MPAMHUIICKCOIT TP MAI[HeHTH
¢ 6onect Ha Parkinson.
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IlenuarpuyHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOOOXAaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynrature ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha NMegUaTpUYHaTa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHGOpMaNKs OTHOCHO YIOoTpeda B MeIUaTPHATA).

Knnnnyna edbukacHOCT ¥ 6e30macHOCT mpu CHHIPOM HA HECIIOKOWMHY Kpaka

EdukacHocTTa Ha MpaMUTIEKCOT € OIICHEHA B Y€TUPU TUIaIe00-KOHTPOJIMPAHH KIMHUYHA IPOYYBaHUS
npu npubmmutenso 1000 manueHTa ¢ yMepeH 10 TeXbK uauonatudedH CHHAPOM Ha HECITOKOWHU
Kpaka.

IIepBUYHUTE KPAWHH PE3YNTATH 32 €(PUKACHOCT ca CpemHaTa pa3inka OT HAaYaJTHUTE CTOWHOCTH,
n3Mepena o OneHpyHara ckaina Ha CuaapoM Ha HecriokoiHuTe Kpaka (IRLS) n mo O0mo kITmHUYHO
Brieuatienue 3a nojgoopenuero (CGI-I). U 3a nBeTe mbpBUYHU KpaiiHU TOYKHU ca HAOIIOJaBaHH
CTaTHCTUYECKH 3HAYMMHM Pa3JIMKU B TPyNHTE Ha npamurekcon ¢ ao3u 0,25 mg, 0,5 mg u 0,75 mg
MIPaMHIIEKCOJI COJI B cpaBHEHHE C muiarne6o. Cren 12 cemMuny Ha JiedeHHEe Ha9aTHUTE CTOHHOCTH I10
IRLS pesynrat ca momoOpenun ot 23,5 Ha 14,1 Touku 3a mnanebo u ot 23,4 Ha 9,4 ToukH 3a
npamurnekcon (komOuHupanu 103u). Kopurupanara cpenna pasnuka e -4,3 Touxu (CI 95% -6,4; -2,1
toukH, p<0,0001). Crenenute Ha orroop o CGI-I (mogobdpena, maoro momodpena) ca 51,2% u
72,0% cpoTBeTHO 3a 1wranebo u mpamunekco (pazmuka 20% CI 95%: 8,1%; 31,8%, p<0,0005).
EdukacHocrra e HabnmrogaBana ciiefl mypBara cenMuiia Ha jgedenne ¢ 0,088 mg 6a3a (0,125 mg coxn) Ha
JICH.

B mtarte60-koHTpOIMpaHo oJIMcoMHOTpadcko IpoyuBaHe 3a nepruoxa oT 3 ceamuitn MIRAPEXIN
3HAYUMO HamalsiBa Opost Ha TIEPUOUYHUTE IBHKCHHUS HA KPAWHUIIUTE TTO0 BpeMe Ha TIOKOH B JIETJIO.

Hwarocpodnara ehUKacHOCT € OIICHEHa B Iarie60 KOHTPOIMPaHO KIMHUYHO u3nuTBane. Cuex 26-
CeIMUYeH MePHOJ Ha JIEUeHHe, ce HabJoaBa KOPUTUPAHO CPETHO HaMaJIeHne Ha OOIIHs CKOp 110
IRLS ot 13,7 1 11,1 Touku, CbOTBETHO B Ipynara, J€KyBaHa C IPAMUIIEKCOI U Ta3H, JEKyBaHa C
mnane6o, cbe cratucTuuecku 3HaunMa (p = 0,008) cpenHa pasnuka npu aedeHueTo ot -2,6. Crenenra
Ha nousBaHe mo CGI-1 —(c m3pazeno mogodpeHue; cbe CUITHO U3pazeHo moaoopenue) € 50,3 % (80
ot 159) 1 68,5 % (111 ot 162) cbOTBETHO TpH TPYIINTE, JTEKYBAHH C TUIANE00 U MTPAMHIIEKCOIT
(p=0,001), xoeTo croTBETCTBa Ha Opoii, Hykaaentn ce ot sederne (NNT) manuenTn - 6 (95%CI: 3,5;
13,4).

IlennarpyyHa momyJIanus

EBpomneiickara areHIus 1o JIeKapcTBaTa oTiara 3abKEHUETO 3a IPEAO0CTaBsIHE HA PE3yITaTUTE OT
npoyuBanusiTa ¢ MIRAPEXIN BBB BcMukM NOATPYNH Ha NMeauaTprUyuHaTa nomyianus npu CUHIpoM
Ha HECITOKOWHHUTE Kpaka (Bxk. Touka 4.2 3a nH(OpMaIus OTHOCHO yroTpe0a B IeIuaTpusTa).

Knnanyna edukacHocT u 6e30nacHoCT npu cuHapoM Ha Tourette

Eduxacnocrra Ha npamunexcon (0,0625-0,5 mg Ha aeH) npy NeAUaTpUYHN TalMEHTH Ha BB3PacT OT 6
1o 17 rogunau cwe cuaapoM Ha Tourette, e omieHeHa upe3 6-CeAMUYHO, TBOMHO-CIIATIO,
PaHIOMHU3UPAHO, IJ1a1e00-KOHTPOIMPAHO U3NINTBAHE C IPOMEHINBA 103a. PannoMu3upanu ca o6mo
63 nmanmenTy (43 Ha nmpamunekcodn, 20 Ha miane6o). [IbpBudHaTa KpaiiHa TOYKa € TpOMsSHATa Ha
Oo6mus Tk ckop (Total Tic Score (TTS)) mo Ckanara Yale 3a rimo6anmHara Texxect Ha TukoBete (Yale
Global Tic Severity Scale (YGTSS)), B cpaBHeHHe ¢ U3X0AHOTO HUBO. He e ycraHoBeHa pa3inka
MEKAY IMPaMUIIEKCO U IIane00 KakTo 10 OTHOIIEHHE Ha I'IbPBUYHATA KpaliHa TOUKa, TaKa U IO
OTHOIIIEHUE HAa HUKOS OT BTOPHYHUTE KpaitHU TOYKH 3a ehUKaCHOCT, BKIFounTeHo Oomus YGTSS
ckop, O0moTO BrieuaTieHrne Ha auuenTa 3a nogoopenue (Patient Global Impression of Improvement
(PGI-1)), Knuanunoro obmio BrievatiieHue 3a mogodpenue (Clinical Global Impression of
Improvement (CGI-I)), wim KiimanaauTe 00mm BrieyaTIeHH 3a TexkecTTa Ha 3a0omsBaneTo (Clinical
Global Impressions of Severity of Illness (CGI-S)). Hexxenanu cb0uTHS, Bh3HUKHAIH TTPHA HAH-MaJIKO
5% oT mamueHTUTEe B rpynara Ha IPaMHIIEKCOJ, U MO-YECTH MPH NAlEHTUTE JIEKYBaHH C
MIPaMUIIEKCOJI, B CPAaBHEHHUE C MAMEHTUTE Ha Tuiaiebo, ca: rmaBodomue (27,9%, miamnebo - 25%),
cerymmBOCT (7,0%, Tmane6o — 5,0%), ragene (18,6%, mrame6o — 10,0%), mosprwmane (11,6%, mianedo
—0,0%), 6onka B ropHara abmomuHaiIHa 06mact (7,0%, rrane6o — 5,0%), opTocTaTUYHA XUITOTOHUS
(9,3%, mnane6o — 5,0%), muanrus (9,3%, mnanedo - 5,0%), HapyIIeHUs Ha ChHS
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(7,0%, mnane6o — 0,0%), mucnres (7,0%, mranedo — 0,0%), nHbeKnrs Ha TOPHUTE TUXATEITHU
nbprrma (7,0%, miarebo — 5,0%). Jpyru 3HauuMu HexellaH! ChOUTHUS, BOJICIIN 0 PEKhCBAHE HA
JICYCHUETO TIPH MAIUESHTUTE, PUEMAIITH MPAMHUIICKCOJI, ca ChCTOSIHIE Ha 00BPKAHOCT, CMYIIICHUS B
TOBOpA U BJIOIIaBaHE Ha ChCTOSHUETO (BIKTE TOUKA 4.2).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AOcopOrus
[Ipamunexkcon ce pe3opOrpa ObP30 U HLSAIO e epopalieH npueM. AOCOTIOTHATa OMOHATTMYHOCT €

noBeue oT 90% 1 MakcHMaJHU TUIa3MEeHH KOHIIEHTpalWu ce qocturat Mexay 1 u 3 gaca. [IpuemsT ¢
XpaHa He HaMaJIABa CTEeNeHTa Ha abcopOIys Ha MPaMUIIEKCOI, HO IIOHMKaBa HelHaTa CKOPOCT.
[Ipamunekco e ¢ InHelHa KUHETHKA U C MAJIKW Pa3IH4us B TNIA3MEHUTE KOHIICHTPAIMN TPU
pa3IUYHUTE MAIUECHTH.

Pasnpenenenue
CBBp3BaHETO Ha MPAMUIIEKCOJ C IPOTEUHUTE NMPH X0pa € MHOT0 HUCKO (< 20%), a 00eMBbT Ha

pasnpenenenue e roism (400 1). Ilpu mrpxoBe ca HabII0aBaHW BUCOKH KOHIICHTPAIIMH B MO3bUHATA
THhKaH (OKOJIO 8 ITbTH MO-BUCOKH OT T€3U B IJIa3MaTa).

buorpanchopmanus
[Ipamunekcon ce MeTaboIM3Upa B HUCKA CTEIICH B YOBEIIKUS OPTaHU3bM.

EnumuHupane
OCHOBHUSAT HAYWH HA EITMMUHUPAHE ¢ ObOpeuHaTa eKCKpEIUs Ha HEMPOMEHEH MTPaMHUIIEKCOJL.

[pubnusurento 90% ot Gensszanata ¢ 14C 103a ce eKCkpeTupa upe3 ObopenuTe, a mo-Majiko ot 2%
ce OTKpUBaT BbB (pekanuute. TOTATHUAT KIUPHHC HA paMumieKco € okosio 500 ml/min, a
O0BOpeUHMST KIUPBHC - npubnuzuTenHo 400 ml/min. BpemeTo Ha nosnyenumunupane (t/2) Bapupa ot 8
yaca Mpu MJaau xopa a0 12 yaca npu Bb3pacTHH.

5.3 IpenkJuHUYHM JaAHHU 32 0€30MACHOCT

[IpoyuBaHusATa 32 TOKCHYHOCT [P MHOTOKPATHO NMPHJIOKEHUE MTOKA3BAT, Y€ MPaMUIIEKCOI BIIHsAC
rnaBHO BbpXy (pyHkiuuTe Ha [IHC 1 skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSTHO CE AbJDKAT Ha
IpeKaneHo CHieH hapMakoIuHaMU4eH eeKT Ha MpaMHUIIEeKCOIl.

[Tpu manku npaceHIa € HabIOAaBaHO MOHIKEHHE Ha AUACTOJHOTO U CHCTOJIHO HAJSATaHEe U Ha
CBbp/CYHATA YECTOTa, a TEHACHIHSA 32 XUTIOTOHIYEH e(eKT € 3ademsi3ana Npu MaiMyHH.

IloTeHunaIHUAT Cq)CKT Ha OpaMHUIICKCOJ 110 OTHOIICHUC Ha PCIPOAYKTUBHATA (byHKLlI/Iﬂ € IPOYUCH
IIpu U3CJICABAHUA BbPXY IJIBXOBE U 3a171u1/1. HpI/I IIBXOBEC U 3a171u1/1 MMPaMHUIICKCOJI HC ITOKa3Ba
TCPATOICHCH C(bCKT, HO € €M6pI/IOTOKCI/I‘lCH IpU IJIBXOBE B 1031, TOKCUYHU 3a MailKara. Hopaj:[n
non6opa Ha BHU/Ja )XKUBOTHU U OT'PAHUYCHUTC U3CJICABAHU MMapaMETPU HEKCITIAHUTEC PCAKIIUN Ha
IMPaMHUIICKCOJI IO OTHOLICHUE Ha 6pCMCHHOCTTa " MBbJKKaTa pelIpoOAyKTHUBHA CITOCOOHOCT HE ca
HAaIIbJIHO U3CHCHU.

HpI/I IJIBXOBE € Ha6J'IIO,[[aBaH0 3a0aBsiHE HA IMOJIOBOTO pa3BuTUeC (T.e. pa3aciiaHe Ha npenynuuyma u
BarvHaJIHO OTBapﬂHe). 3HaYCHUETO IIpu XO0pa HE € U3BCCTHO.

HpaMI/IHCKCOJ'I HC € TCHOTOKCHUYCH. HpI/I MMpOoy4YBaHU 3a KAPHUUHOTCHCH IMOTCHI A MBXXKH MIIBXOBE
Pa3BUBAT XUIICPILIA3U HA KIICTKUTC Ha Leydlg n aJCHOMH, KOCTO CC 00s1CHsBA C I/IHXI/I6I/Ipa]_I_[I/I}1 e(l)eKT
Ha MPaMHUIICKCOJ BbPXY MPOJIAKTUHA. Tazu HaxoJKa HE € pCJICBaHTHA KbM KJIIMHUYHATAa yHOTpC6a.
C’LI.LIOTO IMPpOYy4YBaHC MMOKa3Ba, Y€ B 103U 2 mg/kg (COJ'I) 1 TTO-BHUCOKHU OT TAX IMPAMHUIICKCOJI C€ CBBbP3Ba C
ACTrcHCpald Ha peTUHATa IIpU IJIbXO0BC amOHHOCH. Ilocaennata HaxoAKa HE CC CpcCllla Ipu
MUIrMCHTUPAHU MIIBXOBE U HC € Ha6J'IIO,[[aBaHa npu 2—I‘O,[[I/IH_IHO IMPpOYy4YBaHC 3a KAaHIECPOTCHHOCT IIpH
MUIIKH a.]'I6I/IHOCI/I, KaKTO U IIpU HUTO €AUH OT APYTUTEC U3CJICABAHU BUIOBE.
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6. DAPMAINEBTUYHUAU JAHHHA
6.1 ChnucbK HA NOMOIIHUTE BelllecTBA
ManwnTroin

MAaPEBUIHO HUIIIECTE

CHJIMIIMEB TUOKCH], O€3BOIEH

noBunoH K 25

Mar"e3ueB cTeapar

6.2 HecbBMeCTHMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHOCT

3 roguHU

6.4 CroenuajaHu ycJI0BHS HA ChbXpPaHeHHe

Ha ne ce cpxpansBar Hag 30°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 32 J1a Ce Mpe/la3Ba OT CBETIINHA.

6.5 /lanHu 3a omakoBKaTa

OPA/ammymunnit/PVC arymunneBn omcrepu

Bcska 6mmctepHa steHTa chabpika 10 TabmeTku.

Kapronenu xytuu, ceapprkamniy 3 wim 10 6muctepa (30 wim 100 TabnmeTkn)
He Bcuukm BHI0BH OMTAaKOBKHM MOTAT Ja OBJAaT MMyCHATH B TIpoaaxoOa.

6.6 ChoenuajaHu NpeaNna3sHU MePKH MPH U3XBbPJIsIHE

HsMa cnienmanHy W3MCKBaHUS

7. HPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/97/051/001-002

9. JATA HA TBPBO PABPEIIABAHE/IMMOJHOBSIBAHE HA PASPEIIEHUETO 3A

YIIOTPEBA

Jara Ha mepBoO pa3pemniaBane 3a ynorpebda: 23 ¢pepyapu 1998
Jlara Ha mocnenHo nogHOBsBaHe: 23 deBpyapu 2008

14



10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Moapo6ua nHpOpManus 3a TO3U JEKApPCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBporeiickata
areHIus 1o JiekapcTBara http:/ www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,18 mg Tabnerku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska tabietka cpappxka 0,25 mg mpaMUTIEKCOI TUXUAPOXIIOPU MOHOXHUAPAT (pramipexole
dihydrochloride monohydrate), exsuBanenrer Ha 0,18 mg npamuriekcon (pramipexole).

Buumanue:
Jlo3ute mpaMuUIeKcoJ, MyOJUKyBaHU B JTUTEpATypara ce OTHACAT 3a Heropara coJl.
ITopanu ToBa mo3uUTe 1ie ObIAT MU3Pa3sIBaHU MO-I0JTY KAaTO MPAMHUIIEKCOJI 0a3a U KaTo MPaMHIIEKCOJT

noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka

Tabnerkure ca Oenu, TNIOCKH, SIUIICOBUIHY, C JICIUTEIIHA YePTa OT JBETE CTPAHU M UMAT BITBOHAT
peneden xox (oT enHaTa ctpana koja P7, a ot Apyrata crpaHa cuMBoJIa Ha KomranusaTa Boehringer
Ingelheim).

Tabnerkute MoraT fa ObJaT pa3/ieIcHH Ha JIBE PaBHU MOJIOBUHHU.

4. KJIMHUYHU JAHHAU

4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenHa3zHaueH 3a JICUCHHUE NMPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatndHa 6onect Ha Parkinson camocrositenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JICBOJIOTIA,
T.€. B X0/]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOTaTo eeKThT Ha JIEBOIOIIa HaMallsiBa WIIA CTaBa
HEIIOCTOSIHEH U ce HaOmomaBaT GiIyKTyaluy B TepaneBTHIHIS €PeKT ((IIyKTyalluy Ipyu H34epIiBaHe
Ha j03ara Wik “on off” gurykryarun).

MIRAPEXIN e npenaHazHaueH 3a CAMIITOMAaTUYHO JICYEHHUE TIPU BB3PACTHU HA YMEPEH J10 TEXKBK
unuonarndeH CHHIPOM Ha HECTIOKOWHHM Kpaka B 1o3u 10 0,54 mg 6a3a (0,75 mg com) (Bk. Touka
4.2).

4.2 Jlo3UpoBKAa U HAYMH HA NMPUJIOKEHHUE

Jo3upoBka

Bosnect Ha Parkinson

I[HCBHaTa A03a CC pasnpeaciisd IOPaBHO Ha TPpU OTACIIHU ITpHUEMaA.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, KaTo ce 3amodne ¢ 0,264 mg 6a3a (0,375 mg cou)
JIHEBHO, Clie]] KOETO C€ yBeJInuvyaBa Ha BCEKU 5 — 7 JHU. AKO MpH MallMeHTa He C€ yCTaHOBSBAT
HETIOHOCHMH HE)KEJTaHHU JIEKApCTBEHH PEaKIINH, J03aTa CIIe/IBa J]a ¢ TUTPHPA 0 IOCTUTaHe Ha
MaKCHMaJIeH TepareBTH4YeH e(heKT.
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Cxema Ha nosupane Ha MIRAPEXIN upe3 mosumasane Ha T03UTE

Cenmuna Jo3za OO011a nHEBHA Jo3za OO011a nHEBHA
(mg 6aza) Jo3a (mg 6aza) (mg coi) J03a (mg cou)

1 3 x 0,088 0,264 3x0,125 0,375

2 3x0,18 0,54 3x0,25 0,75

3 3x0,35 1,1 3x0,5 1,50

AKoO ce Hajara rmo-HaTaThIIHO YBelIMUaBaHe Ha JI03aTa, JHEBHATA JI03a CIIe/Ba Jia Ce MOBHIIIABA C
0,54 mg 6a3a (0,75 mg cox) Ha cemMuIIa A0 JOCTUTAaHE HA MaKCUMAaJTHA THEBHA f03a 3,3 mg 0aza
(4,5 mg com).Bce mak TpsiOBa 11a ce 0TOENEkKH, e CIIydanuTe Ha CHHIMBOCT C€ YBEIMYABAT IIPH T03U
Mo-BUCOKH OT 1,5 mg (com) Ha neH (Bk. Touka 4.8).

1lo00vporcawio nevenue:

WuauBuayanHaTa q03a MpaMHIIeKco TpsOBa aa 0bae B pamkute Ha 0,264 mg 6a3a (0,375 mg con) 10
MakcuMaiHa go3a 3,3 mg 6aza (4,5 mg con) naeBHO. [1o BpeMe Ha OCHOBHH MPOYYBAHUS C
MOBHIIIABAHE HA JI03aTa HAYaJIOTO Ha e(hekTa ¢ HabJItoJaBaHo pH JHEeBHA 1032 1,1 mg 6a3za (1,5 mg
con). [To-HaTaThK M03aTa cienBa Jia ce aJanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTTOBOP U MOsIBATa HA
HEXKeJIaHW peakluy. B KIMHUYHU H3MUTBaHUS OKOJIO 5% OT MAMEHTUTE ca MOyYaBai JO3U O
1,1 mg 6a3a (1,5 mg comn). [Ipu HanpenHana Gonect Ha Parkinson 1031 mpaMHUITEKCOIT TO-BHCOKH OT
1,1 mg 6a3a (1,5 mg cou) Ha IeH MOKe J1a ca TTOAXOISIIH 3a OOJNHU, TPU KOUTO 1Ie Ob/ie HaMansBaHa
Jo3ata Ha JieBojiona. [IpenopwuBa ce JO3UpoOBKaTa Ha JIEBOAOIA Ja e MOHM)KaBa, KAKTO 110 BpeMe Ha
MOBHUIIIABAHE HA J103aTa, TaKa M 10 BpeMe Ha nmojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT PEaKIMUTE HA OTIICITHUTE MAUCHTH (BXK. TOUKa 4.5).

IIpexpamsasane Ha neuenuemo:

BresanmHOTO npekpaTsBaHe Ha JONAMHHEPTUYHOTO JICUSHHE MOXKE Ja JJOBEJE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHIPOM. [Ipamunekcon TpsOBa na Ob/ie HaMalsiBaH MMOCTEIICHHO C
0,54 mg 6a3a (0,75 mg coxn) Ha JieH, TOKaTo JHEBHATA J03a ce peayuupa no 0,54 mg 6a3a (0,75 mg
con). Cnent ToBa f03arta ce nmoHmkana ¢ mo 0,264 mg 6a3a (0,375 mg con) Ha neH (Bx. Touka 4.4).

Hayuenmu ¢ 6pOpeunu yepescoanus.:
EnuMuHHpaHeTO Ha PaMHUIIEKCOJI 3aBUCH OT ObOpeuHaTa (GyHKIHS. 3a 3a104BaHe Ha JICYCHUETO Ce
IpernopbyBa ClieaHaTa CXxemMa Ha J03UpaHe:

[Ipu manmeHTH ¢ KpeaTHHUHOB KIUPHHC HaJ 50 ml/min He € HE0OX0AMMO HaMalsiBaHE HA THEBHATA
J103a WM Ha 4eCTOTaTa Ha MpHJIaraHe.

[Ipu manueHTH ¢ KpeaTHHUHOB KIUPBHHC Mexay 20 u 50 ml/min, HayanHaTa JHEBHA 1032
MIRAPEXIN TpsiOBa ia ce pasmpeend B ABa OTASITHH ITpreMa, kato ce 3armoune ¢ 0,088 mg 6aza
(0,125 mg comn) nBa metu aaeBHO (0,176 mg 6a3a/0,25 mg con nueBHO). He TpsOBa na ce HagBuUIIaBa
MaKCHUMallHa JIHEBHA /1032 oT 1,57 mg nmpammumnekcon 6a3a (2,25 mg com).

[Ipu manueHTH ¢ KpeaTHHUHOB KIUpHHC oA 20 ml/min maeBHara n03a Ha MIRAPEXIN ce npunara
BEJIHBXK JTHEBHO, ¢ HavanHa 1o3a ot 0,088 mg 6aza (0,125 mg coxn) naeBHo. He TpsiOBa na ce
Ha/IBHIIaBa MaKCHMaJHa JHeBHA 703a oT 1,1 mg mpamunexcon 6a3a (1,5 mg comx).

Ako 6b0peuHaTta (yHKIHSI HaMalsiBa M0 BpeMe Ha TOTbPIKaIIOTO JeueHNe, JHeBHATA 1032 Ha
MIRAPEXIN Tps6Ba 1a 0b/ie MOHMKEHA C TOIKOBA IMPOIIEHTA, C KOJIKOTO C€ € MTOHIKIUIT
KPEaTHHUHOBHSI KIIMPBHC, T.€. TIPH CIaJlaHe Ha KpeaTHHUHOBUS KiIupbHC ¢ 30%, nHeBHATA 1032
MIRAPEXIN TpsioBa na 061e moHmxkeHa ¢ 30%. J[HeBHaTa 1032 MOXKeE J]a ce pa3/iey Ha IBa OTIEITHU
npreMa Ipy KpeaTHHUHOB KIuphHC Mexay 20 u 50 ml/min u 1a ce npuema eTHOKpaTHO MpH
KpeaTHHWHOB KIMpBHC 1o 20 ml/min.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN npu 6omect Ha Parkinson HAMa mpakTHIecKo MpUIOKEHUE B
neinaTpuyHaTa MOy JIaIHs.

CHHIPOM Ha HECIIOKOWHHU KpaKa

IIpenopruBanaTa HavanaHa no3a MIRAPEXIN e 0,088 mg 6a3a (0,125 mg coi), mpreMaHa eauH ITbT
IHEeBHO 2-3 yaca npenu Jisrane. [lpy nanmenTy, Hy)KJaely ce OT JOITBIHUTEHO 00JIeKIaBaHe Ha
CUMIITOMATHKATa, 103aTa MOKe Ja ObJe YBeTMUcHA Ha BCeKH 4-7 NeHa 10 MakcuMaiHa go3a 0,54 mg
6a3a (0,75 mg coux) Ha gAeH (KaKTO € TTOKa3aHo B TabJIUIIATa TIO-I0JY).

CxeMa Ha po3upane Ha MIRAPEXIN

CTbIKH Ha Benubx THEBHO Bennbx THEBHO

TUTPUpAHE Beuepna noza Beuepna noza
(mg 6a3a) (mg comn)

1 0,088 0,125

2% 0,18 0,25

3* 0,35 0,50

4% 0,54 0,75

* aKo € HE0OXOIUMO

CrereHTa Ha NOBJIUSBAaHE Ha nmanmuceHTa Tpi[6Ba Ja CC OLCHMU CJICH 3 MEcela JCUYCHUEC U
H€06X0,[[I/IMOCTTa OT IPOABJIKaBaHC HaA JICUCHUETO Tp)l6Ba Ja c€ mpepasricaa. AXO JIeYeHHETO €
IMPEKBCHATO IMMOBEYC OT HAKOJIKO AHHU, TO Tpi[6Ba Ja 3ar04He OTHOBO C TUTPUPAHC HA A03aTa, KaKTO €
H3JIOKCHO IMMO-TOpC.

Ilpexpamseane na rewenuemo

Tbil kaTo JHEBHATA A03a 3a JiedeHrue Ha CUHAPOM Ha HECIIOKOMHU Kpaka HsiMa Aa Hajnsumasa 0,54 mg
0aza (0,75 mg com) MIRAPEXIN moxe na 6b/e npexpareH 0e3 a ce HamansBa nocterneHHo. [1o
BpeMe Ha 26-ceIMUYHO Tu1ane0o KOHTponupano usnursane, npu 10% (14 ot 135) ot manuenTure e
HabmogaBan pebayn Ha CHHIpoMa Ha HECTIOKOMHHTE Kpaka (BIIOIIaBaHEe Ha TEXKECTTa Ha
CUMIITOMHUTE B CPABHEHHUE C U3XOTHOTO HHUBO),CIIeN PSI3KO MPEKpaTsABaHe Ha JICUEHUETO. Y CTAHOBEHO €,
4e TO3U ePEeKT € CXOACH MPH BCUYKH JIO3H.

Tayuenmu ¢ 6vbpeunu yepesrcoanus

EnnMuHMpaneTo Ha mpaMuIiekco 3aBucy ot 0b0peunara ¢pysakmws. [Ipu manuenTy ¢ KpeaTHHHHOB
KupbHC Ham 20 ml/min He € HEOOXOMMO MMOHMKABaHE Ha THEBHATA J103a.

Yrorpebata Ha MIRAPEXIN He e mpoydeHa mpy MarueHTH Ha XeMOIWAIN3a WK IPH TAITUEHTH C
TEXKO ObOPEUHO YBpEKIaHE.

Hayuenmu ¢ yeproopobuu yepescoanust
He e HeoOxoauMo afantTupaHe Ha J03aTa Ipy NAlMeHTH ¢ YepHOAPOOHA HEAOCTAThYHOCT, Thil KaTo
90% ot abcopOUPaHOTO AaKTUBHO BEIIECTBO CE€ EKCKPETHpPa Mpe3 ObOperuTe.

Ileduampuuna nonyrayus
He ce npenopruBa ynorpedata Ha MIRAPEXIN npu gena u roHoIHM 1o 18 roAuHU Opaju iMmncara
Ha JIaHHM 3a 0€30MacHOCTTa ¥ e(DUKACHOCTTA.
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CunnapoM Ha Tourette

Ileouampuuna nonynayus

MIRAPEXIN He ce mperopbyBa 3a ynoTpeda MpH Jiela v F0HOIIW 1o 18-roquHu, Thil KaTo
eukacHOCTTa B O€30MMacHOCTTA MPH Ta3| mnomyinanus He ca ycraHoeHn. MIRAPEXIN we Tps6Ba na
ObJe mpuiIaral Ha Jela WK IOHOLIHN CbC CHHApOMa Ha Tourette, mopaay OTpHULIIATEIHOTO
CHOTHOIIIEHHE TI0J13a/PHUCK P TOBA 3a00siBaHe (B Touka 5.1).

Ha4yun Ha npuwioskeHue

Tabnerkute ce mpuemar mpes ycrara, KaTo ce I'bITaT ¢ TeYHOCT ¥ MOTaT Jla ce MpueMaT KakTo ¢
XpaHa, Taka u 06e3 XpaHa.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT OMOIIHHUTE BELICCTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:xIeHus: U NpeAna3sHu MepKH NIPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 yBpeXKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermopbruBa MoHIKaBaHE Ha J03aTa KaTo C€ CIeIBAT yKa3aHWsITA B TOUKa 4.2.

XaIronHAITIA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKETIaH! pEeaKInK Oruxa

MOTJIH JIa c€ TIOSBST XallfolMHAIMH. [laiueHTuTe TpsAOBa 1a ObAaT NMpenynpe/IeHN 332 Bb3MOXKHOCTTA
OT IT0sIBa HA XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6omect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJH J103aTa Ha JIEBOIOTA.

Enwsony Ha BHE3aITHO 3aCIIMBaHE M COMHOJIEHTHOCT

[Ipammuriekcon ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTIHBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B penku ciydaun ce ch0011aBa 3a BHE3aITHO 3aCITUBAHE TIPe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsoBa
na ObaT mpeAyIpeieHu 3a TOBa U Jja ObIaT IMOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaHA 110 BpeMme Ha Tepanwst ¢ MIRAPEXIN. [TanmeHTrTe, Py KOUTO CE€ TOSBSABAT
CHHJIMBOCT W/WJIH €TIM30]1 Ha BHE3AITHO 3aCIIMBaHEe TPSOBA /1a ce BB3IBPIKAT Ja MOPUPAT UIH padOTAT
¢ mamuHA. B nomreiHeHue TpsOBa qa ce MMa NpenBH HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaan Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEMAIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na 0paat npeanaznusy (Bxk. Touku 4.5, 4.7 u Touka 4.8).

HapyiiieHus B KOHTpoJIa Ha UMITYJICHTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
umiryscute. [larueHTUTe M OOJTHOTIIEJAYUTe TPSOBA 1a OBIAT 3aM03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEICHYCCKH CUMITTOMH Ha HAPYIICHHSI B KOHTPOJIA HA UMITYJICUTE, BKJIIOYBAIIH MATOJIOTHYHA
CKJIOHHOCT KbM Xa3apT, MOBUILICHO JIMOUI0, U XUIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe U
nasapyBaH€, NPEAKAAHC U KOMITYJICUBHO MPESKAAaHC ITPU MAIUCHTH, JICKYBAHU C JOIIaMUHOBH
aronucty, BkmountetHo MIRAPEXIN. TpsiOBa na ce 00Chan HaMaIsiBaHe Ha 103aTa/TIOCTETICHHO
CIHMpaHe, aKo Ce Pa3BUAT TAKUBA CHMIITOMH.
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TarMeHTH ¢ ICUXOTUYHU HAPYIIICHUS

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHHS TPAOBA Ja Ce JEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTydanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIMANHUS pUck. EnxHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOJ TPpIOBa 1a ce n30saraa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU OperaeaIn
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WU MU MOSBA HA aHOMATTHH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAHC HA JICYCHUCTO,
rnopagu pucCK OT OPTOCTAaTUYHA XUIIOTOHHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

HeBponentruyeH ManurHeH CHHAPOM
CuMIToMH, IpeArnonaray HeBpoJIeNTHUEH MAJTUTHEH CUHIPOM, ca ONMCaHU IIPH BHE3AITHOTO
CIHUpaHe Ha JOMaMUHEPIHYHOTO JieueHue (Bxk. Touka 4.2).

Biomasane

Mwma cBeneHus B IuTepaTypaTa, KOUTO MOKa3BaT ye JieueHneTo Ha CHHIpOM Ha HECIIOKOWHU Kpaka ¢
JIOTIaMUHEPTHYHU JIEKAPCTBEHU MPOAYKTH MOXKE J1a IOBEJIE A0 BIIOIIABaHE.

BromraBaneTo ce cBbp3Ba ¢ MO-paHHO HAYaIO0 Ha CHMIITOMAaTHKaTa Beuep (WK I0pH cieaooen),
HapacTBaHe Ha CUMIITOMHTE U pa3NPOCTUPAHETO UM JI0 BKJIIOUBAaHE HA JPYTU KpalHUIIN.
BromaBaseTo € crienanHo U3ciIelBaHO B KOHTPOJIMPAHO KIMHUYHO U3MUTBAHE C MPOIBIKUTETHOCT
26 ceqmunu. Brnomasane e HaOmogasano npu 11,8% oT manmueHTHTe B rpymnaTa, JeKyBaHa C
npamunekcos (N = 152) u 9,4% ot nmauuenTure B rpymnara, jexkyBasa c mianedo (N = 149). Avanusst
no Kaplan-Meier 3a BpemeTo 10 HacThIIBaHE Ha BIOIIABAHE, HE MIOKa3Ba 3HAYMMA Pa3IfKa MEXKIY
IpynuUTe, JIEKyBaHU C IPAMHUIIEKCOII U I1ane0o.

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBbp3BaHe ¢ IIa3MEHUSI IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETeH ¢ Iia3Menn npotenau (< 20%) u mpu xopa
npeThpIsaBa Maiika Ouorpancdopmanius. [lopaau ToBa He ce OUAKBAT B3AUMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBJIHSBAIIN CBBP3BAHETO C MJIA3MEHHU MPOTEHHHU WM STUMUHUPAHETO Upe3
ouotpanchopmanus Twit KaT0 AHTHXONUHEPTHYHUTE JICKAPCTBA CE SINUMUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPaHHUCHA, HO HE ca MPOBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOuTOpH/KOHKYPEHTH Ha aKTHUBHHUS BT 3a ENMMUHMpPaHe npe3 0b0penure

Humernany noHnxaBa ObOpeUHNsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ MpUOIH3UTENnHO 34%, BEpOsSTHO
Hopaay HHXUOWpaHe Ha KaTHOHHATa CEKPETOPHA TPAHCIIOPTHA cHcTeMa B ObOpeyHHTe TyOyu.
[Topanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U aKTUBCH BT 32 CTMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE eIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KaTO LIMMETUANH, aMaHTAAMH,
MEKCHJIETUH, 3yAOBYI1H, [IUCIUIATHH, XUHUH ¥ IPOKAaNHAMUJ MOTaT J1a B3aMOJEIHCTBAT ¢
NPaMHIIEKCOI, B PE3YJITAT Ha KOETO J1a c€ TOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J03aTa Ha MPaMHUIIEKCOII CJICABA Aa Ce MMa MPEABH IPH SAHOBPEMEHHA yHOTpeOa Ha Te3H JeKapcTBa
¢ MIRAPEXIN.

KoMOuHanus ¢ 1eBojomna

Koraro MIRAPEXIN ce naBa B koMOUWHAIM € JIEBOJIONA CE MTPETOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3alla3BaHe Ha JIO3UPOBKATa Ha JIPYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

20



[Topaay BE3MOXKEH aAUTUBEH €PEKT MAIMEHTHTE, IIPUEMAIIU IPYTH CEJATHBHU JICKApCTBCHU
MPOAYKTH WIX AIKOX0J B KOMOMHAIIUS C PAMUIIEKCOJ, TpIOBa J1a ObJaT MOCHBETBAHU J1a ObAAT
npennaznuBu (Bx. Touku 4.4 , 4.7 u 4.8).

AHTHIICUXOTUYHU JICKAPCTBEHU POIYKTH
EnnoBpemenHara ynorpeba Ha aHTUIICUXOTHYHH JIEKAPCTBEHN POIYKTH U IIPaMHUIIEKCOII TPsIOBa Aa
ce n36sraa (Bx. Touka 4.4), ako MOrar /1a ce O4akBaT aHTarOHUCTHYHH €(EKTH.

4.6 @eprUauUTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct
EdexThT pu X0pa 1o BpeMe Ha OpeMEHHOCT ¥ KbPMEHE He € TIpoy4deH. [IpaMumiekcon He € uMait

TepaToreHeH e(peKT Mpu ILTHXOBE U 3aHIIH, HO € OMIT eMOPHOTOKCHYEH IIPH ITHXOBE B JO3H, TOKCHYHHI
3a Maiikata (Bk. Touka 5.3).

MIRAPEXIN He TpsOBa 1a ce U3I0I3Ba 10 BpeMe Ha OpEMEHHOCT OCBEH B CiIydail Ha KaTerOpuIHa
HEOOXOAMMOCT, T.€. KOTaTo IMOTECHIIMAIHATA 1T0JI3a HAJBHUIIIAaBA OYaKBAHMUS PUCK TIO OTHOIIIEHUE Ha

theryca.

Kbpmene
TBit KaTo ICYCHUETO C MPAMHUIICKCOT HHXHONPA CEKpEeNHATa Ha IPOJaKTHH IIPH X0pa, CE 0YaKkBa

cnpaHe Ha KbpMmarta. He ca mpoBeneHH mpoy9YBaHUS MTPH KEHH 10 OTHOIICHNE Ha EKCKpEIITa Ha
MIPaMUIIeKCOoIT B KbpMata. [Ipy mrpxoBe KOHIEHTpAIMsITa Ha CBbpP3aHaTa ¢ aKTHBHOTO BEIIECTBO
PanIMoOaKTHBHOCT B KbpMaTa € TI0-BUCOKA OT Ta3W B TUIa3Mara.

Twit kaTo municBat ganam npu xopa, MIRAPEXIN He OuBa aa ce mpmara B Ieproja Ha KbpMeHE.
IIpu HanoxuTenHa ynorpeda, TpsiOBa 1a ce mpeyCTaHOBH KbPMEHETO.

DepTUInTET
He ca mpoBexxnanu npoyuBanus 3a epekra BEpXy hepTHiInTeTa npu xopa. [Ipu mpoydsanus npu

KUBOTHH IPAMHIIEKCOJI TOBIUBA €CTPYC LIMKIUTE U HaMaJsiBa QEepTHIINTETA IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB arOHMCT. Te3u mpoy4BaHuUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUIICHUE HA QEePTHIIMTETA IPU MBKKHTE.

4.7 Edextn BbpXy cnoco0HOCTTa 32 IO(pHUpaHe U padoTa ¢ MAIINHH

MIRAPEXIN moxe na moBivsie B 3HAUUTEITHA CTEIICH CIIOCOOHOCTTA 3a modupaHe u padora ¢
MAIUHH.

Bb3MoxxHa € mosiBa Ha CHHIIMBOCT WJIA XaJTFOITMHAITAH.

ITanmentute, nekyBarau ¢ MIRAPEXIN, mpu kouto ce HaOII01aBa CHHIMBOCT W/HITH BHE3AITHO
3acTIMBaHe Tpe3 ICHs, TpsIOBa /a ObIaT MpeayNpeIcH 1a He modupaT 1 1a He yIpaKHIBAT
JEHHOCTH, TPH KOUTO HapyIlIeHaTa OAUTEITHOCT OM M3JI0KMIIA TAX WM OKOJIIHUTE Ha PUCK OT CEPHO3HO
HapaHsIBaHE WIH CMBPT (HAIIpUMep padboTa ¢ MaIllMHA) 10 W3UE3BAHETO Ha TE3W MOBTAPSIIHN CE
eMr301H ¥ ChHINBOCT (BXK. ChImo Touku 4.4, 4.5 1 4.8).

4.8 HexenaHu JieKAPCTBEHU pPeaKUNU

OuaxkBaHM HeXEJaHHU PEaKINH

CrnenHuTe HeXeNaHU peakIuy ca oyakBaHu npu yrnorpeda Ha MIRAPEXIN: maronoru4ny chHHUIIA,
aMHe3Us, TOBEICHYECKH CHMIITOMU Ha HapyLIeHUA B KOHTPOJIUPAHETO HA UMITYJICUTE U
HATPAITYUBOCTH KAaTO CKJIIOHHOCT KbM MpessKAaHe U MPEKOMepHa CKJIIOHOCT KbM I1a3apyBaHe,
XHUIEPCEKCYaTHOCT U MAaTOJIOTHYHA CKIOHHOCT KbM Xa3apT, Chp/AeYHa HEJOCTAThYHOCT, 00BPKBaHe,
3areK, HaJly THH9aBOCT, 3aMasHOCT, AUCKUHE3Us, AUCITHEs], yMOpa, XalIOLWHAINH, TTIaBO0OITHE,
XbJIaHe, XUIIEPKUHE3US, XuIiep(arus, XUMOTOHMs, HApyIIeHA CEKpelrs Ha aHTUAHYPETHYCH XOPMOH,
Oe3chHHe, HAPYLICHUs B IMOUOTO, TaIeHe, MapaHos, nepudepeH OTOK, ITHEBMOHUSI, ChpOeK, OOpUB U
JPYTH peaKiMi Ha CBPBYYBCTBUTEIHOCT, OE3MMOKOHCTBO, CHHIMBOCT, EIIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HapyIIeHNe, BKIIOUNTETHO TUILIONHS, 3aMbIJTICHO BIKIaHE U
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HaMaJICHa 3pUTCJIHA OCTPOTA, NOBPBIIAHE, TOHMXKABAHE HA TCTJIOTO, BKIIFOYUTCIIHO [TOHUKCH allCTUT,
IIOKa4YBaHEC Ha TCTJIOTO.

B®3 ocHOBa Ha aHanmM3KM Ha cOOpHU TIae00 KOHTPOIMPaHH MTPOYUYBaHHUs, B KOUTO ca ydacTBanu 1923
NanyveHTy Ha npamunekcon u 1354 nanuenTa Ha miane6o, HeXKeJlaH! JIeKapCTBEHH PEeakLuH ca
CHOOIIaBaHU YECTO U B IBETE TPYIHU. 63% OT ManueHTHTe Ha IpaMHuneKkcon u 52% OT MalueHTHTe Ha
wiane0o choOLIaBaT MOHE e1HA HEeXKeTIaHa JIEKapCTBEHA PEaKIIHsL.

Tabmuu 1 1 2 moka3BaT yecToTaTa Ha HeXeJaH! JIEKapCTBEHU PEakIiy OT I1ane00-KOHTPOIUpaHH
KJIMHUYHYU Tpoy4uBaHus npu Oonect Ha Parkinson u Cunapom Ha HecriokoliHU Kpaka. Hexxenanure
JIEKapCTBEHH PEaKLUH, TOKa3aHU B TE€3W TaOJIUIIM ca OHE3U ChOUTHS, KOUTO ce nosBsBar npu 0,1%
WY TIOBeY€e OT MAIMeHTHTE, JIEKYBaHH C IIPAMUIIEKCON U ca ChOOIIaBaH! 3HAYUTEITHO TO-YECTO MPH
NanyeHTH, PHeMally PaMUTIEKCO B CpaBHEHHUE ¢ T1ane0o, Uik KbAETO CbOMTHUETO ce CMATA 3a
KJIMHUYHO CBBP3aHO. BOIIMHCTBOTO OT HEXENaHUTE JIEKapCTBEHHU PEaKIUH ca JIEKH JJO CPEeTHO-
TEXKH, KaTO OOMKHOBEHO 3all0YBaT B HAYAJIOTO Ha TEpaNMsITa M HMa TeHICHIUS 1a U34e3BaT, J0pU
KOTaTo TepamnusiTa € NpoabHKEHa.

B paMKkuTe Ha CHCTEMO-OPTaHHUTE KJIACOBE, HEKETAHTE JIEKAPCTBEHH PEAKIIHH ca M30POCHHU CIIOpes
yecToTara (Opost MarMeHTH, TIPH KOUTO CE OYaKBa Jia Ce MPOSBHU PEaKIIUsATa), KaToO ca M3MOI3BAHU
CJIETHUTE KaTeropuu: MHOro 4ectu (> 1/10), wectu (> 1/100 go < 1/10), meuectu (> 1/1 000 mo

< 1/100), peaku (> 1/10 000 o < 1/1 000), mHOTO penku (< 1/10 000).

Hati-uecTu Hexenanu peakiyu npu [lapkuHCOHOBa Ooject

Hait-yecto (= 5%) cpoOIiaBaHuTe HEXKETaHN peakiuy NPy nanueHTu ¢ donect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMUIIEKCOJ B CPaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHIIMBOCT, O€3ChHUE, 3aIeK, XaTIOIUHAIINY, TI1aBoOosre U ymopa. Ciryuanrte Ha
CHHJIMBOCT HApacTBAT MPH J03H IMO-BUCOKHU OT 1,5 mg mpamurniekco coi Ha neH (Bx. Touka 4.2). Ilo-
yecTa HeXKesIaHa PeaKius Mpu KOMOHMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

Tab6muua 1: Bonecr va Parkinson

CucremMo-0opraHHu Hexenanu nexapcTBEHU peakiiuu
KJIaCOBE
WNudexun 1 nabECTAITIN
Heuectn | IMTHEBMOHUS
Hapy1ienus Ha eHJOKpUHHATA CUCTEMA
Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS

B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE

Heuectn CKJIOHHOCT KBbM MpesiKIaHe ', PEeKOMepHa CKIOHOCT KbM
nasapyBaHe, HaTyIHHYABOCT, XHrepdarus', XUIepceKkCyaTHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro gectn 3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectu rinaBoboime

Heuectu AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn 3PUTETHO HApPYIIIECHHUE, BKITIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

1
Heuectn | ChbpACYHA HCAOCTATHIHOCT
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Cb10BU HapyIICHUS
Yectn | XUTIOTOHUS
PecnimpaTopHu, TpBIHN U METUACTHHAIHNA HAPYIICHHUS
Heuectn | JIMCITHESI, XBJIIIaHEe
CromainrHo-4peBHU HapyIIeHUs
MHoro uectu rajicHe
Yectn 3aIleK, ITOBPBIIAHE
HapymieHns Ha KoXaTa W IMOJAKOKHATA ThKaH
Heuectn | peaxIui Ha CBPBYYBCTBUTEIHOCT, ChPOEK, OOpUB
OO0 HapymieHus U e()eKTU Ha MACTOTO HA PUIIOKCHHE
Yectu | yMopa, nepudepeH 0ToK
W3zcnenBanms
Yectu MOHIKABAHE HA TETIIOTO, BKIIFOUMTEITHO ITOHUKEH AlleTHT
Heuectu MOKa4YBaHe Ha TETJIOTO

'Tasu HexenaHa peakims e HaGJTIO[ABAHA 1O BpeMe MoCcTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBEYe OT HeYecTa, HO MOXe Ja Ob/e U mo-Hucka. [IpennsHo n3uncnsBane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakiius He ce e MOsBsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHY W3MUTBAHUA Ha 2 762 manueHTH ¢ bomecrra Ha Parkinson, iekyBaHu ¢ mpaMHUTIEKCO.

CuHIpOM Ha HECITOKOWHU Kpaka, Hal-uecTH HeKeJIaH! PEeaKITnu

Haii-uecto (= 5%) cho0I1aBaHNTE HEXKENAHU PEaKIIUH MPHU MalueHTH ¢h¢ CHHIPOM Ha HECIIOKOWHHU
Kpaka, JIeKyBaHU C IPaMHUIIEKCOJI, ca TajieHe, TaBo0oIre, 3aMassHOCT U yMopa. ['ajiene u ymopa ce
cboO1IaBaT Mo-yecto npu >xeH, jtekyBanu ¢ MIRAPEXIN (cvotBetHO 20,8% 1 10,5%) B cpaBHEHHE
¢ MBXKe (ChOTBETHO 6,7% 1 7,3%).

Tabanma 2: CHHIpOM Ha HECIIOKOWHU Kpaka

CucteMo-opraHau Herxenanu gexapcTBEHH peakLuu
KJIacoBe
Wndexumu n nadecranmu
Heuectn | TTHEBMOHHS
Hapymenus Ha eHIOKpUHHATA CUCTEMa
Heuectu | HapylueHa CeKpels Ha AHTHMYPETHICH XOPMOH'
[IcuxuuHu HapyIIEeHHS
Yectu HaTOJOTMYHH CHhHUIIA, Oe3ChHHE
Heuectn MOBEJICHYECKN CUMIITOMH HAa HAapyIIECHUs B KOHTPOJIMPAHETO Ha

HMITYJICUTE U HATPAITYUBOCTH KAaTO CKIOHHOCT KbM MpeskIaHe U
MPEKOMEPHA CKJIOHOCT KbM Ta3apyBaHe, XHUIIEPCEKCYATHOCT U
IATONOTUYHA CKIIOHHOCT KbM Xa3apT', 00hPKaHOCT,
HAJTYJHAYABOCT', XaIIOMMHALNH, XHTepdaris' , HapyIIeHHe Ha
JIMOUAOTO, HapaHOSIl, 0€3IO0KOMCTBO

Hapymienus Ha HepBHaTa crcTeMa

Uectn 3aMasHOCT, TJIABOOOJINE, CHHIUBOCT

1 1
Hedgectn AMHE3UA , TMCKUHE3UA, XUTICPKUHE3UA , CIN3011 HAa BHE3AITHO
3aClIMBaHC, CHHKOII

Hapymwenus Ha ounrte

Heuectu 3PUTCIIHO HAPYIICHUEC, BKIIIOUUTECIIHO JUITIONNA, 3aMBIJICHO
BIOKOAHC 1 HaMaJICHA 3pUTCIIHA OCTPOTa

CopaeyHu HapyLeHHs

Heuectn | CHpJeYHA HeIOCTATHYHOCT
Cp10BU HapyIIeHUS
Heuectn | XUIOTOHUS
PecnimpatopHy, rpbIHA U MEAUACTHHAIHU HAPYIICHUS
Heuectn | JCTIHES, XbJILIaHe

CromairHo-4peBHU HapyIIeHUs
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MHoro 4yectu rajieHe
Yectu 3areK, MOBPhINaHe
Hapyiienns Ha Ko)aTa ¥ OJKOKHATA ThKaH
Heuectn | peaKIuy Ha CBPHUYBCTBUTEITHOCT, ChpOEK, 0OpUB
OO0y HapymeHus 1 e)eKTH Ha MICTOTO Ha IPUIIOKECHHE
Yectn yMopa
Heuectu nepudepeH OTOK
N3cnensanus
Heuectn MMOHIKaBaHe Ha TETJIOTO, BKIFOYUTEITHO TIOHW)KEH alleTHT,
MOKAYBaHE Ha TETJIOTO

'Tasu Hexenana peakims e HaGJTIO[ABAHA 1O BpeMe MocTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe Ja Ob/e U mo-Hucka. [IpennsHo n3uncnsBane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce e MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHA W3nUTBaHus Ha 1 395 manmenTtn cbc CHHAPOM Ha HECTIOKOWHU Kpaka, JICKyBaHH C
TIPAMHUTIEKCOJL.

CBHINBOCT
[IpaMumnekcol e CBbp3aH YeCTO ChC CHhHIMBOCT U HEYECTO CE CBBHP3Ba C MPEKOMEPHA CHHIIMBOCT Tpe3
JIeHsT ¥ €IN30/1M Ha BHe3ammHo 3acrmBane (BK. ChIo Touka 4.4).

Hapymenus B muOmmoTo
IIpamuriekco Moxe aa 0b/Ie CBhP3aH HEUECTO C HApYIICHHS B INOUAOTO (IOBUIITABAHE WITH
TTOHIKABAHE).

HapyinieHus B KOHTpoJIa Ha UMITYJICHTE

[NaTonornvHa CKIOHHOCT KBbM Xa3apT, MOBHUIICHO JTHOWI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
W Ma3apyBaHe, IpesDKAaHe i KOMITYJICHBHO MPEHKIaHe MOTAT Jia Ce MOSBAT MPH MAIEeHTH, JICKYBaHN
C IOTIaMUHOBH aroHucTH, BKtounTelHo MIRAPEXIN(Bx. Touka 4.4).

B perpocrieKTHBEH CKpUHHUHT MTPEICTaBUTETHA N3BaIKa U MTPOYIBAHE CIIyIaii-KOHTPOJIA, BKITIOYBAIITH
3090 manmeHTH ¢ MapkoHCcOHOBA OosecT 13,6% OT BCHYKH IMAIIMEHTH, TTOIJIOKESHN Ha
JIOTIAMHUHEPTUIHO JICUCHUE YIIH He-I0TTaMHHEPTHYHO JICUCHUE NMAT CUMIITOMH Ha HApYIICHHUE B
KOHTpOJIa Ha MMITYJICUTE B TIEpHOIa Ha MTOCIICTHUTE TIecT Mecera. HabmronaBanuTe MposBH BKITFOYBAT
MaTOJIOTHYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEpPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICHBHO
MpespKIaHe U HaTPaITIuBO CEKCYaITHO TIOBeIeHNE (TIOBHIIIEHA CEKCYATHOCT). Bh3MOKHHTE
HE3aBUCHUMH PUCKOBH (DAaKTOpH 32 HApYIIEHUS B KOHTPOJIA Ha HMITYJICUTE BKIIOYBAT JOTTAMUHEPTUIHO
JICYCHHUE W TTO-BUCOKH JIO3M Ha JOITAMUHEPTHYHO JICUCHHE, ITO-MIIaa Bh3pacT (< 65 ronuHn),
0e30padne u cho0IIeHa (DaMIITHA aHAMHE3a 332 CKIIOHHOCT KbM Xa3apT.

ChbpaeyHa HEIOCTATHYHOCT

ITo BpeMe Ha KIMHHUYHYU MPOYYBAHHS U TIOCTMAPKETHHIOBUS OIUT € ChOOIaBaHa ChpacYHa
HEJIOCTaTHYHOCT IIPH MAIMEHTH ¢ MpaMuIiekco. [1o Bpeme Ha hapMaKOEIHIEMUOJIOTHIHNUTE
MIPOYYBaHUS, MPUIIOKEHUETO Ha IPAMHIIEKCOJI € CBBP3aHO C IOBHIICH PUCK OT ChpAcYHa
HEIOCTaTHYHOCT B CPABHEHHUE C HENPUIAraHETO Ha IpaMHIieKkcoll (HabmrogaBaHa CTEIEH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsama xIuHWYEeH OMUT ¢ TeKKHU CiIydad Ha npeno3upane. OuakBaHUTE HeXeJlaHU Peakiiy ca Te3H,
CHOTBETCTBALIH Ha (papMaKkoIMHAMUYHUS PO(UIT HA JOTTAMHHOB arOHHCT, BKITIOUBAIIIHN TajeHe,
MOBpBIaHe, XUMIEPKUHE3N, XaTIOIMHALINY, Bb30yAa U XUMOTOHU. He e ycTaHOBeH aHTUAOT NpU
IIPENO3UPAHE C TONAMUHOB aroHUCT. IIpy Hanuuue Ha CUMIITOMH 3a CTUMYJIMPAHE Ha LiEHTpajaHaTa
HEpBHA CUCTEMa MOJXKE Jla ce NPUJIokKaT HeBposaenTuuu. IIpu npenozupane Moxe J1a ca He0OXOAUMU
OO0IIM MOAIBPIKAIINA MEPOTIPUATHS B KOMOMHAIUS ChC CTOMAITHA TPOMHBKA, HHTPABEHO3HU HH(DY3HUH,
IIpWIaraHe Ha aKTUBEH BbIJIEH U MOHUTOpHUpaHe Ha EKT .
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMHYHU CBOiicTBA

®dapMakoTepaneBTUYHA Ipyla: aHTUIIAPKUHCOHOBH JIEKapcTBa, JornaMuHoBH aroHuctd, ATC kox:
N04BC05

MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOPH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oiek4yaBa IMPOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIMaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) KUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

MexaHu3MbT Ha ACHCTBHE Ha IMPaMHUIICKCOJI KaTO CPEACTBO 3a JICUCHUEC Ha CI/IHI[I)OM Ha HECIIOKOMHH
Kpaka € HCU3BCCTHO. HeBpO(I)apMaKOJ'IOFI/I‘-IHI/I AO0Ka3aTCJICTBA NpeanojaraT IbpBUIHO BKIIFOUBAHE Ha
AOoIMaMHUHCPruyHaTa CUCTEMaA.

dapMakoaMHAMUYHU ePEKTU

[Ipu moOpoBoIu € HabIIIoJaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KITMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BCekH 3 IHM) OT mpenopbyBanuTe 10 3,15 mg npamunekcon 6a3za (4,5 mg
COJ1) Ha JICH, € Ha0JI0JJaBaHO TIOBUIIIABAHE HA KPHBHOTO HANITAHE U YCKOPSBAaHE Ha ChPJICYHUS
putbM. TakuBa edekTu He ce HAOMIOAABAT MTPHU U3MUTBAHE C MAICHTH.

Knnnanyna edukacHoCT 1 6e30macHOCT mpu 6ostect Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca miane®0-KOHTPOIUPAHU KIMHUYHH MTpoy4BaHus, Bkitousany 1800 manuenTa B cTaguii
Ha 3abomsiBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH T4x, okoio 1 000, kouTo ca
OunM B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IPUEMalll eIHOBPEMEHHO JIEBOJOMA U ca CTPAJad OT
MOTOPHU YCIIOKHEHUS.

EdwukacHocTTa Ha MpaMHUIIEKCOII IPU PaHHA U HampeaHana oosect Ha Parkinson ce moaabpxa B
KOHTPOJIMPAHU KJIMHUYHY MMPOYYBAHUS 33 TICPUOJI OT OKOJIO IIECT Mecena. B 0oTBOpeHU NOIMbIHUTEITHH
MPOYYBaHUs 3a MIEPUO/] HAJl TPU TOJIMHU HE Ca OTOENA3aHU MPU3HAIM Ha IOHW)KaBaHEe Ha
e(ukacHoOCTTA.

TIpu KOHTPOIHUPAHO ABOHHO CIISTO KIWHHYHO MPOYUYBAHE C TMPOIBIKATETHOCT 2 TOMHH, HaualHa
Tepanws ¢ MPaMUTICKCOJ 3HAUNMO OTJIara HaCThIIBAHETO Ha MOTOPHHU YCIIOKHEHHS U CPABHEHO C
HavaJlHa Tepamnws ¢ JIEBOJI0MNA PeIyupa TIXHaTa mosia. ToBa oTiaraHe Ha MOTOPHHUTE YCIIOKHEHHS
IpY TIPAMUTIEKCOJT CIIe/IBa Ja ce baaHCcupa CpsiMO MO-TOSIMOTO MO00pEeHHE Ha MOTOpHATA
(byHKIHSA TIpH JaeBoaoMNa (M3MepeHo upe3 cpeanara npomsHa mo UPDR-ckana). O6imaTa yectoTta Ha
XaITIOIMHAIIMY U CHHIUBOCT MPHUHIUITHO € TI0-BHCOKA BB (pa3ara Ha yBeIWYaBaHe Ha 103aTa MPU
rpymara ¢ mpaMHITeKcoi. Bhpeku ToBa, He € MMalio 3HAYUTENTHA pa3finKa Mpe3 MoaabpiKaara ¢asa.
Te3u qanuu TpsaOBa a ce MMAT MPEIBHUI MPH 3aMOYBaHe HA JICUCHUETO C MPAMHUIICKCOIT TP MAI[HeHTH
¢ 6onect Ha Parkinson.
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IlenuarpuyHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOOOXAaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynrature ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha NMegUaTpUYHaTa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHGOpMaNKs OTHOCHO YIOoTpeda B MeIUaTPHATA).

Knnnnyna edbukacHOCT ¥ 6e30macHOCT mpu CHHIPOM HA HECIIOKOWMHY Kpaka

EdukacHocTTa Ha MpaMUTIEKCOT € OIICHEHA B Y€TUPU TUIaIe00-KOHTPOJIMPAHH KIMHUYHA IPOYYBaHUS
npu npubmmutenso 1000 manueHTa ¢ yMepeH 10 TeXbK uauonatudedH CHHAPOM Ha HECITOKOWHU
Kpaka.

IIepBUYHUTE KPAWHH PE3YNTATH 32 €(PUKACHOCT ca CpemHaTa pa3inka OT HAaYaJTHUTE CTOWHOCTH,
n3Mepena o OneHpyHara ckaina Ha CuaapoM Ha HecriokoiHuTe Kpaka (IRLS) n mo O6mo kTnHUYHO
Brieuatienue 3a nojgoopenuero (CGI-I). U 3a nBeTe mbpBUYHU KpaiiHU TOYKHU ca HAOIIOJaBaHH
CTaTHCTUYECKH 3HAYMMHM Pa3JIMKU B TPyNHTE Ha npamurekcon ¢ ao3u 0,25 mg, 0,5 mg u 0,75 mg
MIPaMHIIEKCOJI COJI B cpaBHEHHE C muiarne6o. Cren 12 cemMuny Ha JiedeHHEe Ha9aTHUTE CTOHHOCTH I10
IRLS pesynrat ca momoOpenun ot 23,5 Ha 14,1 Touku 3a mnanebo u ot 23,4 Ha 9,4 ToukH 3a
npamurnekcon (komOuHupanu 103u). Kopurupanara cpenna pasnuka e -4,3 Touxu (CI 95% -6,4; -2,1
toukH, p<0,0001). Crenenute Ha orroop o CGI-I (mogobdpena, maoro momodpena) ca 51,2% u
72,0% cpoTBeTHO 3a 1wranebo u mpamunekco (pazmuka 20% CI 95%: 8,1%; 31,8%, p<0,0005).
EdukacHocrra e HabnmrogaBana ciiefl mypBara cenMuiia Ha jgedenne ¢ 0,088 mg 6a3a (0,125 mg coxn) Ha
JICH.

B mtarte60-KOHTpOUPaHO TOJIMCOMHOTpadCcKo IpoyuBaHe 3a nepruoxa oT 3 ceamuin MIRAPEXIN
3HAYUMO HamallsiBa Oposi Ha TIEPUOUYHUTE IBHKCHHS HA KPAaWHUIIUTE TTO0 BpeMe Ha TIOKOH B JIETIIO.

Hwarocpodnara ehuKacHOCT € OIICHEHa B Iarie60 KOHTPOIMPaHO KIMHUYHO u3nuTBane. Cuex 26-
CeIMAYeH MePHOJ Ha JIeYeHHe, ce HabIoaBa KOPUTUPAHO CPETHO HaMaJIeHne Ha OOIIHs CKOp 110
IRLS ot 13,7 1 11,1 ToukHu, CbOTBETHO B Ipynara, J€KyBaHa C MPAMUIIEKCOI U Ta3H, JEKyBaHa C
mnane6o, cbe cratucTruuecku 3HaunMa (p = 0,008) cpenHa pasnuka npu aedeHueTo ot -2,6. Crenenra
Ha nousBaHe mo CGI-1 —(c m3pazeno mogodpeHue; cbe CUITHO U3pazeHo moaoopenue) € 50,3 % (80
ot 159) 1 68,5 % (111 ot 162) cbOTBETHO TpH TPYIINTE, JTEKYBAHH C TUIANE00 U MTPAMHIIEKCOIT
(p=0,001), xoeTo croTBETCTBa Ha Opoii, Hykaaentn ce ot sederne (NNT) manuenTn - 6 (95%CI: 3,5;
13,4).

IlennarpyyHa momyJIanus

EBpomneiickara areHIus 1o JIeKapcTBaTa oTiara 3abKEHUETO 3a IPEAO0CTaBsIHE HA PE3yITaTUTE OT
npoyuBanusita ¢ MIRAPEXIN BBB Bcuky NOATPYNH Ha NMeauaTprUyuHaTa nomyianus npu CuHIpom
Ha HECITOKOWHHUTE Kpaka (Bxk. Touka 4.2 3a nH(OpMaIus OTHOCHO yroTpe0a B IeIuaTpusTa).

Knnanyna eukacHocT 1 6e300acHOCT npu CUHIAPOM Ha Tourette

Eduxacnoctra Ha npamunexcon (0,0625-0,5 mg Ha aeH) npy NeAUaTpUYHN TalMEeHTH Ha BB3PAcCT OT 6
1o 17 rogunau cwe cuaapoM Ha Tourette, e omieHeHa upe3 6-CeAMUYHO, TBOMHO-CIIATIO,
PaHIOMHU3UPAHO, IJ1a1e00-KOHTPOIMPAHO U3NINTBAHE C IPOMEHINBA 103a. PannoMu3upanu ca o6mo
63 nmanmenTy (43 Ha mpamunekcodn, 20 Ha miane6o). [IbpBudHaTa KpaliHa TOYKa € TPOMSHATa Ha
Oo6mus Tk ckop (Total Tic Score (TTS)) mo Ckanara Yale 3a rimo6anmHara Texxect Ha TukoBete (Yale
Global Tic Severity Scale (YGTSS)), B cpaBHeHHe ¢ U3X0AHOTO HUBO. He e ycTaHoBeHa pa3inka
MEKAY IMPaMUIIEKCO U IIane00 KakTo 10 OTHOIIEHHE Ha I'IbPBUYHATA KpaliHa TOUKa, TaKa U IO
OTHOIIIEHUE HAa HUKOS OT BTOPHYHUTE KPailHU TOUKH 3a ehUKaCHOCT, BKIFounTeHo Oomms YGTSS
ckop, O0moTO BrieuaTieHrne Ha mauuenTa 3a nmogoopenue (Patient Global Impression of Improvement
(PGI-1)), Knuanunoro o6mio BrievatiieHue 3a mogodpenue (Clinical Global Impression of
Improvement (CGI-I)), wim KiimanaauTe 00mm BrieyaTIeHH 3a TexkecTTa Ha 3a0omsBaneTo (Clinical
Global Impressions of Severity of Illness (CGI-S)). Hexxenanu cb0uTHS, Bh3HUKHAIH TTPHA HAH-MaJIKO
5% oT mamueHTUTEe B rpynara Ha IPaMHIIEKCOJ, U MO-YECTH MPH NAlEHTUTE JIEKYBaHH C
MIPaMUIIEKCOJI, B CPAaBHEHHUE C MAMEHTUTE Ha Tuiaiebo, ca: rmaBodomue (27,9%, miamnebo - 25%),
cerymmBOCT (7,0%, Tmane6o — 5,0%), ragene (18,6%, mrame6o — 10,0%), mosprwmane (11,6%, mianedo
—0,0%), 6onka B ropHara abmomuHaiIHa 06mact (7,0%, rrane6o — 5,0%), opTocTaTUYHA XUITOTOHUS
(9,3%, mnane6o — 5,0%), muanrus (9,3%, mnanedo - 5,0%), Hapymienus Ha cbHs (7,0%, mnarebo —
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0,0%), mucmires (7,0%, miane6o — 0,0%), nHbeknus Ha ropHUTe AuxaTenHu meTuima (7,0%, miamnedo
—5,0%). lpyru 3Ha4MMU HEKEJIaHU ChOUTHS, BOJICIIH JIO TPEKbCBAaHE HA JICUSHUETO TPU MAIUCHTHUTE,
MpUEMAIIlH TPAMHUIIEKCOJI, Ca ChCTOSTHHE Ha 00BPKAHOCT, CMYIIICHHS B TOBOPA U BJIOIIABAHE HA
CBCTOSTHHETO (BWKTE TOUKa 4.2).

5.2 ®apmakoKHMHETHYHH CBOIiCTBA

AOGcopbuus
IIpamurnekcon ce pe3opOrpa 6bP30 U M3ISIO CIEA epopaicH mprueM. AOCOTIOTHATA GHOHATHYHOCT €

noBede oT 90% 1 MakCHUMaTHU TUIa3MEHU KOHIIEHTpalUuU ce AocTurat Mexay 1 u 3 waca. [IpuemsT ¢
XpaHa He HaMaJlsiBa CTETIeHTa Ha aOCOPOIU Ha MPAMHUIIEKCOIl, HO TIOHM)KaBa HeifHaTa CKOPOCT.
[Ipamuriekcosn e ¢ TUHEHa KHHETHKA U ¢ MAJIKW PAa3IN4Hs B TUTA3MEHNUTE KOHIIEHTPAIIUH TTPU
pa3MYHUTE MAIEeHTH.

Pasnpenenenue
CBBp3BaHETO Ha MPAMHUIIEKCOJ C IPOTEHHUTE MPH X0pa € MHOTO HUCKO (< 20%), a 00eMbT Ha

pasnpenenenue e roisim (400 1). IIpu mrpxoBe ca HaOIrFO1aBaHNW BUCOKH KOHIIGHTPAIIMH B MO3bUHATA
ThKaH (OKOJIO 8 ITbTH MO-BHCOKH OT TE€3H B IIa3MaTta).

Buorpanchopmars
[Ipamurekcon ce MeTaboIM3Upa B HUCKA CTETNICH B YOBEIIKUS OPTaHU3BM.

Enumunupane
OCHOBHUSAT HaYWH HA eMMMUHUpPaHEe € ObOpeuHaTa eKCKpelus Ha HEMPOMEHEH MPaMHUIIEKCOIL.

[pubnuzurenno 90% ot Gensazanata ¢ 14C noza ce ekckperupa upe3 Ob0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (ekanuute. TOTATHUAT KNUPBHC HA paMumnexcon € okoiao 500 ml/min, a
O0BOpeuHuT KIupbHC — npubau3uTenHo 400 ml/min. Bpemero Ha monmyenumunupase (t72) Bapupa ot
8 yaca npu Miaau xopa Ao 12 yaca npu Bb3pacTHHU.

5.3 IlpeakJuMHUYHM JaAHHU 32 0€30IACHOCT

[IpoyuBaHusATA 32 TOKCUYHOCT MPH MHOTOKPATHO MPUIIOKEHHE TIOKA3BAT, Y€ IPAMHIICKCOI BIUsIC
rnaBHO BbpXy (yHkImuTe Ha [[THC 1 skeHckaTa penpoayKTHBHA CHCTEMa U BEPOSTHO CE AbJDKAT Ha
MpeKaJIeHO CHIICH (papMaKoTuHAMUYCH €PEKT Ha TIPaMHUIICKCOI.

[pu manku npaceHIia € HabI0AaBaHO TIOHDKEHHE Ha JUACTOIHOTO U CHCTONHO HASATAHE W Ha
ChpJ/ICYHATA YECTOTA, & TCH/ICHIIHS 32 XUTIOTOHHYEH e(eKT e 3a0ersi3ana pu MaitMyHH.

[loTeHMaNHUAT eQeKT Ha TPaMHUTIEKCOJI TI0 OTHOIIIEHHE Ha PENPOAYKTHBHATA QYHKIHSA € TPOyUeH
MIPH U3CJIeIBaHUS BHPXY IUTbXOBE U 3ainu. [Ipu mrsXxoBe u 3aiiliy MpaMUTIeKCOT He TTOKa3Ba
TeparoreHeH eext, Ho € eMOPHOTOKCHYEH MPH ILTHXOBE B TO3H, TOKCHYHU 3a Malikara. [lopamu
mo100pa Ha BUIa )KUBOTHHU M OTPAaHWYCHHUTE M3CIICBAHH MTapaMeTPH HeXKEeJIaHUTE PEeakIuy Ha
MIPaMHUIIEKCOJT TI0 OTHOIIIEHHE Ha OPEMEHHOCTTa W MB)KKaTa PEeNpoAyKTHBHA CIIOCOOHOCT HE ca
HAITBIIHO M3SCHEHM.

IIpu TurEX0Be € HaOMIOAaBaHO 3a0aBsHE HA ITOJIOBOTO Pa3BUTHE (T.€. pa3eisTHe Ha MIPEMyuyMa 1
BarvHAIHO OTBAapsHE). 3HAUCHUETO MPH XOpa HE € U3BECTHO.

[Ipamunekcoun He e reHoToKcHueH. [Tpy mpoy4uBaHus 32 KAPIWHOTCHEH MOTEHIINAT MBXKKH ITHXOBE
pa3BHBAT XUIIEPIUIA3N Ha KIeTkuTe Ha Leydig u aneHoMu, KOeTo ce 00sSCHsBAa ¢ HHXUOMPAITUI eheKT
Ha MPaMUTIEKCOJ BbPXY MpoakTHHA. Ta3u Haxo/Ka He € peJieBaHTHA KbM KIIMHHYHATA YIOTpeoa.
CrIoTO TIpOyYBaHE MOKa3Ba, ue B 1031 2 mg/kg (COJ) U MO-BUCOKH OT TAX IMPAMHUTIEKCOJ C€ CBBP3Ba ¢
JleTeHepalus Ha peTHHATA MPU TIbX0oBe anouHocH. [lociaeqHara HaxoaKa He ce cpela MpH
NUTMEHTUPAHH TUTHXOBE U HE € HAaOI01aBaHa Mpy 2-TOAUIIHO MPOYYBaHE 3a KaHIIEPOTCHHOCT MPH
MUIIKA aIONHOCH, KAKTO U TIPH HUTO SITUH OT APYTHTE M3CICIBAHHU BUIOBE.
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6. DAPMAINEBTUYHUAU JAHHHA
6.1 ChnucbK HA NOMOIIHUTE BelllecTBA
ManwnTroin

MTaPEBUIHO HUIIIECTE

CHJIMIIMEB TUOKCH], O€3BOIEH

noBunoH K 25

Mar"e3ueB cTeapar

6.2 HecbBMeCTHMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHOCT

3 roguHU

6.4 CrhenuajaHu ycJI0BHS HA ChbXpPaHeHHe

Ha ne ce cpxpansBar Hag 30°C.
[la ce cpxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 32 J1a Ce Mpe/la3Ba OT CBETIINHA.

6.5 /lanHu 3a omakoBKaTa

OPA/ammymunnit/PVC arymunneBn 0mctepu

Bcska 6imctepHa steHTa chabpika 10 TabmeTku.

Kapronenu xytuu, cpapprkamniy 3 wim 10 6muctepa (30 wim 100 TabmeTkn)
He Bcuukm BHI0BH OMTAaKOBKHM MOTAT Ja OBJAaT MMyCHATH B TIpoaaxoOa.

6.6 CrhenuajaHu npeanasHy MEPKH NPU U3XBBHPJIsSHE

Hsama cnenmanHu U3MCKBaHUS.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/003-004

9. JATA HA I'bPBO PA3PEHIABAHE/TIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[aTa Ha mBpBO pa3pemiaBane 3a ynorpebda: 23 gpespyapu 1998
Hata Ha mocnenno nogHoBsiBane: 23 despyapu 2008
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha wHGOpPMAITHS 32 TO3HW JIEKapPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta
areHIus 10 JIeKapcTBara http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,35 mg Tabnerku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Tabnmetka chappka 0,5 mg mpaMUNEKcON JUXUAPOXIOPHI MOHOXUApar (pramipexole
dihydrochloride monohydrate), exBuBanenter Ha 0,35 mg nmpamuriekcon (pramipexole).

Buumanue:
Jlo3ute mpaMuUIeKcoJ, MyOJUKyBaHU B JTUTEpATypara ce OTHACAT 3a Heropara coJl.
ITopanu ToBa mo3uUTe 1ie ObIAT MU3Pa3sIBaHU MO-I0JTY KAaTO MPAMHUIIEKCOJI 0a3a U KaTo MPaMHIIEKCOJT

noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka

Tabnerkure ca Oenu, TNIOCKH, SIUIICOBUIHY, C JICIUTEIIHA YePTa OT JBETE CTPAHU M UMAT BITBOHAT
peneden xox (oT enHaTa ctpana koxa P8, a ot Apyrarta crpaHa cuMBoJa Ha komranusTa Boehringer
Ingelheim).

Tabnerkute MoraT a ObJaT pa3/ieIcHN Ha JIBE PaBHU TOJIOBUHHU.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenHa3zHaueH 3a JICUCHHUE NMPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatndHa 6onect Ha Parkinson camocrositenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JICBOJIONIA,
T.€. B X0/]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOraTo eeKThT Ha JIEBOIOIIa HaMallsiBa WIIA CTaBa
HEIOCTOSIHEH U ce HaOmomaBaT GIyKTyallly B TePaneBTHIHIS ePeKT ((IyKTyalluy Ipyu H34epIIBaHe

Ha j03ara Wik “on off” urykryarun).

MIRAPEXIN e npenHa3zHaueH 3a CAMIITOMAaTUYHO JICYEHHUE TIPU BB3PACTHU HA YMEPEH J10 TEXKBK
uanonarndeH CHHIPOM Ha HECTIOKOWHHM Kpaka B 1o3u 10 0,54 mg 6a3a (0,75 mg cou) (Bk. Touka 4.2).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHUE
Jo3upoBka

Bosnect Ha Parkinson

I[HCBHaTa A03a CC pasnpeaciisd IOPaBHO Ha TPU OTACIIHU ITpHUEMaA.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MOCTEIICHHO Ja ce MOBHUIIaBa, kaTo ce 3amodne ¢ 0,264 mg 6a3a (0,375 mg cou)
JIHEBHO, CIIe]] KOETO C€ yBeJInu4yaBa Ha BCEKHU 5 - 7 JHU. AKO MpH MalMeHTa He C€ yCTaHOBSABAT
HETIOHOCHMH HEKEJTaH! JIEKApCTBEHH PEaKIIMH, J03aTa CIe/IBa J]a ¢ TUTPHPA 0 IOCTUTaHe Ha
MaKCHMaJIeH TepareBTH4YeH e(heKT.
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Cxema Ha nosupane Ha MIRAPEXIN upe3 mosumasane Ha T03UTE

Cenmuna Jo3za OO011a nHEBHA Jo3za OO011a nHEBHA
(mg 6aza) Jo3a (mg 6aza) (mg coi) J03a (mg cou)

1 3 x 0,088 0,264 3x0,125 0,375

2 3x0,18 0,54 3x0,25 0,75

3 3x0,35 1,1 3x0,5 1,50

AKoO ce Hajara rmo-HaTaThIIHO YBelIMUaBaHe Ha JI03aTa, JHEBHATA JI03a CIIe/Ba Jia Ce MOBHIIIABA C
0,54 mg 6a3a (0,75 mg cox) Ha cemMuIIa A0 JOCTUTAaHE HA MaKCUMAaJTHA THEBHA f03a 3,3 mg 0aza
(4,5 mg com).Bce mak TpsiOBa 11a ce 0TOENEkKH, e CIIydanuTe Ha CHHIMBOCT C€ YBEIMYABAT IIPH T03U
MO-BUCOKH OT 1,5 mg (com) Ha neH (BX. Touka 4.8).

1lo00vporcawio nevenue:

WuauBuayanHaTa q03a MpaMHIIeKco TpsOBa aa 0bae B pamkute Ha 0,264 mg 6a3a (0,375 mg con) 10
MakcuMaiHa go3a 3,3 mg 6aza (4,5 mg con) naeBHO. [1o BpeMe Ha OCHOBHH MPOYYBAHUS C
MOBHIIIABAHE HA JI03aTa HAYaJIOTO Ha e(hekTa ¢ HabJItoJaBaHo pH JHEeBHA 1032 1,1 mg 6a3za (1,5 mg
con). [To-HaTaThK M03aTa cienBa Jia ce aJanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTTOBOP U MOsIBATa HA
HEXKEJIaHW Peakluy.. B KIMHIYHE N3MUTBaHUS OKOJIO 5% OT MAallMEHTUTE ca MOMyYaBaiH J03H IO/
1,1 mg 6a3a (1,5 mg comn). [Ipu HanpenHana Gonect Ha Parkinson 1031 mpaMHUIIEKCOIT TO-BHCOKH OT
1,1 mg 6a3a (1,5 mg cou) Ha IeH MOKe J1a ca TTOAXOISIIH 3a OOJNHU, TPU KOUTO IIe Ob/ie HaMalsBaHa
Jo3ata Ha JieBojiona. [IpenopbuBa ce JO3UpOBKaTa Ha JIEBOAOIA Ja Ce MOHM)KaBa, KAKTO 110 BpeMe Ha
MOBHUIIIABAHE HA J103aTa, TaKa M 10 BpeMe Ha nmojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT PEaKIMUTE HA OTIICITHUTE MAUCHTH (BXK. TOUKa 4.5).

IIpexpamsasane Ha neuenuemo:

BresanmHOTO npekpaTsBaHe Ha JONAMHHEPTUYHOTO JICUSHHE MOXKE Ja JJOBEJE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHIPOM. [Ipamunekcon TpsOBa na Ob/ie HaMalsiBaH MMOCTEIICHHO C
0,54 mg 6a3a (0,75 mg coxn) Ha JieH, TOKaTo JHEBHATA J03a ce peayuupa no 0,54 mg 6a3a (0,75 mg
con). Cnent ToBa f03ara ce nmoHrkasa ¢ 1o 0,264 mg 6a3a (0,375 mg coin) Ha feH (Bxk. Touka 4.4).

Hayuenmu ¢ 6pOpeunu yepescoanus.:
EnuMuHHpaHeTO Ha PaMHUIIEKCOJI 3aBUCH OT ObOpeuHaTa (GyHKIHS. 3a 3a104BaHe Ha JICYCHUETO Ce
IpernopbyBa ClieaHaTa CXxemMa Ha J03UpaHe:

[Ipu manmeHTH ¢ KpeaTHHUHOB KIUPHHC HaJ 50 ml/min He € HE0OX0AMMO HaMalsiBaHE HA THEBHATA
J103a WM Ha 4eCTOTaTa Ha MpHJIaraHe.

[Ipu manueHTH ¢ KpeaTHHUHOB KIUPBHHC Mexay 20 u 50 ml/min, HayanHaTa JHEBHA 1032
MIRAPEXIN TpsiOBa ia ce pasmpeend B ABa OTASITHH ITpreMa, kato ce 3armoune ¢ 0,088 mg 6aza
(0,125 mg comn) nBa metu aaeBHO (0,176 mg 6a3a/0,25 mg con nueBHO). He TpsOBa na ce HagBuUIIaBa
MaKCHUMallHa JIHEBHA /1032 oT 1,57 mg nmpammumnekcon 6a3a (2,25 mg com).

[Ipu manueHTH ¢ KpeaTHHUHOB KIUpHHC oA 20 ml/min maeBHara n03a Ha MIRAPEXIN ce npunara
BEJIHBXK JTHEBHO, ¢ HavanHa 1o3a ot 0,088 mg 6aza (0,125 mg coxn) naeBHo. He TpsiOBa na ce
Ha/IBHIIaBa MaKCHMaJHa JHeBHA 703a oT 1,1 mg mpamunexcon 6a3a (1,5 mg comx).

Ako 6b0peuHaTta (yHKIHSI HaMalsiBa M0 BpeMe Ha TOTbPIKaIIOTO JeueHNe, JHeBHATA 1032 Ha
MIRAPEXIN Tps6Ba 1a 0b/ie MOHMKEHA C TOIKOBA IMPOIIEHTA, C KOJIKOTO C€ € MTOHIKIUIT
KPEaTHHUHOBHSI KIIMPBHC, T.€. TIPH CIaJlaHe Ha KpeaTHHUHOBUS KiIupbHC ¢ 30%, nHeBHATA 1032
MIRAPEXIN TpsioBa na 061e moHmxkeHa ¢ 30%. J[HeBHaTa 1032 MOXKeE J]a ce pa3/iey Ha IBa OTIEITHU
npreMa Ipy KpeaTHHUHOB KIuphHC Mexay 20 u 50 ml/min u 1a ce npuema eTHOKpaTHO MpH
KpeaTHHWHOB KIMpBHC 1o 20 ml/min.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN npu 6omect Ha Parkinson HAMa mpakTHIecKo MpUIOKEHUE B
neinaTpuyHaTa MOy JIaIHs.

CHHIPOM Ha HECIIOKOWHHU KpaKa

IIpenopruBanaTa HavanaHa 1o3a MIRAPEXIN e 0,088 mg 6a3a (0,125 mg coi), mpreMaHa eauH ITbT
ITHEBHO 2-3 yaca mpenu Jisrane. [lpy nanuenTy, Hy)K/Jaely ce OT JOITBIHUTEHO 00JIeKIaBaHe Ha
CUMIITOMATHKATa, 103aTa MOKe Ja ObJe YBeTMUcHa Ha BCeKH 4-7 NeHa 10 MakcuMaiHa go3a 0,54 mg
6a3a (0,75 mg coux) Ha JeH (KaKTO € TTOKa3aHo B TabJIUIIaTa TO-J0JY).

CxeMa Ha po3upane Ha MIRAPEXIN

CTbIKH Ha Benubx THEBHO Bennbx THEBHO

TUTPUpAHE Beuepna noza Beuepna noza
(mg 6a3a) (mg comn)

1 0,088 0,125

2% 0,18 0,25

3* 0,35 0,50

4% 0,54 0,75

* aKo € HE0OXOIUMO

CrereHTa Ha NOBJIUSBAaHE Ha nmanmuceHTa Tpi[6Ba Ja CC OLCHMU CJICH 3 MEcela JCUYCHUEC U
H€06X0,[[I/IMOCTTa OT IPOABJIKaBaHC HaA JICUCHUETO Tp)l6Ba Ja c€ mpepasricaa. AXO JIeYeHHETO €
IMPEKBCHATO IMMOBEYC OT HAKOJIKO AHHU, TO Tpi[6Ba Ja 3ar04He OTHOBO C TUTPUPAHC HA A03aTa, KaKTO €
H3JIOKCHO IMMO-TOpC.

Ilpexpamseane na rewenuemo

Tbil kaTo JHEBHATA A03a 3a JiedeHrue Ha CUHAPOM Ha HECIIOKOMHU Kpaka HsiMa Aa Hajnsumasa 0,54 mg
0aza (0,75 mg com) MIRAPEXIN moxe na 6b/e npexpareH 0e3 a ce HamansBa nocterneHHo. [1o
BpeMe Ha 26-ceIMUYHO Tu1ane0o KOHTponupano usnursane, npu 10% (14 ot 135) ot manuenTure e
HabmogaBan pebayn Ha CHHIpoMa Ha HECTIOKOMHHTE Kpaka (BIIOIIaBaHEe Ha TEXKECTTa Ha
CUMIITOMHUTE B CPABHEHHUE C U3XOTHOTO HHUBO),CIIeN PSI3KO MPEKpaTsABaHe Ha JICUEHUETO. Y CTAHOBEHO €,
4e TO3U ePEeKT € CXOACH MPH BCUYKH JIO3H.

Tayuenmu ¢ 6vbpeunu yepesrcoanus

EnnMuHMpaneTo Ha mpaMuIiekco 3aBucy ot 0b0peunara ¢pysakmws. [Ipu manuenTy ¢ KpeaTHHHHOB
KupbHC Ham 20 ml/min He € HEOOXOMMO MMOHMKABaHE Ha THEBHATA J103a.

Yrorpebata Ha MIRAPEXIN He e mpoydeHa mpy MarueHTH Ha XeMOIWAIN3a WK IPH TAITUEHTH C
TEXKO ObOPEUHO YBpEKIaHE.

Hayuenmu ¢ yeproopobuu yepescoanust
He e HeoOxoauMo afantTupaHe Ha J03aTa Ipy NAlMeHTH ¢ YepHOAPOOHA HEAOCTAThYHOCT, Thil KaTo
90% ot abcopOUPaHOTO AaKTUBHO BEIIECTBO CE€ EKCKPETHpPa Mpe3 ObOperuTe.

Ileduampuuna nonyrayus
He ce npenopruBa ynorpedata Ha MIRAPEXIN npu gena u roHo1wM o 18 roAuHu mopaju immncara
Ha JIaHHM 3a 0e30MacHOCTTa U e(DUKACHOCTTA.
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CunnapoM Ha Tourette

Ileouampuuna nonynayus

MIRAPEXIN He ce mperopbyBa 3a ynotpeda ImpH Jiela v FHOIHY 1o 18-roaummm, T KaTo
eukacHOCTTa B OE30MMacCHOCTTA MPH Ta3| momyinanus He ca ycranoeHn. MIRAPEXIN we Tps6Ba na
ObJe mpuiIarad Ha Jela WK IOHOLIHM ChC CHHAPOM Ha Tourette, mopaay OTpULATEIIHOTO CHOTHOIICHHE
TOJI3a-PUCK 32 TOBA 3a0oMsBaHe (B Touka 5.1).

Hauyun Ha npuioskeHue

Tabnerkute ce mpuemar mpes ycrara, KaTo ce I'bITaT ¢ TeYHOCT ¥ MOTaT Jla ce MpUeMaT KakTo ¢
XpaHa, Taka u 0e3 XpaHa.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:kIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmca MIRAPEXIN nHa manueHnTy ¢ 050peuHo yBpeKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermopruBa MoHIKaBaHE Ha J03aTa KaTo c€ CIeNBAT yKa3aHwsITa B Touka 4.2.1.

XaIronMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKETIaH! pEeaKInK Oruxa

MOTJIH JIa c€ TIOSBST XallfolMHAIMH. [laiueHTuTe TpsAOBa 1a ObAaT NMpenynpe/IeHN 332 Bb3MOXKHOCTTA
OT IT0sIBa HA XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6omect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJH J103aTa Ha JIEBOIOTA.

Enwsony Ha BHE3aITHO 3aCIIMBaHE M COMHOJIEHTHOCT

[Ipammuriekcon ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTIHBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B penku ciydaun ce ch0011aBa 3a BHE3aITHO 3aCITUBAHE TIPe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsoBa
na ObaT mpeAyIpeieHu 3a TOBa U Jja ObIaT IMOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaHA 110 BpeMme Ha Tepanwst ¢ MIRAPEXIN. [TanmeHTrTe, Py KOUTO CE€ TOSBSABAT
CHHJIMBOCT W/WJIH €TIM30]1 Ha BHE3AITHO 3aCIIMBaHEe TPSOBA /1a ce BB3IBPIKAT Ja MOPUPAT UIH padOTAT
¢ mamuHA. B nomreiHeHue TpsOBa qa ce MMa NpenBH HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaan Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEMAIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanazTuBy (BX. TOUkd 4.5, 4.7 u Touka 4.8).

HapyiiieHus B KOHTpoJIa Ha UMITYJICHTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
umiryscute. [larueHTUTe M OOJTHOTIIEJAYUTe TPSOBA 1a OBIAT 3aM03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEICHYCCKH CUMITTOMH Ha HAPYIICHHSI B KOHTPOJIA HA UMITYJICUTE, BKJIIOYBAIIH MATOJIOTHYHA
CKJIOHHOCT KbM Xa3apT, MOBUIIICHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
masapyBaH€, NPEAKAAHC U KOMITYJICUBHO MPESKAAaHC ITPU MAIUCHTH, JICKYBAHU C JOIIaMUHOBH
aronucty, BkmountetHo MIRAPEXIN. TpsOBa na ce 00Chan HaMaIsBaHe Ha 103aTa/TIOCTETICHHO
CTHpaHe, aKO Ce Pa3BUAT TAKUBA CHMIITOMH.
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TarMeHTH ¢ ICUXOTUYHU HAPYIIICHUS

IMareHTHTE ¢ ICUXOTHYHH HAPYIICHHUS TPAOBA Ja Ce JEKyBaT ¢ JTOTTAMHUHOBH arOHUCTH CaMo B
ClTydanTe, KOraTo OYakBaHara 1moJi3a ¢ Mmo-rojisMa OT MOTEHIMATHUS pUck. EqHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOJ TpsIOBa 1a ce u30sArBa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU OpEraeIn
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WU MU MOSBA HA aHOMATTHH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAHC HA JICYCHUCTO,
rnopagu pucCK OT OPTOCTAaTUYHA XUIIOTOHHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesposnentuuen MaaTurdeH CHHAPOM
CuMnOTOMH, IPEIONaraiy HEBPOJICNITUYEH MAIUTHEH CUHAPOM, Ca OIIMCAHU MPY BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JiedeHHe (BXK. Touka 4.2).

Biomasane

Mwma cBeneHus B IuTepaTypaTa, KOUTO MOKa3BaT ye JieueHneTo Ha CHHIpOM Ha HECIIOKOWHU Kpaka ¢
JIOTIaMUHEPTHYHU JIEKAPCTBEHU MPOAYKTH MOXKE J1a IOBEJIE A0 BIIOIIABaHE.

BromraBaneTo ce cBbp3Ba ¢ MO-paHHO HAYaIO0 Ha CHMIITOMAaTHKaTa Beuep (WK I0pH cieaooen),
HapacTBaHe Ha CUMIITOMHTE U pa3NPOCTUPAHETO UM JI0 BKJIIOUBAaHE HA JPYTU KpalHUIIN.
BromaBaneTo e cienuanHo U3CiIeIBaHO B KOHTPOJIUPAHO KIMHUYHO U3MUTBAHE C MPOIBIKUTEITHOCT
26 ceqmunu. Brnomasane e HaOmogasano npu 11,8% oT manmeHTHTE B rpymnaTa, JeKyBaHa C
npamunekrcon (N = 152) u 9,4% ot narueHTuTe B rpymnara, Jiekysasa ¢ miare6o (N = 149). Ananu3spt
no Kaplan-Meier 3a BpemeTo 10 HacThIIBaHE Ha BJIOLIABAHE, HE I0KA3Ba 3HAYMMA Pa3INKa MEXKIY
IpyNuUTe, JIEKyBaHU C IPAMHUIIEKCOII U IL1ae0o.

4.5 B3aumojaeiicTBUe C IPYId JIeKAPCTBEHU NMPOAYKTH U APYyru ¢opMu Ha B3auMoaeicTBHE

CBBbp3BaHe ¢ IIa3MEHHS IPOTEUH

IIpamuriekcom ce CBbp3Ba B MHOT'O HHCKA CTETIEH ¢ TuiasMeHu npoTenau (< 20%) u nmpu xopa
peThpIsiBa Mayika ouorpanchopmaiius. [lopaau ToBa HEe ce 0OYaKBAT B3aUMOJICHCTBUS C IPYTH
JICKaPCTBCHU NNPOAYKTHU, IMMOBJIUABAIIN CBHP3BAHCTO C IIJIA3MCHHU MMPOTECUHU WJIN CIIMMUHUPAHCTO YPE3
6uotpanchopmaryst Thit KaTO aHTUXOJTMHEPTUYHHUTE JIEKApCTBa C€ SIMMUHHUPAT IIIaBHO TOCPEICTBOM
O6uoTtpanchopmais, Bb3MOKHOCTTA 32 B3aUMOJACHCTBHE C TSAX € OTpaHUYCHA, HO HE Ca MPOBEACHH
MPOYyYBaHUs B Ta3u Hacoka. Hsima apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CEJICKUIIMH U JIEBOIOTIA.

I/IHXI/I6I/ITODI/I/KOHKVDGHTI/I Ha aKTUBHUA II'BT 34 CJIMMHUHHPAHEC TIPE3 61:»6DCHI/ITG

HumernanH moHmxkapa ObOpEUHMsI KITUPHHC Ha IPAMHIIEKCOI ¢ MpUOIH3UTENHO 34%, BEpOsSTHO
nopajay HHXUOUpaHe Ha KaTHOHHATa CEKPEeTOpHA TPAHCIIOPTHA CHCcTeMa B ObOpeuHHTE TYOYIIH.
Hopam/l TOBa JICKAPCTBCHU MMPOAYKTH, KOUTO Ca I/IHXI/I6I/ITOpI/I Ha TO3W aKTHUBCH II'BT 3a CJIIMMHUHUPAHEC
Ipe3 6’b6peHI/ITe HJIn, KOUTO CC€ CIIMMHUHHUPAT IMMOCPEACTBOM HETO, TAKWBA KaTO UMCTUANH, aMaHTaJWuH,
MCKCHUJICTHH, 3UAOBYAWH, HUCIUIATUH, XUHWH U [IPpOKaWHaAMUI MOraTt Jga B3aPIMO)Z[eI>iCTBaT C
IIPaMHUIICKCOJI, B pE€3YyJITAT Ha KOCTO JJa C€ MOHWKH KIIMPBHCHT HA IIPAMHUIICKCOJI. ITonmxaBaHe Ha
Jl03aTa Ha IIPAMUIIEKCOI ClIe/[Ba []a Ce UMa MPEBU] [IPU eJHOBPEMEHHA yIoTpeda Ha Te3H
nexapcTBeHH npoaykT ¢ MIRAPEXIN.

Kombunanus ¢ iepojiona

Koraro MIRAPEXIN ce naBa B koMOMHAIHUS ¢ JICBOJIONA CE MTPEMOphYBA HAMANSIBAHE Ha J103aTa Ha
JIEBOJIONIA M 3ala3BaHe Ha J03UPOBKATA HA IPYTUTE aHTUNIAPKUHCOHOBH JIEKAPCTBEHU MPOTYKTH
JIOKaTo ce mosuiasa jgo3ara Ha MIRAPEXIN.
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[Topaay BE3MOXKEH aAUTUBEH €PEKT MAIMEHTHTE, IIPUEMAIIU IPYTH CEJATHBHU JICKApCTBCHU
MPOAYKTH WIX AIKOX0J B KOMOMHAIIUS C PAMUIIEKCOJ, TpIOBa J1a ObJaT MOCHBETBAHU J1a ObAAT
npeana3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUNICUXOTUYHHU JICKApCTBCHU MPOAYKTH
E,[[HOBpCMCHHaTa yHOTpe6a Ha aHTUIICUXOTUYHU JICKAPCTBCHU IMMPOAYKTH U IMTPAMUIICKCOJI Tp)l6Ba Ja
ce n30srBa (B)K. TOYKa 44), aKO Morar ga €€ o4akBaT aHTarOHUCTHYHU C(bCKTI/I.

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct
EdexThT pu X0pa 1o BpeMe Ha OpeMEHHOCT ¥ KbPMEHE He € TIpoy4deH. [IpaMumiekcon He € uMait

TepaToreHeH e(peKT Mpu ILTHXOBE U 3aHIIH, HO € OMIT eMOPHOTOKCHYEH IIPH ITHXOBE B JO3H, TOKCHYHHI
3a MaiikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsOBa 1a ce U3I0I3Ba 10 BpeMe Ha OpEMEHHOCT OCBEH B CTydail Ha KaTerOpuIHa
HEOOXOAMMOCT, T.€. KOTaTo IMOTECHIIMAIHATA 1T0JI3a HAJBHUIIIAaBA OYaKBAHMUS PUCK TIO OTHOIIIEHUE Ha

theryca.

Kbpmene
TBit KaTo ICYCHUETO C MPAMHUIICKCOT HHXHONPA CEKpEeNHATa Ha IPOJaKTHH IIPH X0pa, CE 0YaKkBa

cnpaHe Ha KbpMmarta. He ca mpoBeneHH mpoy9YBaHUS MTPH KEHH 10 OTHOIICHNE Ha EKCKpEIITa Ha
MIPaMUIIeKCOoIT B KbpMata. [Ipy mrpxoBe KOHIEHTpAIMsITa Ha CBbpP3aHaTa ¢ aKTHBHOTO BEIIECTBO
PanIMoOaKTHBHOCT B KbpMaTa € TI0-BUCOKA OT Ta3W B TUIa3Mara.

Twit kaTo municBat ganam npu xopa, MIRAPEXIN He OuBa aa ce mpmara B Ieproja Ha KbpMeHE.
IIpu HanoxuTenHa ynorpeda, TpsiOBa 1a ce mpeyCTaHOBH KbPMEHETO.

DepTUInTET
He ca mpoBexxnanu npoyuBanus 3a epekra BEpXy hepTHiInTeTa npu xopa. [Ipu mpoydsanus npu

KUBOTHH IPAMHIIEKCOJI TOBIUBA €CTPYC LIMKIUTE U HaMaJsiBa QEepTHIINTETA IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB arOHMCT. Te3u mpoy4BaHuUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUIICHUE HA QEePTHIIMTETA IPU MBKKHTE.

4.7 EdexTn BbpXy ciocoOHOCTTA 32 IodupaHe U padoTa ¢ MAIIUHU

MIRAPEXIN Moxe 1a moBiusiec B 3HAUUTENIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane u padora ¢
MaIlIUHHU.

Bb3MokHa € 110siBa Ha ChHIUBOCT WX XaJTKIWHAI M.

[NanuenTure, nexyBanu ¢ MIRAPEXIN, npu kouTo ce HaOmogaBa ChbHIMBOCT W/MITH BHE3AITHO
3acnuBaHe Mpe3 JIeHs, TpsA0Ba Aa ObAaT MpenynpeeHn Aa He opHupaT U 1a He YIIPaKHIBAT
JIEHHOCTH, IPU KOUTO HapylIeHaTa OMUTETHOCT O U3JIOKWIIA TAX MM OKOJIHUTE HA PUCK OT CEPHO3HO
HapaHsBaHEe WM CMBPT (HampuMep padoTa ¢ MaLIMHH) 0 U34€3BaHETO HA TE3U MOBTApSILH ce
eMU301 U CHHIUBOCT (BXK. ChIO TOUKHU 4.4, 4.5 u 4.8).

4.8 Hexenann JekapcTBeHH peaKIMH

OuakBaHM HEXENaHU PEAKUUU

CrnenHUTE HEXENAaHU peakIuy ca odyakBaHu npu yrnorpeda Ha MIRAPEXIN: martomorn4nu chHHUIIA,
aMHe3Hs, TOBEeICHYECKH CUMIITOMU Ha HAPYLICHUS! B KOHTPOJIMPAHETO Ha UMITYJICUTE U
HATPamIMBOCTH KaTO CKIIOHHOCT KbM MpEsDKIaHe M MPEKOMEPHA CKIOHOCT KbM I1a3apyBaHe,
XHUIIEPCEKCYATHOCT M NATOJIOTUYHA CKIIOHHOCT KbM Xa3apT, ChpAeyHa HEI0CTaThYHOCT, OOBPKBAHE,
3aIeK, HaTy AHU9aBOCT, 3aMasHOCT, AUCKUHE3HS, IUCITHES, YMOPa, XaIIOLMHALUH, TTIaBodoue,
XbJIaHe, XUIIEPKUHE3Us, XUIlep(darus, XUIMOTOHMsI, HapyIIIeHa CEKpelrs Ha aHTUANYPETHYECH XOPMOH,
0e3chHHE, HapyLICHHs B TMOUIOTO, TaicHe, MapaHos, nepudepeH OTOK, THEBMOHUS, ChbpOex, OOpUB U
JpYyTH pEaklMu Ha CBPbUYBCTBUTEIHOCT, O€3IIOKOHCTBO, CHHIMBOCT, €IIM3011 Ha BHE3AITHO
3aCIHUBaHE, CHHKOII, 3pUTEIIHO HapyIIeHHE, BKIIOUYUTEIHO TUIIONUS,
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3aMBIJICHO BMXKJAAHC U HaMaJiCHa 3pUTCIIHA OCTPOTA, MOBPBHIIAHC, TOHUKABAHE Ha TCIJI0TO,
BKIIIOYHUTCIIHO IIOHMXKXCH all€THUT, IIOKaAYBaHC Ha TCTJIOTO.

B®3 ocHOBa Ha aHanmM3KM HAa COOPHU TIae00 KOHTPOIUPaHH MTPOYUYBaHHUs, B KOUTO ca ydacTBanu 1923
NanyveHTy Ha npamunekcon u 1354 nanuenTa Ha miane6o, HeXKeJlaH! JIeKapCTBEHH PEeakLuH ca
CHOOIIABaHU YECTO U B IBETE TPYIH. 63% OT ManueHTHTe Ha IpaMHIeKcoa U 52% OT MallueHTUTE Ha
wiane0o choOLIaBaT MMOHE €1HA HEeXKeTIaHa JIEKapCTBEHA PEaKIHsL.

Tabmuuu 1 1 2 moka3BaT yecToTaTa Ha HeXXeJaH! JIEKapCTBEHU Peakiiy OT I1ane00-KOHTPOIUpaHH
KJIMHUYHYU NpoyuBaHus npu Oonect Ha Parkinson u Cunapom Ha HecriokoliHU Kpaka. Hexxenanure
JIEKapCTBEHH PEaKLUH, TOKa3aHU B TE€3W TaOJIUIIM ca OHE3U CHOHUTHS, KOUTO ce nosBsBar npu 0,1%
WY TIOBeYe OT MAIlMEeHTHTE, JIEKYBaHH C IPAMUIIEKCONI U ca ChOOIIaBaH! 3HAYUTEIHO TO-4ECTO MPH
NanyeHTH, PHeMally PaMUTIEKCON B CpaBHEHHUE ¢ T1ane0o, Uik KbAETO CbOMTHUETO ce CMATA 3a
KJIMHUYHO CBBP3aHO. BOJIIMHCTBOTO OT HEXENAaHUTE JIEKApCTBEHHU PEaKIUH ca JIEKH IO CPEeTHO-
TEXKH, KaTO OOMKHOBEHO 3all0YBaT B HAYAJIOTO HA TEpanusITa ¥ HMa TeHICHIUS 1a U34e3BaT, J0pU
KOTaTo TepamnusiTa € NpoabHKeHa.

B paMKuTe Ha CHCTEMO-OPTaHHUTE KJIACOBE, HEKETAHTE JIEKAPCTBEHH PEAKIIHH ca M30POCHHU CIIOpes
yecToTara (Opost MarMeHTH, TIPH KOUTO CE OYaKBa Jia Ce MPOSBU PEaKIUATa), KaToO ca U3MOJI3BaAHU
CJIEHUTE KaTeropuu: MHOro 4ectu (> 1/10), wectu (> 1/100 go < 1/10), meuectu (> 1/1 000 mo

< 1/100), peaku (> 1/10 000 o < 1/1 000), mHOTO penku (< 1/10 000).

Haii-uecTu Hexenanu peakiuu npu [lapkuHcOHOBaA Ooject

Hait-yecto (= 5%) cpoOIiaBaHuTe HEXKETaHN peakiuy NPy nanueHTu ¢ donect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMHIIEKCOJ B CPaBHEHUE ¢ I1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHHUS,
3aMasiHOCT, ChHJIMBOCT, O€3ChHUE, 3aIIeK, XaTIOIUHAIINY, TI1aBoOosre U ymopa. Ciyuanrte Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXKesIaHa PeaKius Mpu KOMOHMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

Tab6muua 1: Bonecr va Parkinson

CucremMo-0opraHHu Hexenanu nexapcTBEHU peakiiuu
KJIaCOBE
WNudexun 1 nabECTAITIN
Heuectn | IMTHEBMOHUS
Hapy1ienus Ha eHJOKpUHHATA CUCTEMA
Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS

B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE

Heuectn CKJIOHHOCT KBbM MpesiKIaHe ', PEeKOMepHa CKIOHOCT KbM
nasapyBaHe, HaTyIHHYABOCT, XHrepdarus', XUIepceKkCyaTHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro gectn 3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectu rinaBoboime

Heuectu AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn 3PUTETHO HApPYIIIECHHUE, BKITIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

1
Heuectn | ChbpACYHA HCAOCTATHIHOCT
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Cb10BU HapyIICHUS
Yectn | XUTIOTOHUS
PecnimpaTopHu, TpBIHN U METUACTHHAIHNA HAPYIICHHUS
Heuectn | JIMCITHESI, XBJIIIaHEe
CromainrHo-4peBHU HapyIIeHUs
MHoro uectu rajicHe
Yectn 3aIleK, ITOBPBIIAHE
HapymieHns Ha KoXaTa W IMOJAKOKHATA ThKaH
Heuectn | peaxIui Ha CBPBYYBCTBUTEIHOCT, ChPOEK, OOpUB
OO0 HapymieHus U e()eKTU Ha MACTOTO HA PUIIOKCHHE
Yectu | yMopa, nepudepeH 0ToK
W3zcnenBanms
Yectu MOHIKABAHE HA TETIIOTO, BKIIFOUMTEITHO ITOHUKEH AlleTHT
Heuectu MOKa4YBaHe Ha TETJIOTO

'"Tasu Hexenana peakims e HaGJIIO[ABAHA 1O BpeMe MoCTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe 1a 0b/e U mo-Hucka. [Ipennsno n3uncnspane
Ha YecToTaTa He € Bb3MOXKHO, Thi KaTO He)KeIaHaTa peakius He ce € MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHU W3MUTBAHUA Ha 2 762 marueHTH ¢ bomecrra Ha Parkinson, iekyBaHu ¢ mpaMHUTIEKCO.

CuHIpOM Ha HECITOKOWHU Kpaka, Hal-uecTH HeKeJIaH! PEeaKITnu

Haii-uecto (= 5%) cho0I1aBaHNTE HEXKENAHU PEaKIIUH MPHU MalueHTH ¢h¢ CHHIPOM Ha HECIIOKOWHHU
Kpaka, JIeKyBaHU C IPaMHUIIEKCOJI, ca TajieHe, TaBo0oIre, 3aMassHOCT U yMopa. ['ajiene u ymopa ce
cboO1IaBaT Mo-yecto npu >xeH, jtekyBanu ¢ MIRAPEXIN (cvotBetHO 20,8% 1 10,5%) B cpaBHEHHE
¢ MBXKe (ChOTBETHO 6,7% 1 7,3%).

Tabanma 2: CHHIpOM Ha HECIIOKOWHU Kpaka

CucteMo-opraHau Herxenanu gexapcTBEHH peakLuu
KJIacoBe
Wndexumu n nadecranmu
Heuectn | TTHEBMOHHS
Hapymenus Ha eHIOKpUHHATA CUCTEMa
Heuectu | HapylueHa CeKpels Ha AHTHMYPETHICH XOPMOH'
[IcuxuuHu HapyIIEeHHS
Yectu HaTOJOTMYHH CHhHUIIA, Oe3ChHHE
Heuectn MOBEJICHYECKN CUMIITOMH HAa HAapyIIECHUs B KOHTPOJIMPAHETO Ha

HMITYJICUTE U HATPAITYUBOCTH KAaTO CKIOHHOCT KbM MpeskIaHe U
MPEKOMEPHA CKJIOHOCT KbM Ta3apyBaHe, XHUIIEPCEKCYATHOCT U
IATONOTUYHA CKIIOHHOCT KbM Xa3apT', 00hPKaHOCT,
HAJTYJHAYABOCT', XaIIOMMHALNH, XHTepdaris', HapyIIeHre Ha
JIMOUAOTO, HapaHOﬂ1 , 0E3IIOKOMCTBO

Hapymienus Ha HepBHaTa crcTeMa

Uectn 3aMasHOCT, TJIABOOOJINE, CHHIUBOCT

1 1
Hedgectn AMHE3UA , TMCKUHE3UA, XUTICPKUHE3UA , CIN3011 HAa BHE3AITHO
3aClIMBaHC, CHHKOII

Hapymwenus Ha ounrte

Heuectu 3PUTCIIHO HAPYIICHUEC, BKIIIOUUTECIIHO JUITIONNA, 3aMBIJICHO
BIOKOAHC 1 HaMaJICHA 3pUTCIIHA OCTPOTa

CopaeyHu HapyLeHHs

Heuectn | CHpJeYHA HeIOCTATHYHOCT
Cp10BU HapyIIeHUS
Heuectn | XUIOTOHUS
PecnimpatopHy, rpbIHA U MEAUACTHHAIHU HAPYIICHUS
Heuectn | JCTIHES, XbJILIaHe

CromairHo-4peBHU HapyIIeHUs

37



MHoro 4yectu rajieHe
Yectu 3areK, MOBPhINaHe
Hapyiienns Ha Ko)aTa ¥ OJKOKHATA ThKaH
Heuectn | peaKIuy Ha CBPHUYBCTBUTEITHOCT, ChpOEK, 0OpUB
OO0y HapymeHus 1 e)eKTH Ha MICTOTO Ha IPUIIOKECHHE
Yectn yMopa
Heuectu nepudepeH OTOK
N3cnensanus
Heuectn MMOHIKaBaHe Ha TETJIOTO, BKIFOYUTEITHO TIOHW)KEH alleTHT,
MOKAYBaHE Ha TETJIOTO

'Tasu Hexenana peakims e HaGJTIO[ABAHA 1O BpeMe MocTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe Ja Ob/e U mo-Hucka. [IpennsHo n3uncnsBane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce e MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHA W3nUTBaHus Ha 1 395 manmenTtn cbc CHHAPOM Ha HECTIOKOWHU Kpaka, JICKyBaHH C
TIPAMHUTIEKCOJL.

CBHINBOCT
[IpaMumnekcol e CBbp3aH YeCTO ChC CHhHIMBOCT U HEYECTO CE CBBHP3Ba C MPEKOMEPHA CHHIIMBOCT Tpe3
JISHS ¥ €ITU30/1M Ha BHE3aITHO 3acTuBaHe (BXK. CHINO ToUYKa 4.4).

Hapymenus B muOmmoTo
IIpamuriekco Moxe aa 0b/Ie CBhP3aH HEUECTO C HApYIICHHS B INOUAOTO (IOBUIITABAHE WITH
TTOHIKABAHE).

HapyinieHus B KOHTpoJIa Ha UMITYJICHTE

[NaTonornvHa CKIOHHOCT KBbM Xa3apT, MOBHUIICHO JTHOWI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
W Ma3apyBaHe, IpesDKAaHe i KOMITYJICHBHO MPEHKIaHe MOTAT Jia Ce MOSBAT MPH MAIEeHTH, JICKYBaHN
¢ JoTTaMUHOBH aroHucTH, BKirounTetHo MIRAPEXIN (Bk. Touka 4.4).

B perpocrieKTHBEH CKpUHUHT Ha IIPEICTAaBUTETHA H3BAKa U IPOyYBaHE CITydal-KOHTpPOIIa,
BrorrouBamy 3090 manueHTH ¢ mapkoHcoHoBa 0osecT 13,6% OT BCHYKYM MAIMeHTH, TTOII0KECHH Ha
JIOTIAMHHEPTUIHO JICUCHUE YIIH He-I0ITaMHHEPTHYHO JICUCHUE NMAT CUMIITOMH Ha HApYIICHHUE B
KOHTpOJIa Ha MMITYJICUTE B TIEpHUO/Ia Ha MTOCIICTHUTE IIecT Mecera. HabmronaBanuTe MposBH BKITFOYBAT
MaTOJIOTHYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEpPHA CKIIOHHOCT KbM ITa3apyBaHe, KOMITYJICHBHO
MpespKIaHe U HaTPAITIUBO CEKCYaITHO TIOBeIeHNE (TIOBHIIIEHA CEKCYATHOCT). Bh3MOKHHTE
HE3aBUCHUMH PUCKOBH (DAKTOPH 332 HApPYIIEHUS B KOHTPOJIA Ha HMITYJICUTE BKIIOYBAT JOTTAMUHEPTUIHO
JICYCHHUE W TTO-BUCOKH JIO3W Ha JOITAMHHEPTHYHO JICUCHHE, ITO-MIIafia Bh3pacT (< 65 ronuHn),
0e30paune u choOIIeHa (PaMIITHA aHAMHe3a 332 CKIIOHHOCT KBbM Xa3apT.

ChbpaeyHa HEIOCTAThYHOCT

ITo BpeMe Ha KIMHHUYHYU MPOYYBAHHS U TIOCTMAPKETHHIOBUS OIUT € ChOOIaBaHa ChpacYHa
HEJIOCTaTHYHOCT IIPH MAIMEHTH ¢ MpaMuIiekco. [1o Bpeme Ha hapMaKOEIHIEMUOJIOTHIHNUTE
MIPOYYBaHUS, MPUIIOKEHUETO Ha IPAMHIIEKCOJI € CBBP3aHO C IOBHIICH PUCK OT ChpAcYHa
HEIOCTaTHYHOCT B CPABHEHHUE C HENPUIAraHETO Ha IpaMHIieKkcoll (HabmrogaBaHa CTEIEH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsama xIuHWYEeH OMUT ¢ TeKKHU CiIydad Ha npeno3upane. OuakBaHUTE HeXeJlaHU Peakiiy ca Te3H,
CHOTBETCTBALIH Ha (papMaKkoIMHAMUYHUS PO(UIT HA JOTTAMHHOB arOHHCT, BKITIOUBAIIIHN TajeHe,
MOBpBIaHe, XUMIEPKUHE3N, XaTIOIMHALINHY, Bb30yAa U XUMOoTOHU. He e ycTaHOBeH aHTHAOT NpU
IIPENO3UPAHE C TONIaMUHOB aroHUCT. I[Ipy Hanuuue Ha CUMIITOMH 3a CTUMYJIMPAHE Ha LiEHTpajaHaTa
HEpBHA CUCTEMa MOJKE Jla ce NPUIIokKaT HeppoenTuuu. IIpu npeno3upane Moxe J1a ca He0OXOAUMU
O0IIM TTOAIBPIKAIIN MEPONIPUATHS B KOMOMHAIUS ChC CTOMAITHA TPOMHBKA, HHTPABEHO3HN HH(DY3HUH,
IIpWIaraHe Ha aKTUBEH BbIJIEH U MOHUTOpHUpaHe Ha EKT .
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @®apmakoaMHAMUYHH CBOMCTBA

®dapMakoTepaneBTUYHa Ipyla: aHTUIIAPKUHCOHOBH JIeKapcTBa, JornamMuHoBu aronuctu, ATC kox:
N04BC05

MexaHn3bM Ha JIEHCTBUE

[Ipamurnekcosn e J0NaMHHOB arOHKUCT, KOWTO ¢€ CBhP3Ba ¢ BUCOKA CEIIEKTUBHOCT U CHEIIM(DUIHOCT C
D2 nonaMUHOBUTE PELENITOPH, U TO-CIIEUATHO UMa ahUHATET KbM TeXHHS moaTun D3, u uma meiHa
BBTpELIHA aKTUBHOCT.

IIpamunekcon obaex4aBa mposiBuTe Ha [lapkiHCOHOBAa MOTOpPHA HEIOCTATHUHOCT Ype3 CTUMYJIMpaHe
Ha JONaMHUHOBUTE PELENITOPH B cTpuaTyMa. IIpoyuBaHus Ipy )KUBOTHU COYAT, Y€ IIPAMMIIEKCOJI
WHXUOUPA CUHTE3a, OTACISHETO U MeTa00IM3Ma Ha JI0IIaMHHA.

MexaHU3MBT Ha JieicTBHE Ha ITPAMUIIEKCOJI KaTo CPeJICTBO 3a jJeueHne Ha CHHAPOM Ha HECTTIOKOWHU
Kpaka e Hem3BecTHO. HeBpodapmakonornyiu 1oka3aTescTBa Mpeanoiarat IbpBUYHO BKIIOUYBAHE Ha
JIOTIaMUHEeprUYHaTa CUCTEMA.

(DaDMaKOIII/IHaMI/I‘IHI/I ed)eKTI/I

IIpu noOpoBoy € HabJII0AaBaHO 103a-3aBUCUMO HaMaJIeHHe Ha [IposlakTUH. 1Ipy KiInHUYHO
W3MUTBaHE ChC 31paBu 1o0poBoinH, B koeto MIRAPEXIN Tabnerku ¢ yIbikeHO 0cBOOOKIaBaHe ce
TUTPHUpAT Mo-0bp30 (Ha BCeKH 3 IHM) OT MpenopbuBanuTe 10 3,15 mg npamumnekcon 6a3za (4,5 mg
COJI) Ha JIcH, € HaOJII0JaBaHO MMOBHIIABaHE HAa KPHBHOTO HAJISTAHE U YCKOPSBAHE HA ChPACYHHS
puTbM. TakuBa edextn He ce HAbIIOAABAT MPU U3NKUTBAHE C MAIECHTH.

Knnanyna eukacHocT v 6e30macHoCT npu Gosect Ha Parkinson

[Ipamunekcon HaMansiBa MPU3HALIMTE U CHMITOMHTE Ha HAMONaTHYHaTa Oosect Ha Parkinson.
IIpoBenenu ca miane6o-KOHTPONMPAHU KIIMHUYHY Mpoy4yBaHus, BiIousamy 1 800 manuenTa B cTaauii
Ha 3a0omsBane [-V o Hoehn u Yahr, nekyBanu ¢ mpamunekcoit. M3BbH 14X, okoio 1 000, kouto ca
OWiM B HarpeHam cTanuil Ha 3a00JsIBaHETO, ca PUEMall eIHOBPEMEHHO JIEBOJIONA U Ca CTPAJIald OT
MOTOPHH yCIIOKHEHHSL.

EduracHocTTa Ha MpaMUIIeKcoll IpH paHHa U HarpeaHana 6onect Ha Parkinson ce moaabpka B
KOHTPOJIMPAHU KIMHWUYHH POYYBAHUS 32 MEPUOJ] OT OKOJIO IIECT Mecelia. B 0TBOpeHH AOMBIHUTETHH
IMpoy4YBaHU 3a NMNEPHUO HAA TP TOAMHU HE Ca oTOensi3anu IMpU3Hal Ha IOHWKaBaHE Ha
e¢ukacHoctTa. [Ipy KOHTPOIHUPAHO ABOWHO CIISNO KIMHUYHO MPOYYBAHE C MIPOABIDKATEIHOCT 2
TOOAVHU, HAYAJIHA TEPpAIUA C IIPaAMUIICKCOJI 3HAYMMO OTJIara HaCTbIIBAHCTO HA MOTOPHU YCJIOKHCHUA U
CPaBHEHO C Ha4yaJHa Tepalnus ¢ JICBOAOIA peIylupa TIXHATa [osBa. ToBa oTiaraHe Ha MOTOPHHUTE
YCIIO>KHEHUSI IIPU IPAMHIIEKCOJI CIeBa Aa ce OallaHCHpa CIPSIMO MO-TOJISIMOTO MOA00peHHe Ha
MoTOpHaTa QyHKIHs TP JIeBoIo1a (M3MepeHo upe3 cpeanara npomsina no UPDR-ckana). Obmiara
YCCTOTAa Ha XaJlIOMUHAIIUN U CBHJIMBOCT MPUHIIUITHO € II0-BUCOKA BHB q)a3aTa Ha YBCINYaBaHC Ha
Jl03aTa MpH Ipymara ¢ NpaMHUIEKCoNl. Benpeku ToBa, He € NMajo 3HaYUTEIHA pas3iiiKa Ipe3
noaabpxkamara ¢asa. Te3u qaHHN TpsAOBa a ce UMAT NPEABU IPH 3aMI0YBAaHE Ha JIEUEHUETO C
paMUIIEKCOII PH NMalueHTH ¢ 6oject Ha Parkinson.

IlenqnaTpuyHa nonyaanus

EBporneiickata areHuus 110 JieKapcTBaTa 0CBOO0XK1aBa OT 33b/KCHUETO 3a IIPEJOCTABSIHE Ha
pesynrature ot npoyuBanusaTa ¢ MIRAPEXIN BBB BcHYKH NOATPYNH Ha MeaUaTpUYHATA MOy Ianus
npu Oonect Ha Parkinson (Bxk. Touka 4.2 3a uHQOpMaNKs OTHOCHO YIoTpeOa B eIUATPHATA).
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Knnanyna edukacHOCT ¥ 6e30macHOCT npu CHHIPOM HA HECIIOKOWHM KpaKa

EdukacHocTTa Ha MpaMUTIEKCOT € OIICHEHA B Y€TUPU TUIae00-KOHTPOIMPAHU KIMHUYHA IPOYYBaHUS
npu npubmmutenso 1000 manueHTa ¢ yMepeH 10 TeXbK uauonaTideH CHHAPOM Ha HECITOKOWHU
Kpaka.

IIepBUYHUTE KPAWHA PE3YNITATH 32 €(PUKACHOCT ca CpeIHaTa pa3inka OT HAaYaJTHUTE CTOWHOCTH,
n3Mepena o OneHpyuHara ckaina Ha CuHapoM Ha HecriokoiHuTe Kpaka (IRLS) n mo O6mo kTnHUIHO
Brieyatienue 3a nojgoopenueto (CGI-I). U 3a nBeTe mbpBUYHU KpaiiHU TOYKHU ca HAOIIOJaBaHH
CTaTHCTUYECKH 3HAYMMHM Pa3JIMKU B TPyNHTE Ha npamurekcon ¢ ao3u 0,25 mg, 0,5 mg u 0,75 mg
MIPaMHIIEKCOJI COJI B cpaBHEHHE C muiarne6o. Cren 12 cemMuny Ha JiedeHHEe Ha9aTHUTE CTOHHOCTH I10
IRLS pesynrat ca momobpenun ot 23,5 Ha 14,1 Touku 3a mianebo u ot 23,4 Ha 9,4 ToukH 3a
npamurnekcon (komOuHupanu 103u). Kopurupanara cpenna pasnuka e -4,3 Touxu (CI 95% -6,4; -2,1
toukH, p<0,0001). Crenenute Ha otroop no CGI-I (mogobdpena, maoro momodpena) ca 51,2% u
72,0% cpoTBeTHO 3a 1wranebo u nmpamunekco (pazmuka 20% CI 95%: 8,1%; 31,8%, p<0,0005).
EdukacHoctTa e HabmrogaBaHa ciiefl mypBara cenMuiia Ha jgedenne ¢ 0,088 mg 6a3a (0,125 mg coxn) Ha
JICH.

B mtarte60-KOHTpOUpaHo oJIMcoMHOTpadcko IpoyuBaHe 3a nepruoxa oT 3 ceamuin MIRAPEXIN
3HAYUMO HamallsiBa Oposi Ha TIEPUOUYHUTE IBHKCHHUS HA KPAaWHUIIUTE 10 BpeMe Ha TIOKOH B JIETIIO.

Hwarocpodnara ehuKacHOCT € OIICHEHa B Iarie060 KOHTPOIMPaHO KIMHUYHO u3nuTBane. Cuex 26-
ceIMAYeH MePHUOJ Ha JIeUeHHe, ce HaboaBa KOPUTUPAHO CPETHO HaMaJIeHne Ha OOIIHs CKOp 110
IRLS ot 13,7 1 11,1 ToukHu, CBOTBETHO B Ipynara, J€KyBaHa C MPAMUIIEKCOI U Ta3H, JEKyBaHa C
mane6o, cbe cratucTuuecku 3HaunMa (p = 0,008) cpenHa pasnuka npu aedeHueTo ot -2,6. Crenenra
Ha nopusBaHe mo CGI-1 —(c m3pazeno mogodpenHue; cbe CUITHO U3pazeHo momoopenue) € 50,3 % (80
ot 159) 1 68,5 % (111 ot 162) cbOTBETHO TpH TPYIINTE, JTEKYBAHH C TUIANE00 W MPAMHIIEKCOIT
(p=0,001), xoeTo croTBETCTBa Ha Opoii, Hy)aaenn ce ot jederne (NNT) manuentn - 6 (95%CI: 3,5;
13,4).

IlennarpyyHa momyJIanus

EBpomneiickara areHIus 1o JIeKapcTBaTa oTiara 3abKEHUETO 3a IPEAO0CTaBsIHE HA PE3yITaTUTE OT
npoyuBanusTa ¢ MIRAPEXIN BBB BcMukM NOATPYNH Ha NMeauaTprUyuHaTa nomyianus npu CUHIpoM
Ha HECITOKOWHHUTE Kpaka (Bxk. Touka 4.2 3a nH(OpMaIus OTHOCHO yroTpe0a B IeIuaTpusTa).

Knnanyna edukacHocT u 6e30nacHoCT npu cuHapoM Ha Tourette

Eduxacnocrra Ha npamunexcon (0,0625-0,5 mg Ha aeH) npy NeAUaTpUYHN TalMEHTH Ha BB3PAcCT OT 6
1o 17 rogunau cwe cuaapoM Ha Tourette, e omieHeHa upe3 6-CEAMUYHO, TBOMHO-CIIATIO,
PaHIOMHU3UPAHO, M1a11e00-KOHTPOIMPAHO U3NINTBAHE C IPOMEHINBA 103a. PannoMusupanu ca o6mo
63 nmanmenTy (43 Ha mpamunekcodn, 20 Ha miane6o). [IbpBudHaTa KpaiiHa TOYKa € TPOMSHATa Ha
O6mus Tk ckop (Total Tic Score (TTS)) mo Ckanara Yale 3a rimo6anmHara Texxect Ha TuKoBete (Yale
Global Tic Severity Scale (YGTSS)), B cpaBHeHHe ¢ U3X0AHOTO HUBO. He e ycTaHoBeHa pa3inka
MEXAY IMPaMUIIEKCO U IIane00 KakTo 10 OTHOIIEHHE Ha I'IbPBUYHATA KpalHa TOUKa, Taka U IO
OTHOIIIEHUE HAa HUKOS OT BTOPHYHUTE KpailHU TOYKH 3a ehUKacHOCT, BKIrounTenHo Oomus YGTSS
ckop, O0moTO BrieuaTieHrne Ha nauuenTa 3a nogoopenue (Patient Global Impression of Improvement
(PGI-1)), Knuanunoro o6mio BrieuatieHue 3a mogodpenue (Clinical Global Impression of
Improvement (CGI-I)), wim KiimangauTe 00mm BrieyaTIeHH 3a TexkecTTa Ha 3a0omsBaneTo (Clinical
Global Impressions of Severity of Illness (CGI-S)). Hexxenanu cb0uTHS, Bh3HUKHAIH TTPHA HAH-MaJIKO
5% oT mauueHTUTEe B rpynara Ha IpaMHIIEKCO, U MO-YECTH MPH NAlMEHTUTE JIEKYBaHH C
MIPaMUIIEKCOJI, B CPAaBHEHHUE C MAMEHTUTE Ha Tuiaiedo, ca: rmaBodomnue (27,9%, miamnebo - 25%),
ceprymmBOCT (7,0%, mane6o — 5,0%), ragene (18,6%, mrame6o — 10,0%), moBpwmane (11,6%, mianedo
—0,0%), 6onka B ropHara abmomuHaiHa 06mact (7,0%, rramne6o — 5,0%), opTocTaTUYHA XUITOTOHUS
(9,3%, mnane6o — 5,0%), muanrus (9,3%, mnanedo - 5,0%), Hapymienus Ha cbHs (7,0%, mnarebo —
0,0%), mucmrest (7,0%, mnare6o — 0,0%), nadexius Ha ropante guxareadu meruma (7,0%, miamne6o
—5,0%). lpyru 3Ha4MMH HEXXEIaHU ChOUTHS, BOJCIIH IO IPEKbCBAHE HA JICYEHUETO IIPU IALUCHTHUTE,
IpUeMalIy IPaMHUIIEKCOI, A ChCTOSHUE Ha 00BPKAHOCT, CMYIIECHHS B TOBOPA U BJIOLIABAHE HA
CBCTOSIHUETO (BUXKTE TOUKA 4.2).
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5.2 ®apmakoKMHETHYHH CBOIicTBa

AOGcopbuus
IIpamurnekcosn ce pe3opoupa 6bP30 U M3ISIO CIIE epopaicH mprueM. AOCOTIOTHATA GHOHATHYHOCT €

noBeue oT 90% M MaKCUMAJIHM IIJ1a3MEHH KOHOCHTpAIUU C€ JOCTUTAT MCIKIAY 1 u 3 yaca. HpI/IeM’BT C
XpaHa HEC HaMaJIsIBa CTCIICHTA Ha a6cop6u1/1;1 Ha MpaMHIICKCOJI, HO ITIOHMKaBa HeliHaTa CKOpOCT.
HpaMI/IHCKCOJ'I € C IMHCHHA KHHETHKA M ¢ MaJIKHU pa3jiniusd B INIa3MEHUTC KOHICHTPAUU IpH
PA3IMYHUTC MMALTUCHTU.

Pasnpenencuue
CBBp3BaHETO HA MPAMHIIEKCOJI C IPOTEHHUTE MPH X0pa € MHOTO HUCKO (< 20%), a 00eMbT Ha

pasmpenenenue e roasm (400 1). [Ipu murexoBe ca HAOMIOJaBaHU BUCOKU KOHIIEHTPAIIUN B MO3bYHATA
ThKaH (OKOJIO 8 ITbTH MO-BUCOKH OT TE3U B TJIa3MaTa).

Buorpanchopmars
IIpaMurmekcos ce MeTaboNnu3nupa B HUCKA CTEIICH B YOBEIIKHUS OPTaHU3bBM.

EnuMunupane
OCHOBHUST HaUWH HA EIMMUHUpPAHE ¢ ObOpeUHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 0b0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KNUPBHC HA paMumeKcon e okoso 500 ml/min, a
OBOpeUHUAT KIUPBHC - pubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Yaca py MIIaJM Xopa a0 12 Jaca mpu Bb3PacTHU.

5.3 IlpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBaHusiTa 32 TOKCHYHOCT P MHOTOKPATHO MPUJIOKEHHUE TIOKA3BAT, Y€ MPAMHIIEKCOI BIIUsC
riaBHO BbpXy (pyHkuuTe Ha [ITHC U sxeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHieH (hapMakoIMHAMUUEH e(peKT Ha MPaMHUIIEKCOII.

[Ipu manku npaceHa € HaOIIOAaBAHO MOHIKEHUE Ha AUACTOJIHOTO U CHUCTOJIHO HAJIATaHE U Ha
ChbpJEYHATa YECTOTa, & TCHACHIMA 32 XUIIOTOHIYEH e(eKT € 3a0emsI3ana Ipu MaiMyHH.

[HoreHumanHUAT eEeKT Ha MPAMUIICKCOJ [0 OTHOLICHHE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
NP U3cIeIBaHNUs BbPXY IUTbXOBE U 3aiiy. IIpu mirbpxoBe U 3aiili MpaMHUIIEKCOJ HE TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTHXOBE B 1031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH U OTPAHUYECHUTE U3CJICABAHH NTApaMETPH HEXXEIaHUTE PEeakuy Ha
NPaMHIIEKCOJI 10 OTHOILICHHE Ha OPEMEHHOCTTa M MBb)KKaTa PEpOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHC (T.e. Pa3aciiAHe Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3HaYCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKcHueH. [Ipy mpoyuBaHus 32 KApLUUHOT€HEH MTOTEHIUAT MBXKKH IITbXOBE
pa3BHUBAT XUIepIUIa3us Ha KiIeTkuTe Ha Leydig u aneHOMH, KOETO ce 00ACHIBa ¢ MHXUOUpaIus edext
Ha MIPaMUIIEKCOJI BbPXY NMPONaKTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIMHUYHATa yHOoTpeoa.
ChI0TO MpOyYBaHe MOKa3Ba, ue B 7031 2 mg/kg (com) v Mo-BUCOKH OT TAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXose andouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTBXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOT'€HHOCT MPH
MUILIKY aJIONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIeIBAaHU BUAOBE.

6. DOAPMAIEBTUYHU JAHHHU

6.1 Chnucbk HA MOMOIHUTE BelleCTBA

Manuroin
LIapEBUYHO HUILIECTE
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CHJIMIIUEB TUOKCH], O€3BOIEH
moBu0H K 25

Mar"e3ueB cTeapar

6.2 HecnbBMeCTHMOCTH
He e npunoxxumo.

6.3 Cpok Ha rogHocT

3 roauHu

6.4 Cpoenuajnm ycJIOBHsSI HA CbXpaHeHHe

[a He ce cpxpansaBat Hag 30°C.
Jla ce cpXpaHsiBa B OpUTHHAIHATA OIIAKOBKA, 3a J]a Ce MpeJIna3Ba OT CBETIHHA.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika O6nucrepHa neHTa chabpxka 10 TabneTku.

Kapronenu xytun, ceappkamu 3 wnu 10 6mucrepa (30 wnu 100 Tabnetkn)
He Bcruky BUZOBY OMAaKOBKU MOTrart 1a ObIaT MMyCHATH B MPOJakoa.

6.6 CrennaJIHu NpeANa3HU MePKH NPH U3XBBbPJIsHE

Hsama CIICIMaJIHU M3WMCKBAaHMA.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/011-012

9. JATA HA TBPBO PASPEINIABAHE/ITOAHOBSABAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

Jlara Ha mBpBO pa3pemniaBane 3a ynotpeda: 23 ¢pepyapu 1998

Jlara Ha mocnenHo nogHOBsIBaHe: 23 deBpyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha wHGOpPMAITHS 32 TO3W JIEKApPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta
areHIus 10 JIeKapcTBara http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,7 mg TabneTku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika Tabnetka chabpxa 1,0 mg npaMHIeKco JUXUAPOXIOPH MOHOXUApAT (pramipexole
dihydrochloride monohydrate), exBuBanenren Ha 0,7 mg mpaMurnexcoln (pramipexole).

Buumanue:
Jlo3ute mpaMuUIeKcoJ, MyOJUKyBaHU B JTUTEpATypara ce OTHACAT 3a Heropara coJl.
ITopanu ToBa mo3uUTe 1ie ObIAT MU3Pa3sIBaHU MO-I0JTY KAaTO MPAMHUIIEKCOJI 0a3a U KaTo MPaMHIIEKCOJT

noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka

Tabnerkure ca Oenu, TNIOCKH, KPBIJIH, C JASTUTEIHA YepTa OT IBeTE CTPAaHH U UMAaT BJUTHOHAT peledeH
kox (ot exHara crpana ko P9, a ot nqpyrara crpana cumBoia Ha komnanusta Boehringer Ingelheim).
Tabnerkute MoraT fa ObJaT pa3/ieICcHH Ha JIBE PaBHU TOJOBUHHU.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenHa3zHaueH 3a JICUCHHUE NMPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatndHa 6onect Ha Parkinson camocrositenHo (6e3 1eBooIa) WM B KOMOWHAITHS C JICBOJIONIA,
T.€. B X0/]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOTaTo eeKThT Ha JIEBOIOIIa HaMallsiBa WIIA CTaBa
HEIOCTOSIHEH U ce HaOmomaBaT GIyKTyallly B TePaneBTHIHIS ePeKT ((IyKTyalluy Ipyu H34epIIBaHe

Ha j03ara Wik “on off” urykryarun).

MIRAPEXIN e npeaHazHaueH 3a CAMIITOMAaTUYHO JICYEHHUE TIPU BB3PACTHU HA YMEPEH JI0 TEXKBK
uanonarndeH CHHIPOM Ha HECTIOKOWHHM Kpaka B 1o3u 10 0,54 mg 6a3a (0,75 mg cou) (Bk. Touka 4.2).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHUE
Jo3upoBka

Bosnect Ha Parkinson

I[HCBHaTa A03a CC pasnpeaciisd IOPaBHO Ha TPU OTACIIHU ITpHUEeMaA.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, kaTo ce 3armodne ¢ 0,264 mg 6a3a (0,375 mg cou)
JIHEBHO, CIIe]] KOETO C€ yBeJInu4yaBa Ha BCEKU S5 - 7 JHU. AKO MpH MalMeHTa He C€ yCTaHOBSABAT
HETIOHOCHMH HE)KEJTaH! JIEKApCTBEHH PEaKIIMH, J03aTa CIe/IBa J]a ¢ TUTPHPA 0 IOCTUTaHe Ha
MaKCHMaJIeH TeparneBTH4YeH e(heKT.
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Cxema Ha nosupane Ha MIRAPEXIN upe3 mosumasane Ha T03UTE

Cenmuna Jo3za OO011a nHEBHA Jo3za OO011a nHEBHA
(mg 6aza) Jo3a (mg 6aza) (mg coi) J03a (mg cou)

1 3 x 0,088 0,264 3x0,125 0,375

2 3x0,18 0,54 3x0,25 0,75

3 3x0,35 1,1 3x0,5 1,50

AKoO ce Hajara rmo-HaTaThIIHO YBelIMUaBaHe Ha JI03aTa, JHEBHATA JI03a CIIe/Ba Jia Ce MOBHIIIABA C
0,54 mg 6a3a (0,75 mg cox) Ha cemMuIIa A0 JOCTUTAaHE HA MaKCUMAaJTHA THEBHA f03a 3,3 mg 0aza
(4,5 mg com).Bce mak TpsiOBa 11a ce 0TOENEkKH, e CIIydanuTe Ha CHHIMBOCT C€ YBEIMYABAT IIPH T03U
MO-BUCOKH OT 1,5 mg (com) Ha neH (BX. Touka 4.8).

1lo00vporcawio nevenue:

WuauBuayanHaTa q03a MpaMHIIeKco TpsOBa aa 0bae B pamkute Ha 0,264 mg 6a3a (0,375 mg con) 10
MakcuMaiHa go3a 3,3 mg 6aza (4,5 mg con) naeBHO. [1o BpeMe Ha OCHOBHH MPOYYBAHUS C
MOBHIIIABAHE HA JI03aTa HAYaJIOTO Ha e(hekTa ¢ HabJItoJaBaHo pH JHEeBHA 1032 1,1 mg 6a3za (1,5 mg
con). [To-HaTaThK M03aTa cienBa Jia ce aJanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTTOBOP U MOsIBATa HA
HEXKeJIaHW peakluy. B KIMHUYHU H3MUTBaHUS OKOJIO 5% OT MAMEHTUTE ca MOyYaBai JO3U O
1,1 mg 6a3a (1,5 mg comn). [Ipu HanpenHana 6onect Ha Parkinson 1031 mpaMHUITEKCOIT TTO-BHCOKH OT
1,1 mg 6a3a (1,5 mg coux) Ha IeH MOKe J1a ca TTOAXOISIIH 3a OOJHU, TPU KOUTO 1Ie Ob/ie HaMansBaHa
Jo3ara Ha JieBojiona. [IpenopwuBa ce JO3UpOBKaTa Ha JIEBOAOIA Ja e MOHMW)KaBa, KAKTO 110 BpeMe Ha
MOBHUIIIABAHE HA J103aTa, TaKa ¥ 10 BpeMe Ha nmojabpkamoTo Jeuenue ¢ MIRAPEXIN, B 3aBucuMocT
OT PEaKIMUTE HA OTJICITHUTE MAUCHTH (BXK. ToUKa 4.5).

IIpexpamsasane Ha reuenuemo:

BresanmHOTO npekpaTsBaHe Ha JONAMHHEPTUYHOTO JICUSHHE MOXKE Ja JJOBEJE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHIPOM. [Ipamunekcon TpsOBa na Ob/ie HaMalsiBaH MMOCTEIICHHO C
0,54 mg 6a3a (0,75 mg coxn) Ha JieH, TOKaTo JHEBHATA J03a ce peayuupa no 0,54 mg 6a3a (0,75 mg
con). Cnent ToBa f03ara ce nmoHrkasa ¢ 1o 0,264 mg 6a3a (0,375 mg coin) Ha feH (Bxk. Touka 4.4).

Hayuenmu ¢ 6pOpeunu yepescoanus.:
EnuMuHHpaHeTO Ha PaMHUIIEKCOJI 3aBUCH OT ObOpeuHaTa (GyHKIHS. 3a 3a104BaHe Ha JICYCHUETO Ce
IpernopbyBa ClieaHaTa CXxemMa Ha J03UpaHe:

[Ipu manmeHTH ¢ KpeaTHHUHOB KIUPHHC HaJ 50 ml/min He € HE0OX0AMMO HaMalsiBaHE HA THEBHATA
J103a WM Ha 4eCTOTaTa Ha MpHJIaraHe.

[Ipu manueHTH ¢ KpeaTHHUHOB KIUPBHHC Mexay 20 u 50 ml/min, HayanHaTa JHEBHA 1032
MIRAPEXIN TpsiOBa ia ce pasmpeend B ABa OTASITHH ITpreMa, kato ce 3armoune ¢ 0,088 mg 6aza
(0,125 mg comn) nBa metu aaeBHO (0,176 mg 6a3a/0,25 mg con nueBHO). He TpsOBa na ce HagBuUIIaBa
MaKCHUMallHa JIHEBHA /1032 oT 1,57 mg nmpammumnekcon 6a3a (2,25 mg com).

[Ipu manueHTH ¢ KpeaTHHUHOB KIUpHHC oA 20 ml/min maeBHara n03a Ha MIRAPEXIN ce npunara
BEJIHBXK JTHEBHO, ¢ HavanHa 1o3a ot 0,088 mg 6aza (0,125 mg coxn) naeBHo. He TpsiOBa na ce
Ha/IBHIIaBa MaKCHMaJHa JHeBHA 703a oT 1,1 mg mpamunexcon 6a3a (1,5 mg comx).

Ako 6b0peuHaTta (yHKIHSI HaMalsiBa M0 BpeMe Ha TOTbPIKaIIOTO JeueHNe, JHeBHATA 1032 Ha
MIRAPEXIN Tps6Ba 1a 0b/ie MOHMKEHA C TOIKOBA IMPOIIEHTA, C KOJIKOTO C€ € MTOHIKIUIT
KPEaTHHUHOBHSI KIIMPBHC, T.€. TIPH CIaJlaHe Ha KpeaTHHUHOBUS KiIupbHC ¢ 30%, nHeBHATA 1032
MIRAPEXIN TpsioBa na 061e moHmxkeHa ¢ 30%. J[HeBHaTa 1032 MOXKeE J]a ce pa3/iey Ha IBa OTIEITHU
npreMa Ipy KpeaTHHUHOB KIuphHC Mexay 20 u 50 ml/min u 1a ce npuema eTHOKpaTHO MpH
KpeaTHHWHOB KIMpBHC 1o 20 ml/min.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN npu 6omect Ha Parkinson HAMa mpakTHIecKo MpUIOKEHUE B
neinaTpuyHaTa MOy JIaIHs.

CHHIPOM Ha HECIIOKOWHHU KpaKa

IIpenopruBanaTa HavanaHa 1o3a MIRAPEXIN e 0,088 mg 6a3a (0,125 mg coi), mpreMaHa eauH ITbT
ITHEBHO 2-3 yaca mpenu Jisrane. [lpy nanuenTy, Hy)K/Jaely ce OT JOITBIHUTEHO 00JIeKIaBaHe Ha
CUMIITOMATHKATa, 103aTa MOKe Ja ObJe YBeTMUcHa Ha BCeKH 4-7 NeHa 10 MakcuMaiHa go3a 0,54 mg
6a3a (0,75 mg cox) Ha geH (KaKTO € TTOKa3aHo B TabJIUIIaTa TO-J0JY).

CxeMa Ha po3upane Ha MIRAPEXIN

CTbIKH Ha Benubx THEBHO Bennbx THEBHO

TUTPUpAHE Beuepna noza Beuepna noza
(mg 6a3a) (mg comn)

1 0,088 0,125

2% 0,18 0,25

3* 0,35 0,50

4% 0,54 0,75

* aKo € HE0OXOIUMO

CrereHTa Ha NOBJIUSBAaHE Ha nmanmuceHTa Tpi[6Ba Ja CC OLCHMU CJICH 3 MEcela JCUYCHUEC U
H€06X0,[[I/IMOCTTa OT IPOABJIKaBaHC HaA JICUCHUETO Tp)l6Ba Ja c€ mpepasricaa. AXO JIeYeHHETO €
IMPEKBCHATO IMMOBEYC OT HAKOJIKO AHHU, TO Tpi[6Ba Ja 3ar04He OTHOBO C TUTPUPAHC HA A03aTa, KaKTO €
H3JIOKCHO IMMO-TOpC.

Ilpexpamseane na rewenuemo

Tbil kaTo JHEBHATA A03a 3a JiedeHrue Ha CUHAPOM Ha HECIIOKOMHU Kpaka HsiMa Aa Hajnsumasa 0,54 mg
0aza (0,75 mg com) MIRAPEXIN moxe na 6b/e npexpareH 0e3 a ce HamansBa nocterneHHo. [1o
BpeMe Ha 26-ceIMUYHO Tu1ane0o KOHTponupano usnursane, npu 10% (14 ot 135) ot manuenTure e
HabmogaBan pebayn Ha CHHIpoMa Ha HECTIOKOMHHTE Kpaka (BIIOIIaBaHEe Ha TEXKECTTa Ha
CUMIITOMHUTE B CPABHEHHUE C U3XOTHOTO HHUBO),CIIeN PSI3KO MPEKpaTsABaHe Ha JICUEHUETO. Y CTAHOBEHO €,
4e TO3U ePEeKT € CXOACH MPH BCUYKH JIO3H.

Tayuenmu ¢ 6vbpeunu yepesrcoanus

EnnMuHMpaneTo Ha mpaMuIiekco 3aBucy ot 0b0peunara ¢pysakmws. [Ipu manuenTy ¢ KpeaTHHHHOB
KupbHC Ham 20 ml/min He € HEOOXOMMO MMOHMKABaHE Ha THEBHATA J103a.

Yrorpebata Ha MIRAPEXIN He e mpoydeHa mpy MarueHTH Ha XeMOIWAIN3a WK IPH TAITUEHTH C
TEXKO ObOPEUHO YBpEKIaHE.

Hayuenmu ¢ yeproopobuu yepescoanust
He e HeoOxoauMo afantTupaHe Ha J03aTa Ipy NAlMeHTH ¢ YepHOAPOOHA HEAOCTAThYHOCT, Thil KaTo
90% o1 abcopOUPaHOTO AaKTUBHO BEIIECTBO CE€ EKCKPETHpPa Mpe3 ObOperuTe.

Ileduampuuna nonyrayus
He ce npenopruBa ynorpedata Ha MIRAPEXIN npu gena u roHo1wM o 18 roAuHu mopaju immncara
Ha JIaHHM 3a 0e30MacHOCTTa U e(DUKACHOCTTA.
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CunnapoM Ha Tourette

Ileouampuuna nonynayus

MIRAPEXIN He ce mperopbyBa 3a ynotpeda ImpH Jiela v FHOIHY 1o 18-roaummm, T KaTo
eukacHOCTTa B OE30MMacCHOCTTA MPH Ta3| momyinanus He ca ycranoeHn. MIRAPEXIN we Tps6Ba na
ObJe mpuiIarad Ha Jela WK IOHOLIHM ChC CHHAPOM Ha Tourette, mopaay OTpULATEIIHOTO CHOTHOIICHHE
TOJI3a-PUCK 32 TOBA 3a0oMsBaHe (B Touka 5.1).

Hauyun Ha npuioskeHue

Tabnerkute ce mpuemar mpes ycrara, KaTo ce I'bITaT ¢ TeYHOCT ¥ MOTaT Jla ce MpUeMaT KakTo ¢
XpaHa, Taka u 0e3 XpaHa.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:kIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmca MIRAPEXIN nHa manueHnTy ¢ 050peuHo yBpeKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermoppruBa moHIKaBaHE Ha Jj03aTa KaTO C€ CIIeNBAT yKa3aHMATA B ToUka 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKETIaH! pEeaKInK Oruxa

MOTJIH JIa c€ TIOSBST XallfolMHAIMH. [laiueHTuTe TpsAOBa 1a ObAaT NMpenynpe/IeHN 332 Bb3MOXKHOCTTA
OT IT0sIBa HA XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6omect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJH J103aTa Ha JIEBOIOTA.

Enwsony Ha BHE3aITHO 3aCIIMBaHE M COMHOJIEHTHOCT

[Ipammuriekcon ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTIHBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B penku ciydaun ce ch0011aBa 3a BHE3aITHO 3aCITUBAHE TIPe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsoBa
na ObaT mpeAyIpeieHu 3a TOBa U Jja ObIaT IMOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaHA 110 BpeMme Ha Tepanws ¢ MIRAPEXIN. [TanmeHTrTe, Py KOUTO CE€ MOSBSIBAT
CHHJIMBOCT W/WJIH €TIH30]1 Ha BHE3AITHO 3aCIIMBaHE TPSOBaA J1a ce BB3IBPIKAT Ja MOPUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa 1a ce MMa MpenBH HaMajsiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaan Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, MPUEMAIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanazTuBy (BX. TOUkd 4.5, 4.7 u Touka 4.8).

HapyiiieHus B KOHTpoJIa Ha UMITYJICHTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
umiryscute. [larueHTUTe M OOJTHOTIIEJAYUTe TPSOBA 1a OBIAT 3aM03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEICHYCCKH CUMITTOMH Ha HAPYIICHHSI B KOHTPOJIA HA UMITYJICUTE, BKJIIOYBAIIH MATOJIOTHYHA
CKJIOHHOCT KbM Xa3apT, MOBUILICHO JTHOUI0, XUTIEPCEKCYaTHOCT,KOMITYJICUBHO XapueHe U Na3apyBaHe,
MMpesKAaHe U KOMITYJICUBHO MPEAKAAHE, ITALIMCHTH, JICKYBaH!U C JOTIAMHUHOBHU aroHUCTH,
BorrountesHo MIRAPEXIN. Tpsa6Ba na ce oOchau HaMajsiBaHe Ha J103aTa/TIOCTEIICHHO CITUpaHe, aKo
CE Pa3BUST TAKMBA CHMITTOMH.
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TarMeHTH ¢ ICUXOTUYHU HAPYIIICHUS

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHHS TPAOBA Ja Ce JEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTydanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIHANHUS pUck. EnxHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOJ TpIOBa 1a ce n30sArBa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WU MU MOSBA HA aHOMATTHH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAHC HA JICYCHUCTO,
nopaau pucCK OT OpTOCTAaTUYHA XUIIOTOHHA BBHB BPH3Ka C JICUCHUETO C JOIIAMUHEPIrUIHU JICKApPCTBA.

Hesposnentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYCH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JiedeHHe (BXK. Touka 4.2).

Biomasane

Mwma cBeneHus B IuTepaTypaTa, KOUTO MOKa3BaT ye JieueHneTo Ha CHHIpOM Ha HECIIOKOWHU Kpaka ¢
JIOTIaMUHEPTHYHU JIEKAPCTBEHU MPOAYKTH MOXKE J1a IOBEJIE A0 BIIOIIABaHE.

BromraBaneTo ce cBbp3Ba ¢ MO-paHHO HAYaIO0 Ha CHMIITOMAaTHKaTa Beuep (WK I0pH cieaooen),
HapacTBaHe Ha CUMIITOMHTE U pa3NPOCTUPAHETO UM JI0 BKJIIOUBAaHE HA JPYTU KpalHUIIN.
BromaBaseTo € crienanHo U3ciIelBaHO B KOHTPOJIMPAHO KIMHUYHO U3MUTBAHE C MPOIBIKUTETHOCT
26 ceqmunu. Brnomasane e HaOmogasano npu 11,8% oT manmueHTHTe B rpymnaTa, JeKyBaHa C
npamunekcos (N = 152) u 9,4% ot nmauuenTure B rpymnara, jexkyBasa c mianedo (N = 149). Avanusst
no Kaplan-Meier 3a BpemeTo 10 HacThIIBaHE Ha BIOIIABAHE, HE MIOKa3Ba 3HAYMMA Pa3IfKa MEXKIY
IpynuUTe, JIEKyBaHU C IPAMHUIIEKCOII U I1ane0o.

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBBbp3BaHe ¢ IIa3MEHHS IPOTEUH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTEMeH ¢ u1a3Menn npotennd (< 20%) u mpu xopa
npeThpIIsiBa Maiika Ouorpancdopmans. [lopaau ToBa He ce 0YaKBAT B3aMMOJICHCTBUS C IPYTH
JIEKapCTBEHH MPOIYKTH, TIOBJIHSBAIIN CBBP3BAHETO C IIA3MEHHU MPOTEHHHU WITH SITUMUHHUPAHETO Upe3
ouotpanchopmanus Twil KaT0 AHTUXONIWHEPTUIHUTE JICKAPCTBA CE SIIMMIHUPAT IITaBHO MOCPEJCTBOM
ouotpanchopmanus, Bh3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPpaHHUYCHA, HO HE ca IPOBEJICHH
NpPOYYBaHUS B Ta3u Hacoka. HsaMa GapMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH H JICBOJIONA.

MHXUONTOPH/KOHKYPEHTH Ha aKTHBHUS BT 32 SIMMUHUpPAHE 1pe3 0h0pernTe
HuMmeTnnnH noHmkaBa ObOpEeYHIS KIMPHHC Ha MIPAMHIIEKCOIT ¢ TpuoIu3uTenHo 34%, BeposSTHO

mopaay MHXHOWpaHe Ha KaTHOHHATA CEKPETOpPHA TPAHCIIOPTHA CHCTEMa B ObOpedHNTE TyOyIIH.
ITopaau ToBa nekapcTBEHU MPOIYKTH, KOUTO Ca HHXUOUTOPH Ha TO3W aKTHBEH ITBT 33 EIMMHUHUPAHE
npe3 0BOpennTe WiIn, KOUTO Ce ENMMHUHHUPAT TIOCPEICTBOM HETO, TAKWBA KaTO IMMETHINH, aMaHTaIlH,
MEKCHJIETHH, 3UIOBYINH, INCIUIATHH, XMHUH U TIPOKAaMHAMUJ] MOTaT Ja B3aMMO/ICHCTBAT C
MIPaMHUIIEKCOIT, B PE3yJITAT Ha KOETO /Ia Ce MOHIKN KIMPBHHCHT Ha MpaMuiiekcoll. [lonmkaBane Ha
Jo3aTa Ha MPaMHIIEKCOJ cie/lBa Aa Ce MMa MPEIBU IIPH eJHOBPEMEHHA yIIoTpeda Ha Te3n
nekapctBeHu npoayktu ¢ MIRAPEXIN.

KomOwuHarus ¢ eBoona

Korato MIRAPEXIN ce naBa B KoMOMHAITHS C JIEBOOIIA CE TIPEIIOPhUBa HaMaIsIBaHEe Ha J103aTa Ha
JIEBOJIOTIA U 3aITa3BaHe Ha JI03MPOBKATa Ha IPYTUTE aHTHIIAPKUHCOHOBH JIEKAPCTBEHH MPOYKTH
Jlokato ce nosuiana jgo3ara Ha MIRAPEXIN.
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[Topaay BE3MOXKEH aAUTUBEH €PEKT MAIMEHTHTE, IIPUEMAIIU IPYTH CEJATHBHU JICKApCTBCHU
MPOAYKTH WIX AIKOX0J B KOMOMHAIIUS C PAMUIIEKCOJ, TpIOBa J1a ObJaT MOCHBETBAHU J1a ObAAT
npeana3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUNICUXOTUYHHU JICKApCTBCHU MPOAYKTH
E,[[HOBpCMCHHaTa yHOTpe6a Ha aHTUIICUXOTUYHU JICKAPCTBCHU IMMPOAYKTH U IMTPAMUIICKCOJI Tp)l6Ba Ja
ce n30srBa (B)K. TOYKa 44), aKO Morar ga €€ o4akBaT aHTarOHUCTHYHU C(bCKTI/I.

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct
EdexThT pu X0pa 1o BpeMe Ha OpeMEHHOCT ¥ KbPMEHE He € TIpoy4deH. [IpaMumiekcon He € uMait

TepaToreHeH e(peKT Mpu ILTHXOBE U 3aHIIH, HO € OMIT eMOPHOTOKCHYEH IIPH ITHXOBE B JO3H, TOKCHYHHI
3a MaiikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsOBa 1a ce U3I0I3Ba 10 BpeMe Ha OpEMEHHOCT OCBEH B CTydail Ha KaTerOpuIHa
HEOOXOAMMOCT, T.€. KOTaTO IMOTESHIIMAIHATA 1T0JI3a HAJBHUIIIaBA OYaKBAHMUS PUCK TIO OTHOIIIEHUE Ha

theryca.

Kbpmene
TBit KaTo ICYCHUETO C MPAMHUIICKCOT HHXHONPA CEKpEeNHATa Ha IPOJaKTHH IIPH X0pa, CE 0YaKkBa

cnpaHe Ha KbpMmarta. He ca mpoBeneHH mpoy9YBaHUS MTPH KEHH 10 OTHOIICHNE Ha EKCKpEIITa Ha
MIPaMUIIeKCOoIT B KbpMata. [Ipy mrpxoBe KOHIEHTpAIMsITa Ha CBbpP3aHaTa ¢ aKTHBHOTO BEIIECTBO
PanIMoOaKTHBHOCT B KbpMaTa € TI0-BUCOKA OT Ta3W B TUIa3Mara.

Twit kaTo municBat ganam npu xopa, MIRAPEXIN He OuBa aa ce mpmara B Ieproja Ha KbpMeHE.
IIpu HanoxuTenHa ynorpeda, TpsiOBa 1a ce mpeyCTaHOBH KbPMEHETO.

DepTUInTET
He ca mpoBexxnanu npoyuBanus 3a epekra BEpXy hepTHiInTeTa npu xopa. [Ipu mpoydsanus npu

KUBOTHH IPAMHIIEKCOJI TOBIUBA €CTPYC LIMKIUTE U HaMaJsiBa QEepTHIINTETA IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB arOHMCT. Te3u Mpoy4BaHuUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUIICHUE HA QEePTHIIMTETA IPU MBKKHTE.

4.7 EdexTu BbpXy cioco0HOCTTA 32 IO(upaHe U padoTa ¢ MAlIUHU

MIRAPEXIN moxe na moBivsie B 3HAUUTEITHA CTEIICH CIIOCOOHOCTTA 3a modupaHe u padora ¢
MAIUHH.

Bb3MoxxHa € mosiBa Ha CHHIIMBOCT WJIA XaJTFOITMHAITAH.

ITanmenture, nekyBarau ¢ MIRAPEXIN, mpu kouto ce HaOII01aBa CHHIMBOCT W/HITH BHE3AITHO
3acTIMBaHe Tpe3 IeHs, TpsIOBa a ObIaT MpeayNpeIcH 1a He modupaT 1 1a He yIpaKHIBAT
JIEHHOCTH, TPH KOUTO HapyIlIeHaTa OAUTEITHOCT OM M3JIOKMIIA TAX WM OKOJIIHUTE Ha PUCK OT CEPHO3HO
HapaHsIBaHE WIH CMBPT (HAIIpuUMep padboTa ¢ MaIllMHA) 10 N3UE3BAHETO Ha TE3W MOBTAPSIIHU CE
eIMU301 ¥ CHHIMBOCT (BXK. CHIO TOUKH 4.4, 4.5 u 4.8).

4.8 HexenaHu JieKApCTBEHU pPeaKUNU

OuakBaHM HeXEJaHU PEaKINH

CrnenHuTe HeXeNaHU peakIuy ca oyakBaHu npu yrnorpeda Ha MIRAPEXIN: martonoru4ny chHHUIIA,
aMHe3Us, TOBEICHYECKH CUMIITOMU Ha HapyUIeHUA B KOHTPOJIUPAHETO HA UMITYJICUTE U
HATPAITYUBOCTH KAaTO CKJIIOHHOCT KbM MpesbKAaHe U MPEKOMepHa CKIIOHOCT KbM Ia3apyBaHe,
XHUIEPCEKCYaTHOCT U MAaTOJIOTHYHA CKIOHHOCT KbM Xa3apT, Chp/AeYHa HEJOCTAThYHOCT, 00BPKBaHe,
3areK, HaJly THH9aBOCT, 3aMasHOCT, AUCKUHE3Us, AUCITHEs], yMOpa, XalIOLWHAIINH, TJIaBO0OITHE,
XbJIaHe, XUIIEPKUHE3US, XuTlepdarus, XUIMOTOHKS, HApYLICHA CEKPELnsl Ha aHTUANYPETHICH
XOPMOH,0e3ChHIEe, HAPYIICHUS B THOUIOTO, TaJIcHe, TapaHos, mepudepeH OTOK, THEBMOHUS, ChpOeX,
0oOpHB M JpyTH PeaKIUU Ha CBPHUYBCTBUTEIHOCT, O€3MOKOWCTBO, CHHINBOCT, €MM301 Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HapyIIeHNE,
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BKJIFOYHUTCIIHO OAUIUIONNS, 3aMBITICHO BUKAAHE U HaMaJICHA 3pUTEIIHA OCTPOTA, MOBPHIIAHE,
IMOHM>KaBaHEC HAa TCTJIOTO, BKIIFOUUTCIIHO ITOHMXKECH aIICTUT, IIOKa4YBaHEC HA TCIJIOTO

B®3 ocHOBa Ha aHanmM3KM HAa COOPHU TIae00 KOHTPOIUPaHH MTPOYUYBaHMUs, B KOUTO ca ydacTBanu 1923
NanyveHTy Ha npamunekcon u 1354 nanuenTa Ha miane6o, HeXKeJlaH! JIeKapCTBEHH PeakLuH ca
CHOOIIaBaHU YECTO U B IBETE TPYIH. 63% OT ManueHTHTe Ha IpaMHIIeKcoa U 52% OT MallueHTUTE Ha
iane0o choOIIaBaT MOHE €1HA HEXKeTIaHa JIEKapCTBEHA PeaKIIHsL.

Tabmuu 1 1 2 moka3BaT yecToTaTa Ha HeXeJlaH! JIEKapCTBEHU PeakIiy OT I1ane00-KOHTPOIUpaHH
KJIMHUYHYU IpoyuBaHus npu Oonect Ha Parkinson u Cunapom Ha HecriokoliHU Kpaka. Hexxenanure
JIEKapCTBEHH PEaKLUH, TOKa3aHU B TE€3W TaOJIUIIM ca OHE3U ChOMTHS, KOUTO ce nosBsiBar npu 0,1%
WY TIOBeYe OT MAlMeHTHTE, JIEKYBaHH C PAMUIIEKCONI U ca ChOOIIaBaHU 3HAYUTEIHO TO-YECTO MPH
NanyeHTH, MPUeMaIly PaMUTIEKCO B CpaBHEHHUE ¢ TTane0o0, Uik KbAETO CHOMTHUETO Ce CMATA 3a
KJIIMHUYHO CBBP3aHO. BOJIIIMHCTBOTO OT HEXENAaHUTE JEKApCTBEHHU PEaKIUH ca JIEKH IO CPETHO-
TEXKH, KaTO OOMKHOBEHO 3all0YBaT B HAYAJIOTO HA TEpaNMsITa ¥ HMa TCHICHIUS 1a U34e3BaT, J0pU
KOTaTo TepamnusiTa € MpoabHKEHa.

B paMKkuTe Ha CHCTEMO-OPTaHHUTE KJIACOBE, HEKETAHTE JIEKAPCTBEHH PEAKIIHH ca M30POCHHU CIIOpes
yecToTara (Opost MarMeHTH, TP KOUTO CE OYaKBa Jia Ce MPOSBHU PEaKIIUATa), KaToO ca M3MOJI3BaHU
CJIETHUTE KaTeropuu: MHOTo 4ectu (> 1/10), wectu (> 1/100 go < 1/10), meuectu (> 1/1 000 no

< 1/100), peaku (> 1/10 000 o < 1/1 000), mHOTO penku (< 1/10 000).

Hati-uecTu Hexenanu peakiuu rnpu [lapkuHcoHOBa Ooject

Hait-yecto (= 5%) cpoOIiaBaHuTe HEXKETaHN peakiuy NPy nanueHTu ¢ donect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMHIIEKCOJ B CPaBHEHUE ¢ I1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHHUS,
3aMasiHOCT, ChHJIMBOCT, O€3ChHUE, 3aIIeK, XaTIOIUHAIINY, TI1aBoOosre U ymopa. Ciyuanrte Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXKesIaHa PeaKius Mpu KOMOHMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

Tab6muua 1: Bonecr va Parkinson

CucremMo-0opraHHu Hexenanu nexapcTBEHU peakiiuu
KJIaCOBE
WNudexun 1 nabECTAITIN
Heuectn | IMTHEBMOHUS
Hapy1ienus Ha eHJOKpUHHATA CUCTEMA
Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS

B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE

Heuectn CKJIOHHOCT KBbM MpesiKIaHe ', PEeKOMepHa CKIOHOCT KbM
nasapyBaHe, HaTyIHHYABOCT, XHrepdarus', XUIepceKkCyaTHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro gectn 3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectu rinaBoboime

Heuectu AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn 3PUTETHO HApPYIIIECHHUE, BKITIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

1
ChbpACYHA HCAOCTATHYHOCT
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Cb10BU HapyIICHUS
Yectn | XUTIOTOHUS
PecnimpaTopHu, TpBIHN U METUACTHHAIHNA HAPYIICHHUS
Heuectn | JIMCITHESI, XBJIIIaHEe
CromainrHo-4peBHU HapyIIeHUs
MHoro uectu rajicHe
Yectn 3aIleK, ITOBPBIIAHE
HapymieHns Ha KoXaTa W IMOJAKOKHATA ThKaH
Heuectn | peaxIui Ha CBPBYYBCTBUTEIHOCT, ChPOEK, OOpUB
OO0 HapymieHus U e()eKTU Ha MACTOTO HA PUIIOKCHHE
Yectu | yMopa, nepudepeH 0ToK
W3zcnenBanms
Yectu MOHIKABAHE HA TETIIOTO, BKIIFOUMTEITHO ITOHUKEH AlleTHT
Heuectu MOKa4YBaHe Ha TETJIOTO

'"Tasu Hexenana peakims e HaGJIIO[ABAHA 1O BpeMe MoCTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe 1a 0b/e U mo-Hucka. [Ipennsno n3uncnspane
Ha YecToTaTa He € Bb3MOXKHO, Thi KaTO He)KeIaHaTa peakius He ce € MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHU W3MUTBAHUA Ha 2 762 marueHTH ¢ bomecrra Ha Parkinson, iekyBaHu ¢ mpaMHUTIEKCO.

CHHIpOM Ha HECIIOKOMHM KpaKa, Hall-4eCTH HEXXETAHU PEAKLIMU

Haii-uecto (= 5%) choO0l1aBaHUTE HEXKEIIAHU PEAKIUU MPU MalMeHTH ¢h¢ CHHIPOM Ha HECIIOKOWHU
Kpaka, JICKyBaHU C IPaMUIICKCOJI, ca TajicHe, TIaBo0oIne, 3aMassHOCT U yMopa. ['ajieHe u ymopa ce
cboO1IaBaT mo-yecto npu >xeH, tekyBanu ¢ MIRAPEXIN (cvotBetHO 20,8% 1 10,5%) B cpaBHEHHE
¢ MBbXke (ChoTBeTHO 6,7% 1 7,3%).

Tabauua 2: CHHIpOM Ha HECIIOKOWHU Kpaka

CucremMo-opraniu Hexenanu nexapcTBeHN peakun
KJIACOBE
Wudexkunn n nadecrarmn
Heuectn | THEBMOHHSI'
Hapymienus Ha eHIOKpHUHHATA CUCTEMA
Heuectn | HApYyIIEeHA CEKPElMs HA AHTHAMYPETHYEH XOPMOH
IIcuxuyHy HapylIeHus
Yectn [aTOJIOTHYHH CHHHUIIA, O€3CHhHUE
Hedectn MOBEICHYECKH CUMIITOMH Ha HApYIIEHUs B KOHTPOJIUPAHETO Ha

MMITYJICUTE U HATPAITYUBOCTU KATO CKIIOHHOCT KbM TPEsSkKIaHE U
MPEKOMEPHA CKJIOHOCT KbM Ta3apyBaHe, XHUIICPCEKCYATHOCT U
IIATOJNOTUYHA CKIOHHOCT KbM Xa3apT', 00BPKAHOCT,
HaJ'IyI[HI/I‘IaBOCTl, XaIOIUHAIIH, xnnepcpam;{l, HapyIICHUE Ha
HOUI0TO, napaHo;ll, 0E3MOKONCTBO

HapyieHus Ha HepBHaTa CHCTEMA

Yectn 3aMasiHOCT, TJIaB00OJIUE, CHhHIUBOCT

1 1
Heuectn AMHE3Us , AMCKUHE3U, XUTICPKUHE3UA , CIN301 Ha BHC3AITHO
3aClIMBaHC, CHHKOII

Hapyuenus Ha ounte

Yectn 3PUTCIIHO HAPYIIEHUEC, BKIIFOUUTECIIHO JUIIIONNA, 3aMBITICHO
BMIKAAHC 1 HaMaJICHA 3pUTCIIHA OCTPOTA

CopaeyHu HapyIIeHHs

Heuectn | ChpAcYHA HeIIOCTaT’bllHOCTl
CbI0BY HapYIICHUS
Heuectn | XHUITOTOHHUS
PecniuparopHu, rpbJHE ¥ MEIUACTUHATHH HAPYIICHUS
Heuectn | JIUCITHES, XBJIIIAHE

CromanrHo-4peBHU HapyIIEHUs
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MHoro 4yectu rajieHe
Yectu 3areK, MOBPhINaHe
Hapyiienns Ha Ko)aTa ¥ OJKOKHATA ThKaH
Heuectn | peaKIuy Ha CBPHUYBCTBUTEITHOCT, ChpOEK, 0OpUB
OO0y HapymeHus 1 e)eKTH Ha MICTOTO Ha IPUIIOKECHHE
Yectn yMopa
Heuectu nepudepeH OTOK
N3cnensanus
Heuectn MMOHIKaBaHe Ha TETJIOTO, BKIIOYUTEITHO TIOHMKEH arlleTUT
MOKAYBaHE Ha TETJIOTO

'Tasu Hexenana peakims e HaGJTIO[ABAHA 1O BpeMe MocTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXKe Ja Ob/e U mo-Hucka. [IpennsHo n3uncnsBane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce e MOsABsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHA W3nUTBaHus Ha 1 395 manmenTtn cbc CHHAPOM Ha HECTIOKOWHU Kpaka, JICKyBaHH C
TIPAMHUTIEKCOJL.

CBHINBOCT
[IpaMumnekcol e CBbp3aH YeCTO ChC CHhHIMBOCT U HEYECTO CE CBBHP3Ba C MPEKOMEPHA CHHIIMBOCT Tpe3
JISHS ¥ €ITU30/1M Ha BHE3aITHO 3acTuBaHe (BXK. CHINO ToUYKa 4.4).

Hapymenus B muOmmoTo
IIpamuriekco Moxe aa 0b/Ie CBhP3aH HEUECTO C HApYIICHHS B INOUAOTO (IOBUIITABAHE WITH
TTOHIKABAHE).

HapyinieHus B KOHTpoJIa Ha UMITYJICHTE

[NaTonornvHa CKIOHHOCT KBbM Xa3apT, MOBHUIICHO JTHOWI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
W Ma3apyBaHe, IpesDKAaHe i KOMITYJICHBHO MPEHKIaHe MOTAT Jia Ce MOSBAT MPH MAIEeHTH, JICKYBaHN
¢ JoTTaMUHOBH aroHucTH, BKirounTetHo MIRAPEXIN (Bk. Touka 4.4).

B perpocrieKTHBEH CKpUHUHT Ha IIPEICTAaBUTETHA H3BAKa U IPOyYBaHE CITydal-KOHTpPOIIa,
BrorrouBamy 3090 manueHTH ¢ mapkoHcoHoBa 0osecT 13,6% OT BCHYKYM MAIMeHTH, TTOII0KECHH Ha
JIOTIAMHHEPTUIHO JICUCHUE YIIH He-I0ITaMHHEPTHYHO JICUCHUE NMAT CUMIITOMH Ha HApYIICHHUE B
KOHTpOJIa Ha MMITYJICUTE B TIEpHUO/Ia Ha MTOCIICTHUTE IIecT Mecera. HabmronaBanuTe MposBH BKITFOYBAT
MaTOJIOTHYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEpPHA CKIIOHHOCT KbM ITa3apyBaHe, KOMITYJICHBHO
MpespKIaHe U HaTPAITIUBO CEKCYaITHO TIOBeIeHNE (TIOBHIIIEHA CEKCYATHOCT). Bh3MOKHHTE
HE3aBUCHUMH PUCKOBH (DAKTOPH 332 HApPYIIEHUS B KOHTPOJIA Ha HMITYJICUTE BKIIOYBAT JOTTAMUHEPTUIHO
JICYCHHUE W TTO-BUCOKH JIO3W Ha JOITAMHHEPTHYHO JICUCHHE, ITO-MIIafia Bh3pacT (< 65 ronuHn),
0e30paune u choOIIeHa (PaMIITHA aHAMHe3a 332 CKIIOHHOCT KBbM Xa3apT.

ChbpaeyHa HEIOCTAThYHOCT

ITo BpeMe Ha KIMHHUYHYU MPOYYBAHHS U TIOCTMAPKETHHIOBUS OIUT € ChOOIaBaHa ChpacYHa
HEJIOCTaTHYHOCT IIPH MAIMEHTH ¢ MpaMuIiekco. [1o Bpeme Ha hapMaKOEIHIEMUOJIOTHIHNUTE
[IPOYYBaHUS, MPUIIOKEHUETO Ha IPAMMIIEKCOJI € CBBP3aHO C IOBHIICH PUCK OT ChpAcYHA
HEIOCTaTHYHOCT B CPABHEHHUE C HENPUIAraHETO Ha IpaMHIIeKcoll (HalmronaBaHa CTEICH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 TIlpeno3upane

Hsama xIrHWYEeH OMUT ¢ TeKKHU CiIydad Ha npeno3upane. OuakBaHUTE HeXeJlaHU Peakiiy ca Te3H,
CHOTBETCTBALIH Ha (papMaKkoIMHAMUYHUS PO(UIT HA JOTTAMHHOB arOHHCT, BKITIOUBAIIIHN TajeHe,
MOBpBIaHe, XUMIEPKUHE3N, XaTIOIMHALINHY, Bb30yAa U XUMOoTOHU. He e ycTaHOBeH aHTHAOT NpU
IIPENO3UPAHE C TONIaMUHOB aroHUCT. I[Ipy Hanuuue Ha CUMIITOMH 3a CTUMYJIMPAHE Ha LiEHTpajaHaTa
HEpBHA CUCTEMa MOJKE Jla ce NPUIIokKaT HeppoenTuuu. IIpu npeno3upane Moxe J1a ca He0OXOAUMU
OO0IIM MOAIBPIKAIINA MEPOTIPUATHS B KOMOMHAIUS ChC CTOMAITHA TPOMHBKA, HHTPaBEHO3HU HH(DY3HUH,
IIpWJIaraHe Ha aKTUBEH BbIJIEH U MOHUTOpHUpaHe Ha EKT .
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @®apmakoaMHAMUYHH CBOMCTBA

®dapMakoTepaneBTUYHa Ipyla: aHTUIIAPKUHCOHOBH JIeKapcTBa, JornamMuHoBu aronuctu, ATC kox:
N04BC05

MexaHn3bM Ha JIEHCTBUE

[Ipamuriekcosn e J0NaMHUHOB arOHKUCT, KOWTO C€ CBhP3Ba ¢ BUCOKA CEIIEKTUBHOCT U CHEIM(DUIHOCT C
D2 nonaMrHOBHUTE PELENITOPH, U MO-CIIEUATHO UMa aQUHATET KbM TeXHUS moaTun D3, u uma meiHa
BBTpEIIHA aKTUBHOCT.

IIpamunekcon obiex4aBa mposiBuTe Ha [lapkHCOHOBAa MOTOpPHA HEIOCTATHUHOCT Ype3 CTUMYJIMpaHe
Ha JONaMHUHOBUTE PELENTOPH B cTpuaTyMa. IIpoyduBaHus Ipy )KUBOTHU COYAT, Y€ IIPAMMIIEKCOJI
WHXUOHUPA CUHTE3a, OTACISHETO U MeTa00IM3Ma Ha JI0IIaMHHA.

MexaHU3MBT Ha JeicTBHE Ha ITPAMUIIEKCOJI KaTo CPeJICTBO 3a jJeueHne Ha CHHAPOM Ha HECTTIOKOWHU
Kpaka e Hen3BecTHO. HeBpodapmakonornyiu 1oka3aTescTBa Mpeanoiarat IbpBUYHO BKIIOYBaHE Ha
JIOTIaMUHEPTUYHaTa CUCTEMA.

(DaDMaKOIII/IHaMI/I‘IHI/I ed)eKTI/I

IIpu noOpoBoy € HabJII0AaBaHO 103a-3aBUCUMO HaMaJIeHHe Ha [IposlakTUH. 1Ipy KiInHUYHO
W3MUTBaHE ChC 31paBu 1o0poBoinH, B koeto MIRAPEXIN Tabnerku ¢ yIbikeHO 0cBOOOKIaBaHe ce
TUTPHUpAT Mo-0bp30 (Ha BCeKH 3 IHM) OT MpenopbuBanuTe 10 3,15 mg npamumnekcon 6a3za (4,5 mg
COJI) Ha JIcH, € HaOJII0JaBaHO MMOBHIIABaHE HAa KPHBHOTO HAJISTAHE U YCKOPSBAHE HA ChPACYHHS
puTbM. TakuBa edextn He ce HAbIIOAABAT MPU U3NKUTBAHE C MAIECHTH.

Knnanyna edukacHoCT 1 6e3omacHOCT mpu 6ostect Ha ParkinsonlIpamMuniexcon HamansiBa IpU3HAIIUTE U
CUMITOMUTE Ha UanonarnyHara oosect Ha Parkinson. [IpoBenenu ca miane60-KOHTPOJIUPAHU
KJIMHUYHY Npoy4Banus, BkiIouBamuy 1 800 mamueHTa B ctanuii Ha 3abossBane -V nmo Hoehn u Yahr,
JIEKyBaHU C TIpaMHIIeKcoil. M3BBH Tsx, okojo 1 000, kouto ca OWiu B HapeIHA CTaaui Ha
3a00JIsIBaHETO, Ca IPUEMaNId €THOBPEMEHHO JIEBOIOMA U ca CTPAAa OT MOTOPHH YCIOKHEHHUSI.

EduracHocTTa Ha MpaMUIIeKcoll IPU paHHa U HanpeaHana 6onect Ha Parkinson ce moaabpka B
KOHTPOJIMPAHU KIMHWYHH POYYBAHUS 32 MEPUOJ] OT OKOJIO IIECT Mecelia. B 0TBOpeHH AOMBIHUTETHH
IMpoy4YBaHu 3a NIEPHUO HAA TP TOAMHU HE Ca oTOensi3aHu IMpU3Hal Ha IOHWKAaBaAHE Ha
e¢ukacHocTTa. [Ipy KOHTPOIHUPAHO ABOWHO CIISNO KIMHUYHO MPOYYBAHE C MIPOABIKATEIIHOCT 2
TOAVHU, HAYAJIHA TEPpAIUA C IIPaMUIICKCOJI 3HAYMMO OTJIara HaCTbIIBAHCTO HAa MOTOPHU YCJIOKHCHUA U
CpaBHEHO C Ha4yaJHa Tepalnus ¢ JICBOAOIA pelyliupa TIXHaTa MosBa. ToBa oTiaraHe Ha MOTOPHHUTE
YCIIO>KHEHUSI IIPU IPAMHIIEKCOJI CIeBa Aa ce OallaHCHpa CIPsIMO MO-TOJISIMOTO MOA00peHHe Ha
MoTopHaTa QyHKIHs TP JIeBoIoma (M3MepeHo upe3 cpeanara npomsina no UPDR-ckana). Obmiara
YCCTOTa Ha XaJlIOUHAIIMN U CHbHJIMBOCT MPUHIIUITHO € II0O-BUCOKAa BHB q)a3aTa Ha YBCIINYaBaHC Ha
J03aTa IpH Ipymara ¢ NIpaMHUIEKCoNl. Benpeku ToBa, He € NMajo 3HaYNTEIHA pas3iiiKa Ipe3
noagbpkamiara ¢asza. Te3u qaHHH TpsAOBa a ce UMAT NPEABU IPH 3aMI0YBAaHE HA JICUEHHUETO C
paMUIIEKCOII PH NMaueHTH ¢ 6oject Ha Parkinson.

IlenqnaTpuyHa nonyJaanus

EBporneiickara areHuus 110 JieKapcTBaTa 0CBOO0XKIaBa OT 33b/KCHUETO 3a IIPEJOCTABSIHE Ha
pesynrature ot npoyuBanusaTa ¢ MIRAPEXIN BBB BcHYKH NOATPYNH Ha MeaUaTpUYHATA MOy Ianus
npu Oonect Ha Parkinson (Bxk. Touka 4.2 3a uHGOpMaNKs OTHOCHO yIoTpeOa B eIUATPHAITA).
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Knnnanyna edukacHocT 1 6e3omacHOCT pu CHHAPOM Ha HECHOKOHHM Kpaka

EduxacHocTTa Ha MPaMUIIEKCOJI € OLICHEHA B YETHPH I1alie00-KOHTPONMPAHU KIMHUYHH MPOYYBAHUS
npu npubmmuzutenHo 1000 manueHTa ¢ yMepeH 10 TeXbK uanonatnieH CHHAPOM Ha HECTIOKOHHH
Kpaka.

[IspBuuHUTE KpaitHu pe3ynTaTh 3a e()UKACHOCT ca CpelHaTa pa3jiuKa OT HaYallHUTE CTOWHOCTH,
n3Mmepena no OuenpyHara ckana Ha CuHApoM Ha HecriokorHUTe Kpaka (IRLS) n mo O6mo kmnHrIHO
Brieuatienue 3a nonoopenuero (CGI-I). U 3a nBeTe mbpBUYHM KpaifHU TOYKH ca HAOIIOIaBaHU
CTaTUCTUYECKHU 3HAYMMH PA3JIUKU B TPYIUTE HA npamumnekcon ¢ ao3u 0,25 mg, 0,5 mg u 0,75 mg
MIPaMUIIEKCOIT COJI B cpaBHEeHHe ¢ marebo. Cnex 12 cenMuIy Ha JIedeHre Ha9aTHUTE CTOHHOCTH 110
IRLS pe3synrat ca momoOpenu ot 23,5 Ha 14,1 Touku 3a miarebo u ot 23,4 Ha 9,4 Touku 3a
npamunekrcon (komOouHaupanu n03u). Kopurupanara cpenna paznuka e -4,3 touku (CI 95% -6,4; -2,1
toukn, p<0,0001). Crenenure Ha otroBop no CGI-I (mogobpena, mHOTO MOKOOpeHa) ca 51,2% u
72,0% croTBeTHO 32 Tuiane6o u npamurnekcon (pasnuka 20% CI 95%: 8,1%; 31,8%, p<0,0005).
EduxacHoctTa e HabmogaBaHa cieq mbpBaTta ceamuiia Ha jgeyenue ¢ 0,088 mg 6aza (0,125 mg con) Ha
JIeH.

B mnane6o-koHTponMpano monrcoMHorpad)cko nmpoyuBane 3a nepuon ot 3 ceamunu MIRAPEXIN
3HaYMMO HamajsiBa Opos Ha MEPUOJUYHUTE ABMKCHHUS Ha KpaHULIUTE M0 BpeMe Ha TIOKOH B JIETJIO.

JbarocpodnaTta epuKacHOCT € olleHeHa B IIane00 KOHTPOIWPAHO KIMHUYHO m3nuTBane. Ciexn 26-
Ce/IMAYCH MEPHUOJ Ha JISYeHHE, ce HabIoaBa KOPUTUPAHO CPETHO HaMaJIeHHe Ha OOIIHs CKOP 110
IRLS ot 13,7 u 11,1 ToukH, CHOTBETHO B IpyMara, JeKyBaHa ¢ IPaMUIIEKCOJ U Ta3H, JIEKyBaHa C
mwiane6o, cbe cratuctraecku 3HaunMa (p = 0,008) cpenna pasnuka mnpu JiedeHueTo oT -2,6. Crenenra
Ha noBimsiBane o CGI-1 —(c u3pazeHo nogodpenue; cbe CHITHO n3paseHo moxodpenwne) e 50,3 % (80
ot 159) n 68,5 % (111 ot 162) cboTBETHO NpH rpyNHTE, JEKYBAHH C IJIanedo 1 MPaMHUIIEKCOI
(p=0,001), koeTo choTBETCTBa Ha Opoii, Hy)aaenu ce ot ederune (NNT) manuentn - 6 (95%CI: 3,5;
13,4).

IlennaTtpuyHa nomyJanus

EBpormneiickaTa areHuys no jgekapcTBaTa oTJIara 3aJbJXKEHUETO 32 IPEJOCTaBsAHE Ha PE3YATATUTE OT
npoyuBanusitTa ¢ MIRAPEXIN BBB BcHUKM NOATPYNH Ha NeAUaTpHUUHaTa nomyiaanus npu CUHIpOM
Ha HECTIOKOWHHTE Kpaka (BXK. Touka 4.2 3a nH(pOpMaIis OTHOCHO yIToTpeOa B IIeAMATPHUATA).

Kinandna eukacHOCT 1 Oe3omacHocT npu cuHIpoM Ha TouretteEdukacHoCcTTa Ha MpamMuIieKco
(0,0625-0,5 mg Ha fieH) Mpy NEANATPUIHY MAIIMEHTH HA BB3PACT OT 6 10 17 TOAWHY ChC CHHAPOM Ha
Tourette, e oreHeHa upe3 6-CeIMUIHO, TBONHO-CIIATIO, PAaHIOMHU3HPAHO, IHIAIE00-KOHTPOIHUPAHO
W3IIMTBaHE ¢ MPOMEHINBA 103a. Panmommsupanu ca obmio 63 manuentn (43 Ha mpamunekcon, 20 Ha
iane6o). [IspBuuHaTa KpaiiHa Touka e nmpomsiHaTa Ha O6mus Tuk ckop (Total Tic Score (TTS)) mo
Ckanara Yale 3a rmobanHara texect Ha TukoBete (Yale Global Tic Severity Scale (YGTSS)), B
CpaBHEHHE C M3XOTHOTO HUBO. He e ycTaHOBeHa pasiika MeKAy IPaMHUTIEKCOIT U IIanedo KakTo Mo
OTHOIIIEHUE HA ITbPBUYHATA KpaifHa IIell, TaKa U 10 OTHOIIICHUE Ha HUKOS OT BTOPHYHUTE KpailHH
TOuKH 32 epukacHocT, BKIrounTenHo O0mms Y GTSS ckop, OOIIoTo BrieyaTieHUe Ha MalueHTa 3a
nonoopenue (Patient Global Impression of Improvement (PGI-1)), KnuauunoTo 001110 BrievaTiieHune 3a
nonoopenue (Clinical Global Impression of Improvement (CGI-I)), nian Knuamaanre o0
BIIEYATIICHUS 3a TexkecTTa Ha 3abomsaBaneto (Clinical Global Impressions of Severity of Illness (CGI-
S)). Hexxenanu cbOuTHSI, Bh3HUKHAIH TP HAl-ManKo 5% OT MallMeHTUTE B TpyIara Ha MPaMHITEKCOJL,
1 TI0-YECTH MPH MAIUEHTUTE JICKYBaHHU C IPAMHIIEKCOJI, B CPAaBHEHHE C MAIIMEHTUTE Ha Tu1aneoo, ca:
rimaBoboime (27,9%, miarebo - 25%), ceamuBocT (7,0%, miamedo — 5,0%), ranere (18,6%, miarnedo —
10,0%), noBpbmane (11,6%, manedo — 0,0%), 6o1ka B ropHaTa abmomuHanHa obnact (7,0%,
rane6o — 5,0%), oprocratuana xunotoHus (9,3%, miarebdo — 5,0%), muanrus (9,3%, mianeoo -
5,0%), napyuenus Ha cbHs (7,0%, mnanebo — 0,0%), nucnues (7,0%, mnare6o — 0,0%), uadekius Ha
ropauTe auxaTtenHu metuma (7,0%, mranedo — 5,0%). Apyru 3HaunMy HeXXeTaHd ChOUTHS, BOACTITH
IO TIPEKbCBaHE Ha JICYSHUETO NP MAIMEHTUTE, IPUEeMAaIly IPaMHUTIEKCOJ, ca ChCTOSHHE Ha
00BPKAHOCT, CMYIIIEHHUS B TOBOPA U BJIOIIABAHE HA ChCTOSHUETO (BIIKTE TOYKa 4.2).
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5.2 ®apmakoKMHETHYHH CBOIicTBa

AOGcopbuus
IIpamurnekcosn ce pe3opoupa 6bP30 U M3ISIO CIIE epopaicH mprueM. AOCOTIOTHATA GHOHATHYHOCT €

noBeue oT 90% M MaKCUMAJIHM IIJ1a3MEHH KOHOCHTpAIUU C€ JOCTUTAT MCIKIAY 1 u 3 yaca. HpI/IeM’BT C
XpaHa HEC HaMaJIsIBa CTCIICHTA Ha a6cop6u1/1;1 Ha MpaMHUIICKCOJI, HO ITIOHMKaBa HeliHaTa CKOPOCT.
HpaMI/IHCKCOJ'I € C IMHCIHHA KHHETHUKA M C MaJIKHU pa3jindusd B INIa3MEHUTC KOHICHTPAIUU IPpH
PA3IMYHUTC MMALTUCHTU.

Pasnpenencuue
CBBp3BaHETO HA MPAMHIIEKCOJI C IPOTEHHUTE MPH X0pa € MHOTO HUCKO (< 20%), a 00eMbT Ha

pasmpenenenue e roasm (400 1). [Ipu murexoBe ca HAOMIOJaBaHU BUCOKU KOHIIEHTPAIIUN B MO3bYHATA
ThKaH (OKOJIO 8 ITbTH MO-BUCOKH OT TE3U B TJIa3MaTa).

Buorpanchopmars
IIpaMurmekcos ce MeTaboNnu3nupa B HUCKA CTEIICH B YOBEIIKHUS OPTaHU3bBM.

EnuMunupane
OCHOBHUST HaUWH HA EIMMUHUpPAHE ¢ ObOpeUHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 0b0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KNUPBHC HA paMumeKcon e okoso 500 ml/min, a
OBOpeUHUAT KIUPBHC - pubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Yaca py MIIaJM Xopa a0 12 Jaca mpu Bb3PacTHU.

5.3 IlpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBaHusiTa 32 TOKCHYHOCT P MHOTOKPATHO MPUJIOKEHHUE TIOKA3BAT, Y€ MPAMHIIEKCOI BIIUsC
riaBHO BbpXy (pyHkuuTe Ha [ITHC U sxeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHieH (hapMakoIMHAMUUEH e(peKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IIpaceHla € Ha6J'IIO,I[aBaH0 INOHMXKCHHEC Ha JNUAaCTOJHOTO M CUCTOJHO HAJISIraHe v Ha
ChbpACYHAaTa 4Y€CTOTA, a TCHACHI N 3a XUIIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIICKCOJ [0 OTHOLICHHE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
NP U3cIeIBaHNUs BbPXY IUTbXOBE U 3aiiy. [1pu mirbpxoBe U 3aiiii IpaMHUIIEKCOJI He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTBXOBE B 1031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH ¥ OTPAHUYECHUTE U3CJICABAHH NTapaMETPH HEXXEIaHUTE PEeakuy Ha
NPaMHIIEKCOJI 10 OTHOILICHHE Ha OPEMEHHOCTTa M MBb)KKaTa PEpOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHC (T.e. Pa3aciiAHe Ha Mpenynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKcHueH. [Ipy mpoyuBaHus 32 KApLUUHOT€HEH TOTEHIUAT MBXKKH IITbXOBE
pa3BHUBAT XUIeEpIUIa3us Ha KiIeTkuTe Ha Leydig n aneHOME, KOETO ce 00ACHIBa ¢ MHXHOUpaIus edext
Ha MIPaMUIIEKCOJI BbPXY NMPOIakTHHA. Ta3u Haxo[Ka HE € peJeBaHTHAa KbM KIMHUYHATa yHOTpeoa.
ChI0TO MpOyYBaHe MOKa3Ba, ue B 03U 2 mg/kg (com) 1 Mo-BUCOKH OT TAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXoBe anouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTHXOBE U HE € HaO0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOI'CHHOCT MPH
MUILIKY aJIONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIeIBAaHU BUAOBE.
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6. DAPMAINEBTUYHUAU JAHHHA
6.1 ChnucbK HA NOMOIIHUTE BelllecTBA
ManwnTroin

MAaPEBUIHO HUIIIECTE

CHJIMIIMEB TUOKCH], O€3BOIEH

noBunoH K 25

Mar"e3ueB cTeapar

6.2 HecbBMecTHMOCTH

He e npunoxxumo.

6.3 Cpok Ha roaHocT

3 roguHU

6.4 CroenuaJiHU yCJIOBHS Ha CbXpaHEHHe

Ha ne ce cpxpansar Hag 30°C.
[a ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 J1a Ce Mpe/Ia3Ba OT CBETIINHA.

6.5 /lanHu 3a omakoBKaTa

OPA/ammymunnit/PVC arymunneBn omcrepu

Bcska 6mmctepHa steHTa chabpika 10 TabmeTku.

Kapronenu xytuu, ceapprkamniy 3 wim 10 6muctepa (30 wim 100 TabnmeTkn)
He Bcuukm BHI0BH OMTAaKOBKHM MOTAT Ja OBJAaT MMyCHATH B TIpoaaxoOa.

6.6 ChoenuajaHu NpeaNna3sHU MePKH MPH U3XBbPJIsIHE

Hsama CIICIIMaJIHHU U3UCKBaHM.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

EU/1/97/051/005-006

9. JATA HA IT'bPBO PA3PEHIABAHE/TIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ata Ha mBpBO pa3periaBaHe 3a ynorpebda: 23 gpespyapu 1998
Hata Ha mocnenno nogHoBsiBane: 23 despyapu 2008
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Moapo6ua nHpOpManus 3a TO3U JEKApPCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBporeiickata
areHIus 1o JiekapcTBara http:/ www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 1,1 mg TabneTku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika TabneTka chabpxa 1,5 mg npaMHIeKco JUXUAPOXIOPH MOHOXUApAT (pramipexole
dihydrochloride monohydrate), ekBuBanenrern Ha 1,1 mg .

Buumanue:
Jlo3uTte mpaMuUIeKcoJ, myOJUKyBaHU B TUTEpATyparTa Ce OTHACAT 3a HEropara coJl.
[Topanu ToBa mo3uUTE 1ie OBbIAT M3Pa3sIBaHU MO-I0JTY KaTO MPAMHUIIEKCOJI 0a3a U KaTo MPaMHIIEKCOJT

noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

TabneTtka

Tabnerkure ca Oenu, TIOCKH, KPBIJIH, C ASTUTEIHA YepTa OT JIBeTe CTPaHH U UMAT BJUTHOHAT peledeH
Koz (ot eaHara ctpana ko P11, a ot apyraTa ctpaHa cuMBOJa Ha Kommanusta Boehringer
Ingelheim).

Tabnerkute Morart fa ObJaT pa3/ielIcH! Ha JIBE PaBHU TOJOBUHHU.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenna3zHaueH 3a JICUCHHUE NMPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatnyHa 6onect Ha Parkinson camocrositenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JIEBOJIOTIA,
T.€. B X0J]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOTaTo eeKTHT Ha JIEBOIOIIa HaMallsBa MIIA CTaBa
HEIIOCTOSIHEH U ce HaOmomaBaT QIyKTyallly B TePaneBTHIHIS ¢PeKT ((IyKTyalluy Py H34epIIBaHe

Ha j03ara Wik “on off” urykryarun).

MIRAPEXIN e npeaHa3zHaueH 3a CAMIITOMaTUYHO JICYEHHUE TIPU BB3PACTHU HA YMEPEH J10 TEXKBK
uauonatndeH CHHIPOM Ha HECTIOKOWHHM Kpaka B 1031 10 0,54 mg 6a3a (0,75 mg cou) (BXk. Touka 4.2).

4.2 Jlo3UpoBKa U HAYMH HA NMPUJIOKEHHUE
Jo3upoBka

Bosect Ha Parkinson

I[HCBHaTa A03a CC pasnpeaciisd IOPaBHO Ha TPpU OTACIIHU ITpHUEMaA.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, kaTo ce 3amodne ¢ 0,264 mg 6a3a (0,375 mg cou)
JIHEBHO, CIIe]] KOETO C€ yBeJInu4yaBa Ha BCEKHU S5 - 7 JHU. AKO MpHU MalMeHTa He C€ yCTaHOBSABAT
HETIOHOCHMH HEKEJTaH! JIEKApCTBEHH PEaKIIMH, J03aTa CIe/IBa J]a ¢ TUTPHPA 0 IOCTUTaHe Ha
MaKCHMaJIeH TepareBTH4YeH e(heKT.
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Cxema Ha nosupane Ha MIRAPEXIN upe3 mosumasane Ha T03UTE

Cenmuna Jo3za OO011a nHEBHA Jo3za OO011a nHEBHA
(mg 6aza) Jo3a (mg 6aza) (mg coi) J03a (mg cou)

1 3 x 0,088 0,264 3x0,125 0,375

2 3x0,18 0,54 3x0,25 0,75

3 3x0,35 1,1 3x0,5 1,50

AKoO ce Hajara rmo-HaTaThIIHO YBelIMUaBaHe Ha JI03aTa, JHEBHATA JI03a CIIe/Ba Jia Ce MOBHIIIABA C
0,54 mg 6a3a (0,75 mg cox) Ha cemMuIIa A0 JOCTUTAaHE HA MaKCUMAaJTHA THEBHA f03a 3,3 mg 0aza
(4,5 mg com).Bce mak TpsiOBa 11a ce 0TOENEkKH, e CIIydanuTe Ha CHHIMBOCT C€ YBEIMYABAT IIPH T03U
MO-BUCOKH OT 1,5 mg (com) Ha neH (BX. Touka 4.8).

1lo00vporcawio nevenue:

WuauBuayanHaTa q03a MpaMHIIeKco TpsOBa aa 0bae B pamkute Ha 0,264 mg 6a3a (0,375 mg con) 10
MakcuMaiHa go3a 3,3 mg 6aza (4,5 mg con) naeBHO. [1o BpeMe Ha OCHOBHH MPOYYBAHUS C
MOBHIIIABAHE HA JI03aTa HAYaJIOTO Ha e(hekTa ¢ HabJItoJaBaHo pH JHEeBHA 1032 1,1 mg 6a3za (1,5 mg
con). [To-HaTaThK M03aTa cienBa Jia ce aJanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTTOBOP U MOsIBATa HA
HEXKeJIaHW peakluy. B KIIMHUYHN H3MUTBaHUS OKOJIO 5% OT MalMEHTUTE ca MOyYaBad JO3U 01
1,1 mg 6a3a (1,5 mg comn). [Ipu HanpenHana Gonect Ha Parkinson /1031 mpaMHUIIEKCOIT TTO-BHCOKH OT
1,1 mg 6a3a (1,5 mg coxn) Ha AeH MOXKe J1a ca OJXOISIIH 32 OOJHHU, IPH KOUTO Iie ObJic HamassiBaHa
Jo3ata Ha JieBojiona. [IpenopsuBa ce JO3UpoOBKaTa Ha JIEBOAOIA Ja Ce MOHMW)KaBa, KAKTO 110 BpeMe Ha
MOBHUIIIABAHE HA J103aTa, TaKa ¥ 10 BpeMe Ha nmojabpkamoTo Jeuenue ¢ MIRAPEXIN, B 3aBucuMocT
OT PEaKIMUTE HA OTJICITHUTE MAUCHTH (BXK. ToUKa 4.5).

IIpexpamsasane Ha reuenuemo:

BresanmHOTO npekpaTsBaHe Ha JONAMHHEPTUYHOTO JICUSHHE MOXKE Ja JJOBEJE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHIPOM. [Ipamunekcon TpsOBa na Ob/ie HaMalsiBaH MMOCTEIICHHO C
0,54 mg 6a3a (0,75 mg coxn) Ha JieH, TOKaTo JHEBHATA J03a ce peayuupa no 0,54 mg 6a3a (0,75 mg
con). Cnent ToBa fo3ara ce nmoHrkasa ¢ 1o 0,264 mg 6a3a (0,375 mg coin) Ha AeH (Bxk. Touka 4.4).

Hayuenmu ¢ 6pOpeunu yepescoanus.:
EnuMuHHpaHeTO Ha PaMHUIIEKCOJI 3aBUCH OT ObOpeuHaTa (GyHKIHS. 3a 3a104BaHe Ha JICYCHUETO Ce
IpernopbyBa ClieaHaTa CXxemMa Ha J03UpaHe:

[Ipu manmeHTH ¢ KpeaTHHUHOB KIUPHHC HaJ 50 ml/min He € HE0OX0AMMO HaMalsiBaHE HA THEBHATA
J103a WM Ha 4eCTOTaTa Ha MpHJIaraHe.

[Ipu manueHTH ¢ KpeaTHHUHOB KIUPBHHC Mexay 20 u 50 ml/min, HayanHaTa JHEBHA 1032
MIRAPEXIN TpsiOBa ia ce pasmpeend B ABa OTASITHH ITpreMa, kato ce 3armoune ¢ 0,088 mg 6aza
(0,125 mg comn) nBa metu aaeBHO (0,176 mg 6a3a/0,25 mg con nueBHO). He TpsOBa na ce HagBuUIIaBa
MaKCHUMallHa JIHEBHA /1032 oT 1,57 mg nmpammumnekcon 6a3a (2,25 mg com).

[Ipu manueHTH ¢ KpeaTHHUHOB KIUpHHC oA 20 ml/min maeBHara n03a Ha MIRAPEXIN ce npunara
BEJIHBXK JTHEBHO, ¢ HavanHa 1o3a ot 0,088 mg 6aza (0,125 mg coxn) naeBHo. He TpsiOBa na ce
Ha/IBHIIaBa MaKCHMaJHa JHeBHA 703a oT 1,1 mg mpamunexcon 6a3a (1,5 mg comx).

Ako 6b0peuHaTta (yHKIHSI HaMalsiBa M0 BpeMe Ha TOTbPIKaIIOTO JeueHNe, JHeBHATA 1032 Ha
MIRAPEXIN Tps6Ba 1a 0b/ie MOHMKEHA C TOIKOBA IMPOIIEHTA, C KOJIKOTO C€ € MTOHIKIUIT
KPEaTHHUHOBHSI KIIMPBHC, T.€. TIPH CIaJlaHe Ha KpeaTHHUHOBUS KiIupbHC ¢ 30%, nHeBHATA 1032
MIRAPEXIN TpsioBa na 061e moHmxkeHa ¢ 30%. J[HeBHaTa 1032 MOXKeE J]a ce pa3/iey Ha IBa OTIEITHU
npreMa Ipy KpeaTHHUHOB KIuphHC Mexay 20 u 50 ml/min u 1a ce npuema eTHOKpaTHO MpH
KpeaTHHWHOB KIMpBHC 1o 20 ml/min.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

be3omacnoctra n edukacHocrra Ha MIRAPEXIN mipu meria mox 18 romuHy He ca YyCTaHOBEHHU
Yrorpebara Ha MIRAPEXIN npu 6omect Ha Parkinson HAMa mpakTHIecKo MpUIOKEHUE B
neinaTpuyHaTa MOy JIaIHs.

CHHIPOM Ha HECIIOKOWHHU KpaKa

IIpenopruBanaTa HavanaHa 1o3a MIRAPEXIN e 0,088 mg 6a3a (0,125 mg coi), mpreMaHa eauH ITbT
ITHEBHO 2-3 yaca mpenu Jisrane. [lpy nanuenTy, Hy)K/Jaely ce OT JOITBIHUTEHO 00JIeKIaBaHe Ha
CUMIITOMATHKATa, 103aTa MOKe Ja ObJe YBeTMUcHa Ha BCeKH 4-7 NeHa 10 MakcuMaiHa go3a 0,54 mg
6a3a (0,75 mg cox) Ha geH (KaKTO € TTOKa3aHo B TabJIUIIaTa TO-J0JY).

CxeMa Ha po3upane Ha MIRAPEXIN

CTbIKH Ha Benubx THEBHO Bennbx THEBHO

TUTPUpAHE Beuepna noza Beuepna noza
(mg 6a3a) (mg comn)

1 0,088 0,125

2% 0,18 0,25

3* 0,35 0,50

4% 0,54 0,75

* aKo € HE0OXOIUMO

CrereHTa Ha NOBJIUSBAaHE Ha nmanmuceHTa Tpi[6Ba Ja CC OLCHMU CJICH 3 MEcela JCUYCHUEC U
H€06X0,[[I/IMOCTTa OT IPOABJIKaBaHC HaA JICUCHUETO Tp)l6Ba Ja c€ mpepasricaa. AXO JIeYeHHETO €
IMPEKBCHATO IMMOBEYC OT HAKOJIKO AHHU, TO Tpi[6Ba Ja 3ar04He OTHOBO C TUTPUPAHC HA A03aTa, KaKTO €
H3JIOKCHO IMMO-TOpC.

Ilpexpamseane na rewenuemo

Tbil kaTo JHEBHATA A03a 3a JiedeHrue Ha CUHAPOM Ha HECIIOKOMHU Kpaka HsiMa Aa Hajnsumasa 0,54 mg
0aza (0,75 mg com) MIRAPEXIN moxe na 6b/e npexpareH 0e3 a ce HamansBa nocterneHHo. [1o
BpeMe Ha 26-ceIMUYHO Tu1ane0o KOHTponupano usnursane, npu 10% (14 ot 135) ot manuenTure e
HabmogaBan pebayn Ha CHHIpoMa Ha HECTIOKOMHHTE Kpaka (BIIOIIaBaHEe Ha TEXKECTTa Ha
CUMIITOMHUTE B CPABHEHHUE C U3XOTHOTO HHUBO),CIIeN PSI3KO MPEKpaTsABaHe Ha JICUEHUETO. Y CTAHOBEHO €,
4e TO3U ePEeKT € CXOACH MPH BCUYKH JIO3H.

Tayuenmu ¢ 6vbpeunu yepesrcoanus

EnnMuHMpaneTo Ha mpaMuIiekco 3aBucy ot 0b0peunara ¢pysakmws. [Ipu manuenTy ¢ KpeaTHHHHOB
KupbHC Ham 20 ml/min He € HEOOXOMMO MMOHMKABaHE Ha THEBHATA J103a.

Yrorpebata Ha MIRAPEXIN He e mpoydeHa mpy MarueHTH Ha XeMOIWAIN3a WK IPH TAITUEHTH C
TEXKO ObOPEUHO YBpEKIaHE.

Hayuenmu ¢ yeproopobuu yepescoanust
He e HeoOxoauMo afantTupaHe Ha J03aTa Ipy NAlMeHTH ¢ YepHOAPOOHA HEAOCTAThYHOCT, Thil KaTo
90% ot abcopOUPaHOTO AaKTUBHO BEIIECTBO CE€ EKCKPETHpPa Mpe3 ObOperuTe.

Ileduampuuna nonyrayus
He ce npenopruBa ynorpedata Ha MIRAPEXIN npu gena u roHo1wM o 18 roAuHu mopaju immncara
Ha JIaHHM 3a 0e30MacHOCTTa U e(DUKACHOCTTA.
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CunnapoM Ha Tourette

Ileouampuuna nonynayus

MIRAPEXIN He ce mperopbyBa 3a ynotpeda ImpH Jiela v FHOIHY 1o 18-roaummm, T KaTo
eukacHOCTTa B OE30MMacCHOCTTA MPH Ta3| momyinanus He ca ycranoeHn. MIRAPEXIN we Tps6Ba na
ObJe mpuiIarad Ha Jela WK IOHOLIHM ChC CHHAPOM Ha Tourette, mopaay OTpULATEIIHOTO CHOTHOIICHHE
TOJI3a-PUCK 32 TOBA 3a0oMsBaHe (B Touka 5.1).

Hauyun Ha npuioskeHue

Tabnerkute ce mpuemar mpes ycrara, KaTo ce I'bITaT ¢ TeYHOCT ¥ MOTaT Jla ce MpUeMaT KakTo ¢
XpaHa, Taka u 0e3 XpaHa.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:kIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmca MIRAPEXIN nHa manueHnTy ¢ 050peuHo yBpeKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermoppruBa moHIKaBaHE Ha Jj03aTa KaTO C€ CIIeNBAT yKa3aHMATA B ToUka 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKETIaH! pEeaKInK Oruxa

MOTJIH JIa c€ TIOSBST XallfolMHAIMH. [laiueHTuTe TpsAOBa 1a ObAaT NMpenynpe/IeHN 332 Bb3MOXKHOCTTA
OT IT0sIBa HA XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6omect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJH J103aTa Ha JIEBOIOTA.

Enwsony Ha BHE3aITHO 3aCIIMBaHE M COMHOJIEHTHOCT

[Ipammuriekcon ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTIHBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B penku ciydaun ce ch0011aBa 3a BHE3aITHO 3aCITUBAHE TIPe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsoBa
na ObaT mpeAyIpeieHu 3a TOBa U Jja ObIaT IMOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaHA 110 BpeMme Ha Tepanws ¢ MIRAPEXIN. [TanmeHTrTe, Py KOUTO CE€ MOSBSIBAT
CHHJIMBOCT W/WJIH €TIH30]1 Ha BHE3AITHO 3aCIIMBaHE TPSOBaA J1a ce BB3IBPIKAT Ja MOPUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa 1a ce MMa MpenBH HaMajsiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaan Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, MPUEMAIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanazTuBy (BX. TOUkd 4.5, 4.7 u Touka 4.8).

Hapyirenns B KOHTpoJia Ha UMOYJIICHTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
umnyincure. [lannentute n 6omHOTIEIaUNTE TPSOBA 1a OBIAT 3aITO3HATH, Y€ MOTAT /1A CE MOSIBAT
MOBEJIEHYECKA CUMIITOMH Ha HAPYIICHUS B KOHTPOJIA Ha UMITYJICHTE, BKIFOUBAIIH MTaTOJIOTUYHA
CKJIOHHOCT KbM Xa3apT, MOBUIIICHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
naszapyBaHe, MpeshKIaHe U KOMITYJICHBHO MPESKIaHe U MTOBUIIICHA CEKCYaTHOCT Ce ChOOIIaBaT mpu
TIAITAEHTH, JICKYBaHH C JOTIaMHUHOBH aroHuctH, BKiounTelHo MIRAPEXIN.. Tps6Ba na ce 06¢chau
HaMallsiBaHe Ha J103aTa/TOCTENIEHHO CIIHpaHe, aKO Ce Pa3BUAT TAKWBa CUMIITOMH.
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TarMeHTH ¢ ICUXOTUYHU HAPYIIICHUS

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHHS TPAOBA Ja Ce JEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTydanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIHANHUS pUck. EnxHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOJ TpIOBa 1a ce n30sArBa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WU MU MOSBA HA aHOMATTHH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAHC HA JICYCHUCTO,
rnopagu pucCK OT OPTOCTAaTUYHA XUIIOTOHHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesposnentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYCH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JiedeHHe (BXK. Touka 4.2).

Biomasane

Mwma cBeneHus B IuTepaTypaTa, KOUTO MOKa3BaT ye JieueHneTo Ha CHHIpOM Ha HECIIOKOWHU Kpaka ¢
JIOTIaMUHEPTHYHU JIEKAPCTBEHU MPOAYKTH MOXKE J1a IOBEJIE A0 BIIOIIABaHE.

BromraBaneTo ce cBbp3Ba ¢ MO-paHHO HAYaIO0 Ha CHMIITOMAaTHKaTa Beuep (WK I0pH cieaooen),
HapacTBaHe Ha CUMIITOMHTE U pa3NPOCTUPAHETO UM JI0 BKJIIOUBAaHE HA JPYTU KpalHUIIN.
BromaBaseTo € crienanHo U3ciIelBaHO B KOHTPOJIMPAHO KIMHUYHO U3MUTBAHE C MPOIBIKUTETHOCT
26 ceqmunu. Brnomasane e HaOmogasano npu 11,8% oT manmueHTHTe B rpymnaTa, JeKyBaHa C
npamunekcos (N = 152) u 9,4% ot nmauuenTure B rpymnara, jexkyBasa c mianedo (N = 149). Avanusst
no Kaplan-Meier 3a BpemeTo 10 HacThIIBaHE Ha BIOIIABAHE, HE MIOKa3Ba 3HAYMMA Pa3IfKa MEXKIY
IpynuUTe, JIEKyBaHU C IPAMHUIIEKCOII U I1ane0o.

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBBbp3BaHe ¢ IIa3MEHHS IPOTEUH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTEMeH ¢ u1a3Menn npotennd (< 20%) u mpu xopa
npeThpIIsiBa Maiika Ouorpancdopmans. [lopaau ToBa He ce 0YaKBAT B3aMMOJICHCTBUS C IPYTH
JIEKapCTBEHH MPOIYKTH, TIOBJIHSBAIIN CBBP3BAHETO C IIA3MEHHU MPOTEHHHU WITH SITUMUHHUPAHETO Upe3
ounotpanchopmanus Twil KaT0 AHTUXONIWHEPTUIHUTE JICKAPCTBA CE SIIMMUHUPAT IIIaBHO MOCPEICTBOM
ouotpanchopmanus, Bh3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPpaHHUYCHA, HO HE ca TIPOBEIICHH
NpPOYYBaHUS B Ta3u Hacoka. HsaMa GapMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH H JICBOJIONA.

MHXUONTOPH/KOHKYPEHTH Ha aKTHBHUS BT 32 SIMMUHUpPAHE 1pe3 0h0pernTe
HuMmeTnnnH noHmkaBa ObOpEeYHIS KIMPHHC Ha MIPAMHIIEKCOIT ¢ TpuoIu3uTenHo 34%, BeposSTHO

mopaay MHXHOWpaHe Ha KaTHOHHATA CEKPETOpPHA TPAHCIIOPTHA CHCTEMa B ObOpedHNTE TyOyIIH.
ITopaau ToBa nekapcTBEHU MPOIYKTH, KOUTO Ca HHXUOUTOPH Ha TO3W aKTHBEH ITBT 33 EIMMHUHUPAHE
npe3 0BOpennTe WiIn, KOUTO Ce ENMMHUHHUPAT TIOCPEICTBOM HETO, TAKWBA KaTO IMMETHINH, aMaHTaIlH,
MEKCHJIETHH, 3UIOBYINH, INCIUIATHH, XMHUH U TIPOKAaMHAMUJ] MOTaT Ja B3aMMO/ICHCTBAT C
MIPaMHUIIEKCOIT, B PE3yJITAT Ha KOETO /Ia Ce MOHIKN KIMPBHHCHT Ha MpaMuiiekcoll. [lonmkaBane Ha
Jo3aTa Ha MPaMHIIEKCOJ cie/lBa Aa Ce MMa MPEIBU IIPH eJHOBPEMEHHA yIIoTpeda Ha Te3n
nekapctBeHu npoayktu ¢ MIRAPEXIN.

KomOwuHarus ¢ eBoona

Korato MIRAPEXIN ce naBa B KoMOMHAITHS C JIEBOOIIA CE TIPEIIOPhUBa HaMaIsIBaHEe Ha J103aTa Ha
JIEBOJIOTIA U 3aITa3BaHe Ha JI03MPOBKATa Ha IPYTUTE aHTHIIAPKUHCOHOBH JIEKAPCTBEHH MPOYKTH
Jlokato ce nosuiana jgo3ara Ha MIRAPEXIN.
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[Topaay BE3MOXKEH aAUTUBEH €PEKT MAIMEHTHTE, IIPUEMAIIU IPYTH CEJATHBHU JICKApCTBCHU
MPOAYKTH WIX AIKOX0J B KOMOMHAIIUS C PAMUIIEKCOJ, TpIOBa J1a ObJaT MOCHBETBAHU J1a ObAAT
npeana3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHIICUXOTUYHU JICKAPCTBEHU MPOIYKTH
EnnoBpemenHara ynorpeba Ha aHTUIICUXOTHYHH JIEKAPCTBEHN POIYKTH U IIPaMHUIIEKCOII TPsIOBa Aa
ce n30srea (Bx. Touka 4.4).

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct
EdexThT pu X0pa 1o BpeMe Ha OpeMEHHOCT ¥ KbPMEHE He € TIpoy4deH. [IpaMumiekcon He € uMait

TepaToreHeH e(peKT Mpu ILTHXOBE U 3aHIIH, HO € OMIT eMOPHOTOKCHYEH IIPH ITHXOBE B JO3H, TOKCHYHHI
3a MaiikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsOBa 1a ce U3I0I3Ba 10 BpeMe Ha OpEMEHHOCT OCBEH B CTydail Ha KaTerOpuIHa
HEOOXOAMMOCT, T.€. KOTaTo IMOTECHIIMAIHATA 1T0JI3a HAJBHUIIIAaBA OYaKBAHMUS PUCK TIO OTHOIIIEHUE Ha

theryca.

Kbpmene
TBit KaTo ICYCHUETO C MPAMHUIICKCOT HHXHONPA CEKpEeNHATa Ha IPOJaKTHH IIPH X0pa, CE 0YaKkBa

cnpaHe Ha KbpMmarta. He ca mpoBeneHH mpoy9YBaHUS MTPH KEHH 10 OTHOIICHNE Ha EKCKpEIITa Ha
MIPaMUIIeKCOoIT B KbpMata. [Ipy mrpxoBe KOHIEHTpAIMsITa Ha CBbpP3aHaTa ¢ aKTHBHOTO BEIIECTBO
PanIMoOaKTHBHOCT B KbpMaTa € TI0-BUCOKA OT Ta3W B TUIa3Mara.

Twit kaTo municBat ganam npu xopa, MIRAPEXIN He OuBa aa ce mpmara B Ieproja Ha KbpMeHE.
IIpu HanoxuTenHa ynorpeda, TpsiOBa 1a ce mpeyCTaHOBH KbPMEHETO.

DepTUInTET
He ca mpoBexxnanu npoyuBanus 3a epekra BEpXy hepTHiInTeTa npu xopa. [Ipu mpoydsanus npu

KUBOTHH IPAMHIIEKCOJI TOBIUBA €CTPYC LIMKIUTE U HaMaJsiBa QEepTHIINTETA IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB arOHMCT. Te3u mpoy4BaHuUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUIICHUE HA QEePTHIIMTETA IPU MBKKHTE.

4.7 EdexTn BbpXy ciocoOHOCTTA 32 IodupaHe U padoTa ¢ MAIIUHU

MIRAPEXIN Moxe 1a moBiusiec B 3HAUUTENIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane u padora ¢
MaIlIUHHU.

Bb3MokHa € 110siBa Ha ChHIUBOCT WX XaJTKIWHAI M.

[NanuenTure, nexyBanu ¢ MIRAPEXIN, npu kouTo ce HaOmogaBa ChbHIMBOCT W/MITH BHE3AITHO
3acnuBaHe Mpe3 JIeHs, TpsA0Ba Aa ObAaT MpenynpeeHn Aa He opHupaT U 1a He YIIPaKHIBAT
JIEHHOCTH, IPU KOUTO HapylIeHaTa OMUTETHOCT O U3JIOKWIIA TAX MM OKOJIHUTE HA PUCK OT CEPHO3HO
HapaHsBaHEe WM CMBPT (HampuMep padoTa ¢ MaLIMHH) 0 U34€3BaHETO HA TE3U MOBTApSILH ce
eMU301 U CHHIUBOCT (BXK. ChIO TOUKHU 4.4, 4.5 u 4.8).

4.8 Hexenann JekapcTBeHH peaKIMH

OuakBaHM HEXENaHU PEAKUUU

CrnenHUTE HEXENAaHU peakIuy ca odyakBaHu npu yrnorpeda Ha MIRAPEXIN: martomorn4nu chHHUIIA,
aMHe3Hs, TOBEeICHYECKH CUMIITOMU Ha HAPYLICHUS! B KOHTPOJIMPAHETO Ha UMITYJICUTE U
HATPamIMBOCTH KaTO CKIIOHHOCT KbM MpEsDKIaHe M MPEKOMEPHA CKIOHOCT KbM I1a3apyBaHe,
XHUIIEPCEKCYATHOCT U NMATOJIOTUYHA CKIIOHHOCT KbM Xa3apT,ChpledHa HEAOCTaTbYHOCT, OOBbPKBAHE,
3aIeK, HaTy AHU4aBOCT, 3aMasHOCT, AUCKUHE3HS, AUCITHES, YMOPa, XaIIOUMHALIUH, TTIaBodoue,
XbJIIaHe, XUIIEPKUHE3Us, XUIlep(darus, XUIMOTOHHsI, HapyIIIeHa CEKpelrs Ha aHTUANYPETHYEH XOPMOH,
0e3chHHE, HapyLICHHs B TMOUIOTO, TaicHe, MapaHos, nepudepeH OTOK, THEBMOHUS, ChbpOex, OOpUB U
JpYyTH pEaklMu Ha CBPbUYBCTBUTEIHOCT, O€3IIOKOHCTBO, CHHIMBOCT, €IIM3011 Ha BHE3AITHO
3aCHHUBaHE, CHHKOII, 3pUTEIHO HapyIICHHE, BKIIOYUTEIHO JUIJIONHS, 3aMbIJICHO BIDKAAHE U
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HaMaJICHa 3pUTCJIHA OCTPOTA, NOBPBIIAHE, TOHMXKABAHE HA TCTJIOTO, BKIIFOYUTCIIHO [TOHUKCH allCTUT,
IIOKa4YBaHEC Ha TCTJIOTO.

B®3 ocHOBa Ha aHanmM3KM Ha cOOpHU TIae00 KOHTPOIMPaHH MTPOYUYBaHHUs, B KOUTO ca ydacTBanu 1923
NanyveHTy Ha npamunekcon u 1354 nanuenTa Ha miane6o, HeXKeJlaH! JIeKapCTBEHH PEeakLuH ca
CHOOIIaBaHU YECTO U B IBETE TPYIHU. 63% OT ManueHTHTe Ha IpaMHuneKkcon u 52% OT MalueHTHTe Ha
wiane0o choOLIaBaT MOHE e1HA HEeXKeTIaHa JIEKapCTBEHA PEaKIIHsL.

Tabmuu 1 1 2 moka3BaT yecToTaTa Ha HeXeJaH! JIEKapCTBEHU PEakIiy OT I1ane00-KOHTPOIUpaHH
KJIMHUYHYU Tpoy4uBaHus npu Oonect Ha Parkinson u Cunapom Ha HecriokoliHU Kpaka. Hexxenanure
JIEKapCTBEHH PEaKLUH, TOKa3aHU B TE€3W TaOJIUIIM ca OHE3U ChOUTHS, KOUTO ce nosBsBar npu 0,1%
WY TIOBeY€e OT MAIMeHTHTE, JIEKYBaHH C IIPAMUIIEKCON U ca ChOOIIaBaH! 3HAYUTEITHO TO-YECTO MPH
NanyeHTH, PHeMally PaMUTIEKCO B CpaBHEHHUE ¢ T1ane0o, Uik KbAETO CbOMTHUETO ce CMATA 3a
KJIMHUYHO CBBP3aHO. BOIIMHCTBOTO OT HEXENaHUTE JIEKapCTBEHHU PEaKIUH ca JIEKH JJO CPEeTHO-
TEXKH, KaTO OOMKHOBEHO 3all0YBaT B HAYAJIOTO Ha TEpaNMsITa M HMa TeHICHIUS 1a U34e3BaT, J0pU
KOTaTo TepamnusiTa € NpoabHKEHa.

B paMKkuTe Ha CHCTEMO-OPTaHHUTE KJIACOBE, HEKETAHTE JIEKAPCTBEHH PEAKIIHH ca M30POCHHU CIIOpes
yecToTara (Opost MarMeHTH, TIPH KOUTO CE OYaKBa Jia Ce MPOSBHU PEaKIIUsATa), KaToO ca M3MOI3BAHU
CJIETHUTE KaTeropuu: MHOro 4ectu (> 1/10), wectu (> 1/100 go < 1/10), meuectu (> 1/1 000 mo

< 1/100), peaku (> 1/10 000 o < 1/1 000), mHOTO penku (< 1/10 000).

Hati-uecTu Hexenanu peakiyu npu [lapkuHCOHOBa Ooject

Hait-yecto (= 5%) cpoOIiaBaHuTe HEXKETaHN peakiuy NPy nanueHTu ¢ donect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMHIIEKCOJ B CPaBHEHUE ¢ I1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHHUS,
3aMasiHOCT, ChHJIMBOCT, O€3ChHUE, 3aIIeK, XaTIOIUHAIINY, TI1aBoOosre U ymopa. Ciyuanrte Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXKesIaHa PeaKius Mpu KOMOHMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

Tab6muua 1: Bonecr va Parkinson

CucremMo-0opraHHu Hexenanu nexapcTBEHU peakiiuu
KJIaCOBE
WNudexun 1 nabECTAITIN
Heuectn | IMTHEBMOHUS
Hapy1ienus Ha eHJOKpUHHATA CUCTEMA
Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS

B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE

Heuectn CKJIOHHOCT KBbM MpesiKIaHe ', PEeKOMepHa CKIOHOCT KbM
nasapyBaHe, HaTyIHHYABOCT, XHrepdarus', XUIepceKkCyaTHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro gectn 3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectu rinaBoboime

Heuectu AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn 3PUTETHO HApPYIIIECHHUE, BKITIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

1
Heuectn | ChbpACYHA HCAOCTATHIHOCT
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Cb10BU HapyIICHUS
Yectn | XUTIOTOHUS
PecnimpaTopHu, TpBIHN U METUACTHHAIHNA HAPYIICHHUS
Heuectn | JIMCITHESI, XBJIIIaHEe
CromainrHo-4peBHU HapyIIeHUs
MHoro uectu rajicHe
Yectn 3aIleK, ITOBPBIIAHE
HapymieHns Ha KoXaTa W IMOJAKOKHATA ThKaH
Heuectn | peaxIui Ha CBPBYYBCTBUTEIHOCT, ChPOEK, OOpUB
OO0 HapymieHus U e()eKTU Ha MACTOTO HA PUIIOKCHHE
Yectu | yMopa, nepudepeH 0ToK
W3zcnenBanms
Yectu MOHIKABAHE HA TETIIOTO, BKIIFOUMTEITHO ITOHUKEH AlleTHT
Heuectu MOKa4YBaHe Ha TETJIOTO

'"Tasu Hexenana peakims e HaGJIIO[ABAHA 1O BpeMe MoCTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXe 1a Ob/e U mo-Hucka. [IpennsHo n3uncnspane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce € MOsBsIBMIIa B 0a3ara JaHHU OT
KIIMHAYHYA W3MUTBAHUA Ha 2 762 manueHTH ¢ bomectra Ha Parkinson, iekyBaHU ¢ mpaMHUTIEKCO.

CuHIpOM Ha HECITOKOWHU Kpaka, Hal-uecTH HeKeJIaH! PEeaKITnu

Haii-uecto (= 5%) cho0I1aBaHNTE HEXKENAHU PEaKIIUH MPHU MalueHTH ¢h¢ CHHIPOM Ha HECIIOKOWHHU
Kpaka, JIeKyBaHU C IPaMHUIIEKCOJI, ca TajieHe, TaBo0oIre, 3aMassHOCT U yMopa. ['ajiene u ymopa ce
cboO1IaBaT Mo-yecto npu >xeH, jtekyBanu ¢ MIRAPEXIN (cvotBetHO 20,8% 1 10,5%) B cpaBHEHHE
¢ MBXKe (ChOTBETHO 6,7% 1 7,3%).

Tabanma 2: CHHIpOM Ha HECIIOKOWHU Kpaka

CucteMo-opraHau Herxenanu gexapcTBEHH peakLuu
KJIacoBe
Wndexumu n nadecranmu
Heuectn | TTHEBMOHHS
Hapymenus Ha eHIOKpUHHATA CUCTEMa
Heuectu | HapylueHa CeKpels Ha AHTHMYPETHICH XOPMOH'
[IcuxuuHu HapyIIEeHHS
Yectu HaTOJOTMYHH CHhHUIIA, Oe3ChHHE
Heuectn MOBEJICHYECKN CUMIITOMH HAa HAapyIIECHUs B KOHTPOJIMPAHETO Ha

HMITYJICUTE U HATPAITYUBOCTH KAaTO CKIOHHOCT KbM MpeskIaHe U
MPEKOMEPHA CKJIOHOCT KbM Ta3apyBaHe, XHUIIEPCEKCYATHOCT U
IATONOTUYHA CKIIOHHOCT KbM Xa3apT', 00hPKaHOCT,
HAJTYJHAYABOCT', XaIIOMMHALNH, XHTepdaris', HapyIIeHre Ha
JIMOUAOTO, HapaHOSIl, 0€3IO0KOMCTBO

Hapymienus Ha HepBHaTa crcTeMa

Uectn 3aMasHOCT, TJIABOOOJINE, CHHIUBOCT

1 1
Hedgectn AMHE3UA , TMCKUHE3UA, XUTICPKUHE3UA , CIN3011 HAa BHE3AITHO
3aClIMBaHC, CHHKOII

Hapymwenus Ha ounrte

Heuectu 3PUTCIIHO HAPYIICHUEC, BKIIIOUUTECIIHO JUITIONNA, 3aMBIJICHO
BIOKOAHC 1 HaMaJICHA 3pUTCIIHA OCTPOTa

CopaeyHu HapyLeHHs

Heuectn | CHpJeYHA HeIOCTATHYHOCT
Cp10BU HapyIIeHUS
Heuectn | XUIOTOHUS
PecnimpatopHy, rpbIHA U MEAUACTHHAIHU HAPYIICHUS
Heuectn | JCTIHES, XbJILIaHe

CromairHo-4peBHU HapyIIeHUs
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MHoro 4yectu rajieHe
Yectu 3areK, MOBPhINaHe
Hapyiienns Ha Ko)aTa ¥ OJKOKHATA ThKaH
Heuectn | peaKIuy Ha CBPHUYBCTBUTEITHOCT, ChpOEK, 0OpUB
OO0y HapymeHus 1 e)eKTH Ha MICTOTO Ha IPUIIOKECHHE
Yectn yMopa
Heuectu nepudepeH OTOK
N3cnensanus
Heuectn MMOHIKaBaHe Ha TETJIOTO, BKIFOYUTEITHO TIOHW)KEH alleTHT,
MOKAYBaHE Ha TETJIOTO

'Tasu HexenaHa peakis e HaGTIO[ABAHA 1O BpeMe MocTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBeYe OT HeYecTa, HO MOXe 1a 0b/e U mo-Hucka. [IpennsHo n3ancnspane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce € MOsABsIBMIIA B 0a3ara JaHHU OT
KIIMHAYHA W3nUTBaHus Ha 1 395 marmenTn cbc CHHAPOM Ha HECTIOKOWHU Kpaka, JICKyBaHH C
TIPAMHUTIEKCOJL.

CBHINBOCT
[IpaMumnekcol e CBbp3aH YeCTO ChC CHhHIMBOCT U HEYECTO CE CBBHP3Ba C MPEKOMEPHA CHHIIMBOCT Tpe3
JISHS ¥ €ITU30/1M Ha BHE3aITHO 3acTuBaHe (BXK. CHINO ToUYKa 4.4).

Hapymenwnst B 1uOnIoTo
[Ipamumnekcon Mosxe aa ObJe CBbP3aH HEYECTO ChC HAPYIICHHUS B THOUIOTO (IIOBHIIABAHE HIIH
TTOHIKABAHE).

HapyiiieHus B KOHTpoJIa Ha UMITYJICHTE

[NaTonornvHa CKIOHHOCT KBbM Xa3apT, MOBHUIICHO JTHOWI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
W Ma3apyBaHe, IpesDKAaHe i KOMITYJICHBHO MPEHKIaHe MOTAT Jia Ce MOSBAT MPH MAIEeHTH, JICKYBaHN
¢ JoTTaMUHOBH aroHucTH, BKirounTetHo MIRAPEXIN (Bk. Touka 4.4).

B perpocrieKTHBEH CKpUHUHT Ha IIPEICTAaBUTETHA H3BAKa U IPOyYBaHE CITydal-KOHTpPOIIa,
BrorrouBamy 3090 manueHTH ¢ mapkoHcoHoBa 0osecT 13,6% OT BCHYKYM MAIMeHTH, TTOII0KECHH Ha
JIOTIAMHHEPTUIHO JICUCHUE YIIH He-I0ITaMHHEPTHYHO JICUCHUE NMAT CUMIITOMH Ha HApYIICHHUE B
KOHTpOJIa Ha MMITYJICUTE B TIEpHUO/Ia Ha MTOCIICTHUTE IIecT Mecera. HabmronaBanuTe MposBH BKITFOYBAT
MaTOJIOTHYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEpPHA CKIIOHHOCT KbM ITa3apyBaHe, KOMITYJICHBHO
MpespKIaHe U HaTPAITIUBO CEKCYaITHO TIOBeIeHNE (TIOBHIIIEHA CEKCYATHOCT). Bh3MOKHHTE
HE3aBUCHUMH PUCKOBH (DAKTOPH 332 HApPYIIEHUS B KOHTPOJIA Ha HMITYJICUTE BKIIOYBAT JOTTAMUHEPTUIHO
JICYCHHUE W TTO-BUCOKH JIO3W Ha JOITAMHHEPTHYHO JICUCHHE, ITO-MIIafia Bh3pacT (< 65 ronuHn),
0e30paune u choOIIeHa (PaMIITHA aHAMHe3a 332 CKIIOHHOCT KBbM Xa3apT.

ChbpaeyHa HEIOCTAThYHOCT

ITo BpeMe Ha KIMHHUYHYU MPOYYBAHHS U TIOCTMAPKETHHIOBUS OIUT € ChOOIaBaHa ChpacYHa
HEJIOCTaTHYHOCT IIPH MAIMEHTH ¢ MpaMuIiekco. [1o Bpeme Ha hapMaKOEIHIEMUOJIOTHIHNUTE
MIPOYYBaHUS, MPUIIOKEHUETO Ha IPAMHIIEKCOJI € CBBP3aHO C IOBHIICH PUCK OT ChpAcYHa
HEIOCTaTHYHOCT B CPABHEHHUE C HENPUIAraHETO Ha IpaMHIieKkcoll (HabmrogaBaHa CTEIEH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsama xIuHWYEeH OMUT ¢ TeKKHU CiIydad Ha npeno3upane. OuakBaHUTE HeXeJlaHU Peakiiy ca Te3H,
CHOTBETCTBALIH Ha (papMaKkoIMHAMUYHUS PO(UIT HA JOTTAMHHOB arOHHCT, BKITIOUBAIIIHN TajeHe,
MOBpBIaHe, XUMIEPKUHE3N, XaTIOIMHALINHY, Bb30yAa U XUMOoTOHU. He e ycTaHOBeH aHTHAOT NpU
Mpeao3upaHe ¢ JONMaMUHOB aroHUcT. [Ipy Hanyu4re Ha CUMIITOMHM 33 CTUMYJIHpaHe Ha IIeHTpaiHaTa
HEpBHA CUCTEMa MOJKE Jla ce NPUIIokKaT HeppoenTuuu. IIpu npeno3upane Moxe J1a ca He0OXOAUMU
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06]].[1/1 noAaAabpIKali MCpONIpUATHS B KOM6I/IH3.I_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IH(l)ySI/II/I,
npujiaraHe Ha akTUBCH BBIJICH U MOHUTOPHUPAHE Ha EKT'.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMUYHH CBOMCTBA

®apMakoTepaneBTHYHa Ipyla: aHTUIIAPKUHCOHOBH JIeKapcTBa, JornamMmuHoBu aronuctu, ATC kox:
N04BC05

MexaHn3bM Ha JIEHCTBUE

[Ipamuriekcosn e J0NaMHUHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIIEKTUBHOCT U CHEIIM(DUIHOCT C
D2 nonaMrHOBUTE PELENITOPH, U MO-CIIEUATHO UMa ahUHATET KbM TeXHUS moaTun D3, u uma meiHa
BBTpELIHA aKTUBHOCT.

IIpamunekcon obiex4aBa mposiBuTe Ha [lapkiHCOHOBAa MOTOpPHA HEIOCTATHUHOCT Ype3 CTUMYJIMpaHe
Ha JONaMHUHOBUTE PELENTOPH B cTpuaTyMa. IIpoyduBaHus Ipy )KUBOTHU COYAT, 4€ IIPAMMIIEKCOJ
WHXUOHUPA CUHTE3a, OTACISHETO U MeTa00IM3Ma Ha JI0IIaMHHA.

MexaHU3MBT Ha JieicTBHE Ha IIPaMUIIEKCOJI KaTo CPeJICTBO 3a jJeueHne Ha CHHAPOM Ha HECTTIOKOWHU
Kpaka e Heu3BecTHO. HeBpodapmakonornyiu 1oka3aTescTBa Mpeanoiarat IbpBUYHO BKIIOUYBaHE Ha
JIOTIaMUHEPrUYHaTa CUCTEMA.

(DaDMaKOIII/IHaMI/I‘IHI/I ed)eKTI/I

IIpu noOpoBoy € HabII0AaBaHO 103a-3aBUCUMO HaMaJIeHHe Ha IIposiakTUH. 11py KiInHUYHO
W3MUTBaHE ChC 31paBu 100poBoinH, B koeto MIRAPEXIN Tabnerku ¢ yIbikeHO 0CBOOOKIaBaHe ce
TUTPHUpAT Mo-0bp30 (Ha BCeKH 3 IHM) OT MpenopbyBanuTe 10 3,15 mg npamumnekcon 6aza (4,5 mg
COJI) Ha JIcH, € HaOJII0JaBaHO MMOBHIIABaHE HAa KPHBHOTO HAJISITAHE U YCKOPSBAHE HA ChPACYHHS
puTbM. TakuBa edexTu He ce HabIIOAABAT MPU UNKUTBAHE C MAIIEHTH.

Knnanyna edukacHocT M 6e30macHoCT npu Gosect Ha Parkinson

[Ipamunekcon HaMansiBa MPU3HALIMTE U CHMIITOMHTE Ha HaUoNaTHYHaTa Oosiect Ha Parkinson.
IIpoBenenu ca miane6o-KOHTPONIHPAHU KIIMHUYHY Mpoy4yBaHus, Bimousamy 1 800 manuenTa B cTaauii
Ha 3a0omsiBane [-V o Hoehn u Yahr, nekyBanu ¢ npamunekcoi. M3BbH T4x, okoio 1 000, kouto ca
OWiM B HarpegHam cTanuil Ha 3a00JsIBaHETO, ca PUEMall eIHOBPEMEHHO JIEBOJIONA H Ca CTPAJIaid OT
MOTOPHH yCIIOKHEHHSL.

EdukacHocTTa Ha MPaMUIIEKCOI TIPH paHHA U HarpeaHana oonect Ha Parkinson ce momabpxa B
KOHTPOJIMPAaHH KJIMHHYHU TIPOYYBAHUSI 32 TIEPUO] OT OKOJIO IIECT Mecela. B 0TBOpeHHU OMbIHUTEIHU
IMpoy4BaHu 3a NNEPHUOJ HAA TP TOAMHU HE Ca oTOens3aHu IMpU3Hal Ha IOHWKaBaHE Ha
e(pHUKacCHOCTTA.

[Ipu KOHTpONIHMPaHO ABOWHO CISNO KIMHUYHO MPOYYBAHE ¢ MPOABILKUTENHOCT 2 TOIMHH, HauaIHa
TEparus C IpaMUII€KCOJI 3HAYMMO OTJjiara HaCTHIIBAHCTO HA MOTOPHHU YCJIO)KHCHHA U CPAaBHCHO C
HavallHa Tepanus ¢ JIBOJIOMNA pelylupa TsXHaTa mosiBa. ToBa oTiaraHe Ha MOTOPHUTE YCIIOKHEHHS
IpY TIPaAMHTIEKCOJ CIIefiBa Ja ce OallaHCchpa CIPSIMO ITO-TOSIMOTO 1MO00peHre Ha MOTOpHATA
(GyHKIMs pu neBogona (M3mMepeHo upes cpepnara npomsHa mo UPDR-ckana). O6mara yectora Ha
XaJIIOIUHAIIUMA U CHbHJIMBOCT HNPHUHIIUITHO € ITO-BUCOKA BHB (1)3321Ta Ha yBCJIMYaBaHC Ha J03aTa IIpru
rpyrnara ¢ IpamMHIleKcoi. Berpeku ToBa, He € MMallo 3HaYHTENIHA pa3liuKa Mpe3 MmoIabpKamara gasa.
Te3n JaHHU TpSIGBa Ja C€ uMaT npCABU NIpHr 3ario4BaHe Ha JICUCHUECTO C IPaMUIICKCOJI IIPU MalMEHTU
¢ 6onecr Ha Parkinson.
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IlenuarpuyHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOOOXAaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynrature ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha NMegUaTpUYHaTa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHGOpMaNKs OTHOCHO YIOoTpeda B MeIUaTPHATA).

Knnnnyna edbukacHOCT ¥ 6e30macHOCT mpu CHHIPOM HA HECIIOKOWMHY Kpaka

EdukacHocTTa Ha MpaMUTIEKCOT € OIICHEHA B Y€TUPU TUIaIe00-KOHTPOJIMPAHH KIMHUYHA IPOYYBaHUS
npu npubmmutenso 1000 manueHTa ¢ yMepeH 10 TeXbK uauonatudedH CHHAPOM Ha HECITOKOWHU
Kpaka.

IIepBUYHUTE KPAWHH PE3YNTATH 32 €(PUKACHOCT ca CpemHaTa pa3inka OT HAaYaJTHUTE CTOWHOCTH,
n3Mepena o OneHpyHara ckaina Ha CuaapoM Ha HecriokoiHuTe Kpaka (IRLS) n mo O0mo kITmHUYHO
Brieuatienue 3a nojgoopenuero (CGI-I). U 3a nBeTe mbpBUYHU KpaiiHU TOYKHU ca HAOIIOJaBaHH
CTaTHCTUYECKH 3HAYMMHM Pa3JIMKU B TPyNHTE Ha npamurekcon ¢ ao3u 0,25 mg, 0,5 mg u 0,75 mg
MIPaMHIIEKCOJI COJI B cpaBHEHHE C muiarne6o. Cren 12 cemMuny Ha JiedeHHEe Ha9aTHUTE CTOHHOCTH I10
IRLS pesynrat ca momoOpenun ot 23,5 Ha 14,1 Touku 3a mnanebo u ot 23,4 Ha 9,4 ToukH 3a
npamurnekcon (komOuHupanu 103u). Kopurupanara cpenna pasnuka e -4,3 Touxu (CI 95% -6,4; -2,1
toukH, p<0,0001). Crenenute Ha orroop o CGI-I (mogobdpena, maoro momodpena) ca 51,2% u
72,0% cpoTBeTHO 3a 1wranebo u mpamunekco (pazmuka 20% CI 95%: 8,1%; 31,8%, p<0,0005).
EdukacHocrra e HabnmrogaBana ciiefl mypBara cenMuiia Ha jgedenne ¢ 0,088 mg 6a3a (0,125 mg coxn) Ha
JICH.

B mtarte60-KOHTpOUPaHO TOJIMCOMHOTpadCcKo IpoyuBaHe 3a nepruoxa oT 3 ceamuin MIRAPEXIN
3HAYUMO HamallsiBa Oposi Ha TIEPUOUYHUTE IBHKCHHS HA KPAaWHUIIUTE TTO0 BpeMe Ha TIOKOH B JIETIIO.

Hwarocpodnara ehuKacHOCT € OIICHEHa B Iarie60 KOHTPOIMPaHO KIMHUYHO u3nuTBane. Cuex 26-
CeIMAYeH MePHOJ Ha JIeYeHHe, ce HabIoaBa KOPUTUPAHO CPETHO HaMaJIeHne Ha OOIIHs CKOp 110
IRLS ot 13,7 1 11,1 ToukHu, CbOTBETHO B Ipynara, J€KyBaHa C MPAMUIIEKCOI U Ta3H, JEKyBaHa C
mnane6o, cbe cratucTruuecku 3HaunMa (p = 0,008) cpenHa pasnuka npu aedeHueTo ot -2,6. Crenenra
Ha nousBaHe mo CGI-1 —(c m3pazeno mogodpeHue; cbe CUITHO U3pazeHo moaoopenue) € 50,3 % (80
ot 159) 1 68,5 % (111 ot 162) cbOTBETHO TpH TPYIINTE, JTEKYBAHH C TUIANE00 U MTPAMHIIEKCOIT
(p=0,001), xoeTo croTBETCTBa Ha Opoii, Hykaaentn ce ot sederne (NNT) manuenTn - 6 (95%CI: 3,5;
13,4).

IlennarpyyHa momyJIanus

EBpomneiickara areHIus 1o JIeKapcTBaTa oTiara 3abKEHUETO 3a IPEAO0CTaBsIHE HA PE3yITaTUTE OT
npoyuBanusita ¢ MIRAPEXIN BBB Bcuky NOATPYNH Ha NMeauaTprUyuHaTa nomyianus npu CUHIpoM
Ha HECITOKOWHUTE Kpaka (Bxk. Touka 4.2 3a nH(OpMaIus OTHOCHO yroTpeOa B IeIuaTpusTa).

Knnanyna edukacHocT u 6e30nacHOCT npu cuHApoM Ha Tourette

Eduxacnocrra Ha npamunexcon (0,0625-0,5 mg Ha aeH) npy NeAUaTpUYHN TalMEHTH Ha BB3PacT OT 6
1o 17 rogunau cwe cuaapoM Ha Tourette, e omieHeHa upe3 6-CeAMUYHO, TBOMHO-CIIATIO,
PaHIOMHU3UPAHO, IJ1a1e00-KOHTPOIMPAHO U3NINTBAHE C IPOMEHINBA 103a. PannoMu3upanu ca o6mo
63 nmanmenTy (43 Ha mpamunekcodn, 20 Ha miane6o). [IbpBudHaTa KpaliHa TOYKa € TPOMSHATa Ha
Oo6mus Tk ckop (Total Tic Score (TTS)) mo Ckanara Yale 3a rimo6anmHara Texxect Ha TukoBete (Yale
Global Tic Severity Scale (YGTSS)), B cpaBHeHHe ¢ U3X0AHOTO HUBO. He e ycTaHoBeHa pa3inka
MEKAY IMPaMUIIEKCO U IIane00 KakTo 10 OTHOIIEHHE Ha I'IbPBUYHATA KpaliHa TOUKa, TaKa U IO
OTHOIIIEHUE HAa HUKOS OT BTOPHYHUTE KPailHU TOUKH 3a ehUKaCHOCT, BKIFounTeHo Oomms YGTSS
ckop, O0moTO BrieuaTieHrne Ha mauuenTa 3a nmogoopenue (Patient Global Impression of Improvement
(PGI-1)), Knuanunoro o6mio BrievatiieHue 3a mogodpenue (Clinical Global Impression of
Improvement (CGI-I)), wim KiimanaauTe 00mm BrieyaTIeHH 3a TexkecTTa Ha 3a0omsBaneTo (Clinical
Global Impressions of Severity of Illness (CGI-S)). Hexxenanu cb0uTHS, Bh3HUKHAIH TTPHA HAH-MaJIKO
5% oT mamueHTUTEe B rpynara Ha IPaMHIIEKCOJ, U MO-YECTH MPH NAlEHTUTE JIEKYBaHH C
MIPaMUIIEKCOJI, B CPAaBHEHHUE C MAMEHTUTE Ha Tuiaiebo, ca: rmaBodomue (27,9%, miamnebo - 25%),
cerymmBOCT (7,0%, Tmane6o — 5,0%), ragene (18,6%, mrame6o — 10,0%), mosprwmane (11,6%, mianedo
—0,0%), 6onka B ropHara abmomuHaiIHa 06mact (7,0%, rrane6o — 5,0%), opTocTaTUYHA XUITOTOHUS
(9,3%, mnane6o — 5,0%), muanrus (9,3%, mnanedo - 5,0%), HapyIIeHUs Ha ChHS
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(7,0%, mnane6o — 0,0%), mucnres (7,0%, mranedo — 0,0%), nHbeKnrs Ha TOPHUTE TUXATEITHU
nbprrma (7,0%, miarebo — 5,0%). Jpyru 3HauuMu HexellaH! ChOUTHUS, BOJICIIN 0 PEKhCBAHE HA
JICYCHUETO TIPH MAIUESHTUTE, PUEMAIITH MPAMHUIICKCOJI, ca ChCTOSIHIE Ha 00BPKAHOCT, CMYIIICHUS B
TOBOpA U BJIOIIaBaHE Ha ChCTOSHUETO (BIKTE TOUKA 4.2).

5.2 ®dapMakoKWHETHYHHM CBOIicTBa

AOcopOrtus
[Ipamunexkcon ce pe3opOrpa ObP30 U HLSAIO e epopalieH npueM. AOCOTIOTHATa OMOHATTMYHOCT €

noseue oT 90% 1 MakcHMaJHU TUIa3MEeHH KOHIIEHTpalKu ce Jocturat Mmexay 1 u 3 gaca. [IpuemsT ¢
XpaHa He HaMaJsABa CTEeNeHTa Ha abcopOIHs Ha MPaMUIIEKCOI, HO MOHMKaBa HeHAaTa CKOPOCT.
[Ipamunekco e ¢ IMHelHa KUHETHKA U C MAJIKW Pa3IH4us B TUNIA3MEHNUTE KOHIICHTPAIN TIPU
pa3IUYHUTE MAIUECHTH.

Pasnpenenenue
CBBp3BaHETO Ha MPAMUIIEKCOJ C IPOTEUHUTE NMPH X0pa € MHOTo HUCKO (< 20%), a 00eMBbT Ha

pasnpenenenue e roism (400 1). Ilpu mrpxoBe ca HabII0JaBaHW BUCOKH KOHIICHTPAIIMH B MO3bUHATA
THhKaH (OKOJIO 8 ITbTH MO-BUCOKH OT T€3U B IJIa3MaTa).

buorpanchopmanus
[Ipamunekcon ce MeTaboIM3Upa B HUCKA CTEIICH B YOBEIIKUS OPTaHU3bM.

Enumunupane
OCHOBHUSAT HaYWH HA EITMMUHUPAHE ¢ ObOpeuHaTa eKCKpEIUs Ha HEMPOMEHEH MTPaMHUITIEKCOJL.

[pubnusutento 90% ot Gens3zanata ¢ 14C 103a ce eKCkpeTupa upe3 ObopenuTe, a mo-Majiko ot 2%
ce OTKpUBaT BbB (pekanuute. TOTATHUAT KIUPHHC HA MpaMUIieKco € okoso 500 ml/min, a
0BOpeUHMST KIUPBHC - npubuzutenHo 400 ml/min. BpemeTo Ha nosnyenumunupane (t/2) Bapupa ot 8
yaca Mpu MJaau xopa a0 12 yaca npu Bb3pacTHH.

5.3 IpenkJuHUYHM JaAHHU 32 0€30MACHOCT

Hpoy‘lBaHI/ISITa 34 TOKCUYHOCT IIPU MHOTOKPAaTHO NPHUIIOKCHUEC ITOKAa3BaT, Y€ MPaMUIICKCOJI BJIMAC
TJIaBHO BBPXY (byHKLlI/II/ITe Ha HHC 1 JKCHCKAaTa pCNIPOAYKTHBHA CUCTEMA U BEPOATHO CC€ ABJIKAT HA
IMMPECKAJICHO CUJICH (l)apMaKOI[I/IHaMI/I‘lCH e(l)eKT Ha OpaMUIICKCOJI.

HpI/I MAJIKU IpaceHla € Ha6J'IIO,I[aBaHO IIOHM>KCHHEC Ha JUaCTOJHOTO U CUCTOJHO HAJISIraHe 1 Ha
ChbpJACYHaTa 4€CTOTAa, a TCHACHIMA 3a XUTIOTOHUYCH e(l)eKT e 3a0ensa3ana npu MaﬁMyHPI.

IloTeHunaaIHusAT Cq)CKT Ha OpaMHUIICKCOJ 10 OTHOIICHUC Ha PCIPOAYKTUBHATA (I)yHKLlI/Iﬂ € IPOYUCH
IIpu U3CJICABAHUA BBPXY IJIBXOBE U 32.17[LH/I. HpI/I IIBXOBEC U 3a171u1/1 MMPaMHUIICKCOJI HC ITOKa3Ba
TCPATOICHCH G(bCKT, HO € €M6pI/IOTOKCI/I‘lCH IIpU IJIBXOBE B 103U, TOKCUYHU 3a MaiKara. Hopaj:[n
non6opa Ha BHUJa )XKUBOTHU U OT'PAHUYCHUTC U3CJICABAHU MMapaMETPHU HEIKCITIAHUTEC PCAKIIUN Ha
IMPaMHUIICKCOJI IO OTHOLICHUE Ha 6pCMCHHOCTTa 1 MBbJKKaTa pelIpoOAyKTHUBHA CITOCOOHOCT HE ca
HAaIIbJIHO U3CHCHU.

HpI/I IJIBXOBE € Ha6J'IIO,[[aBaH0 3a0aBsiHE HA IMOJIOBOTO pa3BuTUeC (T.e. pa3aciiaHe Ha npenynuuyma u
BarvHaJIHO OTBapﬂHe). 3HaYCHUETO IIpu XO0pa HE € U3BCCTHO.

HpaMI/IHCKCOJ'I HC € TCHOTOKCHUYCH. HpI/I MMpOoy4YBaHU 3a KAPHUUHOTCHCH IMOTCHI A MBXXKH MIIBXOBE
Pa3BUBAT XUIICPILIA3U HA KIICTKUTC Ha Leydlg n aJCHOMH, KOCTO CC 00s1CHsBA C I/IHXI/I6I/Ipa]_I_[I/I}1 e(l)eKT
Ha MPaMHUIICKCOJ BbPXY MPOJIAKTUHA. Tazu HaxoJKa HE € pCJICBaHTHA KbM KJIIMHUYHATa yHOTpC6a.
C’LI.LIOTO IMPOY4YBaHC IMMOKa3Ba, Y€ B 103U 2 mg/kg (COJ'I) 1 TTO-BHUCOKHU OT TAX IMPAMHUIICKCOJI C€ CBBbP3Ba C
ACTrcHCpalrd Ha peTUHATa IIpu IJIbX0BC amOHHOCH. Ilocaennarta HaxoAKa HE CC CpcCllla Ipuru
MUIMCHTUPAHU MIIBXOBE U HC € Ha6J'IIO,[[aBaHa npu 2—I‘O,[[I/IH_IHO IMPOYy4YBaHC 3a KAaHIECPOTCHHOCT IIpH
MUIIKH a.]'I6I/IHOCI/I, KaKTO U IIpU HUTO €AUH OT APYTUTC U3CJICABAHU BUIOBE.
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6. DAPMAINEBTUYHUAU JAHHHA
6.1 ChnucbK HA NOMOIIHUTE BelllecTBA
ManwnTroin

MAaPEBUIHO HUIIIECTE

CHJIMIIMEB TUOKCH], O€3BOIEH

noBunoH K 25

Mar"e3ueB cTeapar

6.2 HecbBMecTHMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHOCT

3 roguHU

6.4 CrnenuaJIHU yCJIOBHS Ha CbXpaHeHHe

Ha ne ce cpxpansar Hag 30°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3a J1a Ce Mpe/lna3Ba OT CBETIINHA.

6.5 /lanHu 3a omakoBKaTa

OPA/ammymunnit/PVC arymunneBn omcrepu

Bcska 6mmctepHa steHTa chabpika 10 TabmeTku.

Kapronenu xytuu, ceapprkamniy 3 wim 10 6muctepa (30 wim 100 TabnmeTkn)
He Bcuukm BHI0BH OMTAaKOBKHM MOTAT Ja OBJAaT MMyCHATH B TIpoaaxoOa.

6.6 CrnenuajHu NpeanasHu MEPKH NMPHU U3XBBPJIsSTHE

Hsama CIICIIMAaJIHU U3UCKBaHM.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/97/051/009-010

9. JATA HA TbPBO PA3PEHIABAHE/TIOJHOBSIBAHE HA PABPEIHIEHUETO 3A

YIHOTPEBA

JlaTa Ha MHEPBO paspermiaBaHe 3a ynorpeda: 23 depyapu 1998
[ata Ha mocnenno nogHoBsiBaHe: 23 depyapu 2008
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[NonpoOHa nHpopManus 3a TO3H JeKapcTBEH MPOAYKT € MpeAocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHnus 1o JiekapcTBara http:/ www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,26 mg TabieTku ¢ yIBIKEHO OCBOOOXKIaBaHE

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska tabieTka ¢ yaphKeHO 0cBOOOXKIaBaHe chabpxka 0,375 mg mpaMHUIIeKCOIT JUXAIPOXIOPH
MoHoXuApar (pramipexole dihydrochloride monohydrate), ekBuBanentes Ha 0,26 mg MpaMHUIIEKCOIT
(pramipexole).

Buumanue:

Jo3zute mpaMunekcoll, myOJIrKyBaHH B JINTEpaTypaTa ce OTHACST 3a HEroBara coll.

[Mopanu ToBa no3uTe mie ObAAT U3PA3IBaHH MO-A0JTY KaTO MIPAMHUIIEKCOII 0a3a 1 KaTo MPaMHUIIEKCOI
noJ popmara Ha con (B cKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TabneTka ¢ yaIbpKEHO OCBOOOXKIaBaHe

Tabnerkure ca 6enu 10 mouTu Oenu ¢ Kpbria gpopma, Chc CKOCEHH PHOOBE H UMAT BATBOHAT penedeH
kox (oT eqHata cTpaHa kox Pl, a ot apyrara ctpana cumBona Ha komnanusta Boehringer Ingelheim).

4. KIIMHUYHU JAHHA
4.1 TepaneBTUYHM NOKA3AHMUS

MIRAPEXIN e npenHa3zHaueH 3a JICUCHHUE NMPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatnyHa 6onect Ha Parkinson camocrositenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JIEBOJIONIA,
T.€. B X0J]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOraTo eeKTHT Ha JIEBOIOIIa HaMallsBa W CTaBa
HEIIOCTOSIHEH U ce HaOmomaBaT GIyKTyally B TePaneBTHIHIS €PeKT ((IyKTyalluy Ipyu H34epIiBaHe
Ha j03ara Wik “on off” urykryarun).

4.2 Jlo3upoBKAa U HAYMH HA NMPUJIOKEHHUE
Jo3upoBka

MIRAPEXIN TabneTku ¢ yIbDKEHO 0CBOOOXKIaBaHe ca MepopaiHa (popma Ha MpaMHUIIEKCO 3a
€IHOKPATCH JHEBCH MPUEM.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, KaTo ce 3amodne ¢ 0,26 mg 6a3a (0,375 mg comn) THEBHO,
CJIe]] KOETO ce yBeJInJaBa Ha BCEKH 5 - 7 THU. AKO TpH MAllMeHTa He Ce YCTAHOBSABAT HETIOHOCHMHU
HEe)KeJIaH! JIEKapCTBEHH PEaKIiH, 03aTa Clie[Ba 1a ce TUTPUpPA 0 MOCTUTaHe Ha MAaKCHMAJICH
TepaneBTUICH ¢(PEeKT.

Cxema Ha noszupane Ha MIRAPEXIN Ta0neTku ¢ yabpkeHO OCBOOOXKIaBaHE Ype3 MOBHUILIABAHE
Ha JIO3UTE

CenMuria JlueBHa fo3a (mg 6aza) JlueBHa fo3a (mg coin)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOJy4YaBalIl JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha IeH MOXKe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/lc HamalsiBaHa
Jo3ara Ha jeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KAaKTO 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakUMHTe Ha OTACTHUTE MAMEeHTH (BX. Touka 4.5).

Ilponychama 0oza

Koraro e mpomrycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0cBOOOXKIaBaHe TPSIOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 00nvaiftHOTO Bpeme 3a ipueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo03ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu c 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Npean Ja ce MOBUIIIN JHEBHATA J103a CIIE eHA CeMHIIA. AKO € HEOOXOANMO MO-HATATHIIHO
MOBHUIIIABAHE HA J103aTa, TS TPsAOBa Aa ObAe yBenuuasana ¢ 0,26 mg mpaMuIexcoln 6as3a mpe3
WHTEPBAJIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa MO0 BpeMe Ha OAbPIKaIoTo JeueHne, Tpa0Ba /1a ce ciueBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenmu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IUMO alaliTUpaHe Ha 103aTa MPH MAlMeHTH ¢ YepHOPOOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMATHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHLYHOCT BBPXY (DapMakOKHHETHKATA HA
MIRAPEXIN obaye He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera mox 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmkeHo 0cBoOOXKaaBaHe pu OosecT Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

HauuH Ha npusioxkeHue

Tabnerkute TpssOBa Ja ce MOTIBIIAT LIEIH C BOJIAa ¥ HE TPsAOBaA J1a Ce IbBUAT, pa3ieisaT Wil
pastporaBar. TabneTkuTe Morar Jia ce pruemMar KakTo ¢ XpaHa, Taka 1 0e3 XpaHa U TpsiOBa Ja ce
MpUEeMAaT BCEKH JIcH MPUOIU3UTEIHO MO €IHO U ChIIO BpEeMe.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOILIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:kIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 YBpeKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpemopruBa MoHIKaBaHE Ha J03aTa KaTo C€ CIeIBAT yKa3aHWsITa B TOUKa 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKEIaHU pEeaKInK Ouxa

MOTIH JIa c€ TIOSBAT XallfolMHAIMH. [lalueHTuTe TpsAOBa 1a ObAaT Npenynpe/IeHn 332 Bb3MOXKHOCTTA
OT IOsIBa Ha XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6oiect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha nqo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJM /103aTa Ha JIEBOOTA.

Enwsonu Ha BHE3aITHO 3aCIIMBAaHE M COMHOJIEHTHOCT

[Ipamuriekcoun ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTMBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B pemku ciydan ce ¢h0011aBa 3a BHE3aITHO 3aCITUBAHE Tpe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a TO OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsioBa
na ObIaT mpeAyIpeieHu 3a TOBa U Ja OBbIaT IOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaH 110 BpeMme Ha Tepanws ¢ MIRAPEXIN. [TanmeHTrTe, MpH KOUTO CE€ MOSBSABAT
CHHJIMBOCT W/WJIH €IM30]1 Ha BHE3AITHO 3aCIBaHEe TPSOBA /1a ce BB3IBPIKAT Ja MOPUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa qa ce MMa MpenBH/ HaMassiBaHe Ha /103aTa Wi MpEeKpaTsBaHe Ha
tepanusaTa. [lopaan Bb3MOXKEH aAUTHBEH eeKT MalueHTHTe, PUEMAIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMHUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanasTuBy (BX. ToUkH 4.5, 4.7 u 4.8).

Hapymenns B KOHTpOJIa Ha UMITYJICUTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOIaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
uMmityscure. [laruentute u GoTHOTIIeAaYNTE TPsIOBA 1a OBIAT 3all03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEJCHUYECKU CUMIITOMU Ha HApYLICHUs B KOHTPOJIA Ha UMITYJICUTE, BKIIFOUBALLIY NAaTOJIOTUYHA
CKJIOHHOCT KbM Xa3apT, MOBUILIECHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
naszapyBaHe, MpeshKIaHe U KOMITYJICHBHO MPEsKIaHe NP MAIECHTH, JICKyBaHU C TOTaMHUHOBH
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKUBA CUMIITOMHU.

IanueHTy ¢ MCUXOTHYHU HAPYIICHUSI

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHUS TPAOBA Ja Ce JIEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTyyanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIHANHUS puck. EnHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOT TpsIOBa 1a ce n30sAraa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WITH MU MOSBA HA aHOMATTUH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagv pucCK OT OPpTOCTAaTUYHA XUIIOTOHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYEH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBbp3BaHe ¢ IIa3MEHUS IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETleH ¢ Iia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmarius. [lopaau ToBa He ce OUAKBAT B3AUMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBIHSBAIIN CBBP3BAHETO C IMJIA3MEHHU MPOTSHHHU WM SITUMUHUPAHETO Ype3
ouotpanchopmanus Twit KaT0 AHTHXONUHEPTHYHUTE JICKAPCTBA CE SNUMHUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBUE C TSIX € OTPaHHUCHA, HO HE ca MPOBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTUBHHUS BT 3a ENMMUHMpPAaHe npe3 0p0penure

HumernanH noHnxaBa ObOpEUHMsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ IpUOIH3UTEnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U aKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTAAlH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIATHH, XWHUH U TPOKAaUHAMUJI MOTaT J1a B3aUMOJACHCTBAT C
NPaMHIIEKCOJI, B PE3YJITAT Ha KOETO J1a c€ TIOHIKH KIUPBHCHT Ha paMunekcol.. [lonnxaBaHe Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Aa Ce MMa MPEIBHU IPH SAHOBPEMEHHA yHoTpeda Ha Te31
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ g1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3alla3BaHe Ha JIO3MPOBKATa Ha PYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
MPOIYKTH WK aJIKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TpOBa Ja ObJaT MOCHhBETBAHM Ja OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAPpCTBCHU IMMPOAYKTH U ITPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnMpaHe Ha KbpMaTa. He ca mpoBeneHH Npoy4BaHuUs MPH KEHU 110 OTHOILCHUE Ha EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mrbxoBe KOHIGHTpaLusITa Ha CBbp3aHaTa C aKTUBHOTO BEILIECTBO
PaIoaKTUBHOCT B KbpMarta € [0-BUCOKA OT Ta3H B IJIa3MaTa.

Twii kato munceat ganau npu xopa, MIRAPEXIN nHe OuBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 EdexTu BbpXy cioco0HOCTTA 32 IO(pupaHe U padoTa ¢ MAIIUHU

MIRAPEXIN Moxe /1a moBiusie B 3HAUUTENIHA CTEIICH CIIOCOOHOCTTA 3a modupaHe u padora ¢
MaIIiHH.

Bb3MokHa € T10sIBa HAa CHHIIUBOCT WU XaJTRIWHAI M.

[ammenTure, nexkyBanu ¢ MIRAPEXIN, npu kouTo ce HaOmoqaBa ChHIMBOCT W/HITH BHE3AITHO
3acrIHBaHe Mpe3 JeHs, TpsOBa 1a ObaaT MpeaynpecHu 1a He IoQupar U Ja He YIpaKHSBAT
JEHHOCTH, TPU KOUTO HapyIleHaTa OAUTEITHOCT OM M3JI0KMIA TAX UM OKOJIHUTE Ha PUCK OT CEPHO3HO
HapaHsABaHE WX CMBPT (Hampumep padoTa ¢ MAITHHM) A0 U3YE€3BAHETO Ha TE3H MOBTAPSAIIN Ce
eMU301 ¥ CHHIUBOCT (BXK. ChIO TOUKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JekapcTBeHH peaKIMH

OuaxBaHU HEXEJaHU PEaKINU

Crennure HeXXeJIaHU peakluu ca oyakBaHu npu ynorpeda Ha MIRAPEXIN: natonornyHu chHUINA,
aMHe3Wsl, IOBEJCHYECKH CUMIITOMH HA HAPYILIEHUS B KOHTPOIUPAHETO HA UMITYJICUTE U
HATPAYUBOCTU KAaTO CKJIOHHOCT KbM NPEKIAHE U IPEKOMEPHA CKIIOHOCT KbM I1a3apyBaHe,
XHUIIEPCEKCYATHOCT U MATOJIOTUYHA CKIIOHHOCT KBbM Xa3apT, ChpJeyHa HEI0CTaThYHOCT, OOBPKBAHE,
3aIeK, HaTyIHU4aBOCT, 3aMasHOCT, AUCKUHE3HA, IUCITHES, YMOPa, XaIIOLUMHALIUH, TTIaBo0oue,
XbJIaHe, XUIIEPKUHE3Us, XuIlepdarus, XUMOTOHMsI, HapyLIeHa CeKpelrs Ha aHTUANYPETHYEH XOPMOH,
0e3cpHHe, HapyLICHHs B TUOUIOTO, TaJeHe, NapaHos, nepudepeH OTOK, THEBMOHUS, ChpOexk, OOpUB U
JpYTH pEaKklMu Ha CBPbUYBCTBUTEIHOCT, OE3MIOKOHCTBO, CHHIMBOCT, U301 Ha BHE3AITHO
3aCIMUBAHE, CUHKOIL, 3pUTEIHO HAPYILIEHUE, BKIOYUTEIHO JUILIONHNS, 3aMbIJICHO BIXKJAHE U
HaMaJleHa 3pUTEIHA OCTPOTA, NOBPBIIAHE, [IOHUKABAaHE Ha TETJIOTO, BKIYUTEIHO [IOHUKEH alleTHT,
[IOKa4YBaHe Ha TErJoTO.

B®3 ocHOBa Ha aHaNmM3KM HA COOPHHU ITae00 KOHTPOJIMPaHH MIPOYUYBaHUs, B KOUTO ca ydacTBaiu 1778
nanueHTu ¢ 6onect Ha Parkinson Ha npamumiekcon u 1354 nauueHTH Ha ruiane0o, HexXeIaHu
JIEKapCTBEHH PEaKLUH ca ChOOIIaBaHH YECTO U B JBETE IPynH. 67% OT MallMEHTUTE HA PaAMUIIEKCO
1 54% oT maumeHTuTe Ha IIanebo choOIIaBaT OHE €AHA HeXeJlaHa JIEKapCTBEHA PeaKIIHs.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPraHHUTE KJIAaCOBE, HEKEJIAHTE JICKAPCTBEHH PEaKIMU ca H30POCHH CIIOpeN
yectoTaTa (Opos MAIMEHTH, TPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3M0JI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaxu (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOliaBaHuTe HE)KEJIAHU PEAKIIMU TIPU HalueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMUIIEKCOJ B CPaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0ore U yMopa. CiydyanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha feH (Bxk. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKiys pu KOMOMHAIIUS C JICBOJIONA € TUCKUHE3uATa. B HaYamoTo Ha JICUCHUETO
MOJKE J1a ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUN

WNudexun u nabecTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KbM MpesiKIaHe ', PeKoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapywenus Ha ounte

Yectn

3PHUTETHO HApYIIIEHHUE, BKITIOYUTEHO U0, 3aMbIIICHO
BIJKIaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHE ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO6mm HapymieHus U eheKTH Ha MACTOTO Ha MPIJIOKCHHE

Yectn

| yMopa, IepudepeH 0TOK
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N3cnensanus

Yectu IIOHM>KaBaHC HAa TCTJIOTO, BKIIFOUHUTCIIHO ITIOHMKCH allICTUT

Heuectn MoKa4yBaHe Ha TErJI0TO

'"Tasu nexenana peaxius e HaOIltoJaBaHa 1Mo BpeMe mocTMapkeTHHroBus onut. C 95% TouHocT,
I'pynara Ha yecToTa € He MOBeYe OT HeYecTa, HO MOXe 1a Ob/ie U mo-Hucka. [IpennsHo u3uucisBane
Ha YecToTaTa He € Bb3MOXKHO, ThI KaTO HeXKeIaHaTa peakius He ce € MOsABSBUIIA B 0a3ara JaHHU OT
KIIMHUYHYU W3NUTBAaHUA Ha 2 762 marentu ¢ bonecrra Ha Parkinson, JlekyBaHU ¢ TpaMHUTIEKCOIL.

CBHIMBOCT
IIpamMurniekcos € CBbp3aH YeCTO ChC CHbHIUBOCT M HEUECTO C€ CBBP3Ba C MPEKOMEpPHA CHHIIUBOCT IIPE3
JICHS ¥ €IU30/11 Ha BHE3aITHO 3acUBaHE (BX. CBIIO Touka 4.4).

Hapyiiienus B 1u6HI0TO
[Ipamunekcon Moxe 1a ObJie CBbP3aH HEUESCTO C HAPYIICHUS B JIMOUIOTO (MIOBUIIIABAHE WIIN
MTOHMYKaBaHe).

Hapymienus B KoHTpoJia Ha UMIOYJICUTE

[laTonorn4Ha CKIOHHOCT KbM Xa3apT, MOBHUILEHO JTUOUI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
U Ta3apyBaHe, IpeskAaHe U KOMITYJICUBHO MpesbKAaHe MOTraT Jla ce MOSIBAT IIPH MallUeHTH, JIEKYBaHU
C IoaMMHOBH aroHucTH, BkmounTenqHo MIRAPEXIN (Bx. Touka 4.4).

B perpocniekTHBEH CKpUHUHT Ha IIPE/ICTaBUTEIHA U3BAKa U IPOyUBaHE CIydyai-KOHTpPOIa,
BkitouBaiy 3090 nmanueHTH ¢ napkoHcoHoBa OonecT 13,6% OT BCUUKM MAIMCHTH, MTOJIOKEHH Ha
JTOTAMUHEPTUYHO JICUEHUE WIH He-IOMaMUHEPTUYHO JICYCHUE UMAT CUMIITOMU Ha HAPYIICHUE B
KOHTPOJIa Ha UMITYJICUTE B TIEPUO/Ia Ha MOCIICAHNUTE IIIeCT Mecelia. HabmoiaBanuTe mposiBU BKITFOYBAT
MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICUBHO
MpespKIaHe U HATPaITYUBO CEKCYalHO MOBeIeHNE (TOBUILIEHA CEKCYATHOCT). Bp3MoxkHUTE
HE3aBUCUMU PUCKOBH (DAKTOPH 32 HAPYIICHUS B KOHTPOJIA HAa UMITYJICUTE BKJIFOUBAT JOMAMHUHEPTHYHO
JICYCHUE U TI0-BUCOKH JIO3U HA JOMAMHUHEPIHYHO JICUCHHE, TIO-MJIaJia Bb3pacT (< 65 ronuHu),
0e30paune u croOIIeHa (haMUITHA aHAMHE3a 33 CKJIOHHOCT KbM Xa3apT.

C’LDI[G‘IHS. HCOOCTATHYHOCT

IIo BpEMC Ha KIIMHUYHU MTPOYYBAHUA U TOCTMAPKETUHI OB OIIUT € C’bO6H_IaBaHa ChbpJCYHa
HEAOCTATBbYHOCT NPU NAMUCHTH C ITPAMHUIICKCOJI. IIo BpEMC Ha (I)apMaKOCHI/II[eMI/IOJ'IOFI/I‘lHI/ITC
MpOoy4YBaHUsA, IPUTOKCHUECTO HA ITPAMHUIICKCOJI € CBBP3aHO C NOBHUILICH PUCK OT ChpACUHA
HEAOCTATBbYHOCT B CPABHCHHUEC C HCIIPWJIATaHETO HAa TPAMHUIICKCOJI (Ha6J’IIO,[[aBaHa CTCIICH Ha pUCKa
1.86; 95% ClI, 1,21-2,85).

4.9 Ilpeno3upane

Hsmva xIMHUYEH OIUT C TEXKKHU CJIydau Ha npeao3upaHe. OuakBaHHTE HEXKETIAHU pcaknunu ca Te3u,
CBhOTBCTCTBAIIlK HA (l)apMaKO,[[I/IHaMI/I‘IHI/IH HpO(i)I/IJ'I Ha JOIIaMHWHOB aroOHUCT, BKJIIFOYBAIIHM T'aZICHEC,
MOBPBIIAHC, XUIICPKUHEC3U A, XAJIIOIUHAIUU, B’B36y,[[a u xunoTonus. He e YCTAaHOBCH aHTUAOT IIPpHU
npeao3upane ¢ J0IMaMUHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMPAHC HA LICHTPAJIHATAa
HEPBHA CUCTCMa MOXKC [1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I npeao3nupane MOXE J1a Cca HeO6XO,I[I/IMI/I
06]].[1/1 noaAabpIKad MCpONIpUATHS B KOM6I/IHaI_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IHq)yBI/II/I,
npujaraHe Ha akKTUBCH BBIJICH U MOHUTOPHUPAHC Ha EKT.

5. ®APMAKOJIOTUYHUA CBOMCTBA
5.1 ®apmakoaMHAMHYHU CBOIicTBa

®dapMmakoTepaneBTHYHA Ipyla: aHTUIAPKIHCOHOBH JIEKapcTBa, nornamMmuHoBu aronuct, ATC ko:
N04BC05
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MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOPH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oiek4yaBa IMPpOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIIaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) XKUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

dapMakoaMHAMUYHU ePEeKTU

[Ipu moOpoBoIM € HabIIIoJTaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KITMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BcekH 3 IHM) OT mpenopbyBanuTe 10 3,15 mg npamunekcon 6asza (4,5 mg
COJI) Ha JICH, € Ha0JI0JaBaHO TIOBUIIIABAHE HA KPHBHOTO HAJNISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
puTbM. TakuBa edekTu He ce HAOIIOaBaT MPY U3MUTBAHUS C MAI[UCHTH.

Knuanyna edukacHocT 1 6e3omacHOCT mpu Oostect Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca miane®0-KOHTPOIUPAHU KIMHUYHHI W3MUTBaHuUs, BkiouBamy 1 800 nauuenTta B craauit
Ha 3a0omsBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
0wy B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IPUEMall €IHOBPEMEHHO JIEBOJOIA U ca CTPaJaiy OT
JIBUTATEIIHU yCIIOKHEHMS.

EdukacHocTTa Ha MpaMHUIIEKCOJI IPU PaHHA U HampeaHana oosect Ha Parkinson ce moaabpxa B
KOHTPOJIMPAHU KJIMHUYHY MPOYYBAHUS 32 TICPUOJT OT OKOJIO IIECT Mecena. B 0oTBOpeHU NONbIHUTEITHH
MPOYYBaHUs 3a MIEPUO/] HAJl TPU TOJIMHU HE Ca OTOENA3aHU MPU3HAIM Ha IOHW)KaBaHEe Ha
e(ukacHoOCTTA.

IIpu KOHTPOIUPAHO ABOHHO CIISTO KIWMHHYHO TPOYUBAHE C TPOIBKATETHOCT 2 TOMHH, HAUalHa
Tepanws ¢ MPaAMUTICKCOJ 3HAYNMO OTJIara HaCTHIIBAHETO HA MOTOPHHU YCIIOKHEHHS U CPABHEHO C
HayaJlHa Tepanws ¢ JIEBOJI0MNA PeIyupa TsIXHaTa mosisa. ToBa oT/iaraHe Ha MOTOPHHUTE YCIOKHEHHS
NpY TIPAMUTIEKCOJ ClIe/iBa Ja ce baaHcupa CpsiMo MO-TOSIMOTO MO00pEHHE Ha MOTOpHATA
(byHKIHSA TpH JeBoaomna (M3MepeHo upe3 cpeanara npomsHa mo UPDR-ckana). O6imaTa yectoTta Ha
XaITIOIMHAIIMY U CHHIUBOCT MPHUHITUITHO € TI0-BHCOKA BHB (pa3ara Ha yBeIWYaBaHe Ha 103aTa MpU
rpymara ¢ mpaMHIIeKcos. Bepeku ToBa, He € MMallo 3HAYUTENTHA pa3sinKa Mpe3 MoaabpiKamara ¢asa.
Te3u qanuu TpsaOBa a ce UMAT MPEIBHU MPH 3aMOYBaHe HA JICUCHUETO C MPAMHUIICKCOIT TP MAI[HEHTH
¢ 6onect Ha Parkinson.

Eduxacnocrra n 6ezomacHoctta Ha MIRAPEXIN TabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE 3a JICUCHNE
Ha OosecT Ha Parkinson e olieHeHa B MyJITHHAIIMOHATHA [TPOTpaMa 3a JIeKapcTBeHa pa3paboTka,
BKJIFOYBAILA TPU PAHIOMHU3UPAHA KOHTPOJIUPAHU U3NUTBAHUSA. J[BETe H3MUTBAHUSA Ca IPOBEICHU IIpU
nanyeHTy ¢ panHa Oosect Ha Parkinson u eqHO M3NUTBaHE € MPOBENCHO MPH MALMEHTH C HaNpeAHaNa
Oonect Ha Parkinson.

[peBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKeHO OCBOOOXKIaBaHe CIPSMO Ianedo ce
HaOmoaBa cien 18 ceqMuIy Ha JiedeHue 1o oTHoieHue u Ha mepBuuHuTe (UPDR-CcKana, ckop no
yact [[+111) u Ha ocHOBHUTE BTOpu4HU (O1ieHKH Ha pecrionaepute 3a CGI-1 u PGI-I) kpaitau Touku 3a
e(hMKaCHOCT B JIBOWHO CJISIO, IJ1aie00-KOHTPOJIMPAHO U3MUTBAHE, BKIFOYBAIIO 00110 539 marueHTu ¢
panHa 6onect Ha Parkinson. [Tonabpixane Ha eukacHOCT ce HaOMFO1aBa IPU NAIIMCHTUTE, JICKYBaHU
33 cenmuriu. MIRAPEXIN TabneTku ¢ yIbKEHO 0CBOOOXKIaBaHE ca HE MO-MaJIKO eUKaCHU OT
MIPaMUIIEKCOJT TabNIeTKH ¢ He3a0aBHO 0CBOOOKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o yact [+

[Ipu nBO¥HO cisino, TUIANE00-KOHTPOIUPAHO U3MUTBAHE, BKIIFOYBAIIO 0010 517 manueHTH ¢
HanpeaHana Oosect Ha Parkinson, KOUToO ca Ha CHITBTCTBAIIIO JICYCHHUE C JICBOJIONA, TIPEBH3XOJACTBO HA
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUTane0o ce HabmoaBa cien 18
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CeIMULIM Ha JieueHHe U 1o oTHomeHue u Ha mepBudHNTE (UPDR-CcKana, ckop no wact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBaHE) KpaHU TOUKHU 32 €(pUKacHOCT.

Eduxacnoctra n noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJETKU C yABIDKEHO OCBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPHHTA IIPH ChIIaTa THEBHA /1032 ca
OLICHEHH B IBOWHO CIIATNO KJIMHUYHO [IPOYyYBaHe NPpH MaleHTH ¢ paHHa Oosiect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemunan Ha MIRAPEXIN Tabnetku ¢
YABIDKEHO 0CBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT no3ara cu, 13,8%
yBenuyasar u 3,4% HaMansBar qo3arta cH.

IIpu nonoBuHarta ot 16-Te MarMeHTH, KOUTO HE OTIOBAPSAT HAa KPUTEPUUTE 3a OJABPIKAaHE Ha
epukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHaTta oT Ha4aIHUTE CTOMHOCTH HE CE CUUTA
3a KIMHWYHO 3HAYMMA.

Camo enuH manueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0CBOOOKIaBaHE €
MOJIYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, TOBEJIO 10 MPEeKpaTsIBaHe Ha JICUSHHUETO.

IlenuarpuyHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOO0XIaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynratute ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha MeaUaTpUUHaTAa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHQOpManKs OTHOCHO YIOoTpeOa B MeIUATPHATA).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AGcopbuus
IIpamurniekcon ce pezopOrpa OBP30 U U3ILUIO CIIE TIepopalieH mprueM. AOCOIOTHATa OHOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO MPAMUIIEKCOIT ¢ He3a0aBHO OCBOOOXKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpueM Ha XpaHa, MUHUMAalTHaTa U THKOBaTa
miazMena KOHIEHTPAIHS (Cyin, Chax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU 103 HA
MIRAPEXIN Ta0neTku ¢ yaObJDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK JHeBHO 1 MIRAPEXIN
TaOJIeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTKu ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsBa
yecToTara Ha (IIyKTOAIlMU Ha TUTA3MEHHUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo oT 24 Jaca, B
CpaBHEHHE C MIPHEM TPH ITBTH Ha JIeH Ha MIPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOXKAaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIIMH e JIOCTUTAT CJie]l OKOJIO 6 Yaca cliell IpueM Ha
MIRAPEXIN Ta0neTKu ¢ yaObJDKEHO 0CBOOOXKTaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSTHUE HA
EKCTIO3UIHS Ce JIOCTHra Hali-MaJIKo clie]l 5 JTHU Ha HeMPEeKbCHAT TPUEM.

EnHOBpeMeHHUAT NpHeM Ha XpaHa He TIOBJIHsIBa OMOHAIMYHOCTTA Ha TpaMuIiekcoll. [IpueMbT Ha Meco
C BHUCOKO ChIbp)KaHNE Ha Ma3HWHU MpEIN3BUKBa MOBHIIaBaHe Ha T1a3MeHaTa KOHIEHTPAHs (Cpax) C
oxoJo 24% cien mpuiarase Ha eTHOKpaTHa J103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIaraHe u
BOJIM 10 3a0aBsiHE C OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIKOBa KOHIEHTPAIIHS IIPH 3/IPaBH
nmobposomu. O6mara excriosutus (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,,y HE €€ CMATA 332 KIIMHUYHO 3HaUMMO. [1pu nmpoyuBanusra ¢aza III, konto
ycTaHOBsBaT Oe3omacHocTTa B eprkacHocTTa HAa MIRAPEXIN TabnmeTkn ¢ yabmKkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKApCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.

Joxato TenecHoTo Terio He Biause Ha AUC, ycTaHOBEHO €, Ue MOBIHABAa 00eMa Ha pasIpeaeiicHue 1
CJIEIOBATETHO M MMHKOBUTE IJIa3MeHH KOHIEHTpAIH Cy,,. [To-HUCKO TenecHo Termo ¢ 30 kg Boau 1o
noumaBane Ha C. ¢ 45%. Bwiipeku ToBa, B m3cnensanus (asa I1I mpu marmenTu ¢ 6oirect Ha
Parkinson He ce ycTaHOBSIBa KIIMHUYHO 3HAYMMO BIIMSHUE HA TEIECHOTO TETJI0 BHPXY TEPAEBTUIHUS
edext u moHocumoctTa Ha MIRAPEXIN TabieTku ¢ yaIbKEHO 0CBOOOXKIaBaHE.
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Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jInyus B IUIA3MEHUTE KOHIIEHTPALUHU [IPU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ TIPOTEHHUTE MIPH XOpa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAaBaHN BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA THKaH (OKOJO § MTH MO-BUCOKH OT TE3H B IIa3MaTa).

Buorpancdhopmars
IIpaMurmekcos ce MeTaboNu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3bBM.

Enuvunupane
OCHOBHUST HaYWH HA EIMMUHUPAHE ¢ ObOpeuHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 Ob0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KINUPBHC HA paMumeKcon € okoso 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Yaca py MIIaJM Xopa 10 12 Jaca mpu Bb3pacTHU.

5.3 IlpeakJMHUYHM JaAHHU 32 0€30IACHOCT

[IpoyuBaHusATA 32 TOKCUYHOCT MPH MHOTOKPATHO MPUIIOKEHHE TIOKA3BAT, Y€ IPAMHIICKCOI BIUSIC
rnaBHO BbpXy (pyHkimuTe Ha [[THC 1 skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSTHO CE AbJDKAT Ha
MpeKaIeHO CHIICH (papMaKoTuHAMUYCH KT Ha TPaMHUIICKCOI.

IIpu mManku mpacera e HaOIroaBaHO MMOHIKEHNE Ha JUACTOTHOTO U CHCTOJIHO HAJIsITaHE W Ha
ChpJieuHaTa YeCTOTa, a TeHJCHIINA 32 XUITOTOHUYEH e(eKT e 3a0emnsa3ana mpu MaitMyHH.
[loTeHMaNHUAT eQeKT Ha TPaMHUTIEKCOJT TI0 OTHOIIIEHNE Ha PENPOAYKTHBHATA QYHKIHSA € TPOyUeH
MIPH U3CJIeIBaHUS BBPXY IUTbXOBE U 3ainu. [Ipu mrsxoBe u 3aiiliy paMUTIeKCOT HE TTOKa3Ba
TeparoreHeH eexrt, Ho € eMOPHOTOKCHYEH MPH ILTHXOBE B TO3H, TOKCHYHU 3a Malikara. [lopamu
mo100pa Ha BUIa )KUBOTHHU M OTPAaHWYCHHUTE M3CIICBAHH MTapaMETPH HeXKEeJIaHUTE PEeaKIny Ha
TIPaMHUIIEKCOIT TI0 OTHOIIIEHHE Ha OPEMEHHOCTTa W MB)KKaTa PEeNpoAyKTHBHA CIIOCOOHOCT HE ca
HAITBITHO U3SCHEHM.

IIpu TurEX0BE € HaOMIOAaBaHO 3a0aBsHE HA ITOJIOBOTO Pa3BUTHE (T.€. pa3eiITHe Ha IPEMyuyMa 1
BarvHAIHO OTBapsHE). 3HAYCHUETO MIPH XOpa HE € U3BECTHO.

[Ipamunekcoun He e reHoToKcHueH. [Tpy mpoy4YBaHus 32 KAPIWHOTCHEH MOTEHIINAT MBXKKH IITHXOBE
pa3BHUBAT XUIIEPIUIA3N Ha KIeTkuTe Ha Leydig u aneHoMu, KOeTo ce 00sSCHsBAa ¢ HHXUOHMPAITUI e(heKT
Ha MPaMUTIEKCOJ BbPXY MpoakTHHA. Ta3u Haxo/Ka He € peJieBaHTHA KbM KIIMHHYHATA YIOTpeOa.
CrIoTO TIpOyYBaHE MOKa3Ba, Y€ B 1031 2 mg/kg (COJ) U MO-BUCOKH OT TAX IMPAMHUTIEKCOJ C€ CBBP3Ba ¢
JieTeHepalus Ha peTHHATA MPU TUIbXoBe anouHocH. [locieqHara HaxoaKa He ce cpela MpH
NUTMEHTUPAHH TUTHXOBE U HE € HaOII01aBaHa MpH 2-TOAUIIIHO MPOYYBaHE 3a KaHIIEPOTCHHOCT MPH
MUIIKH aIOWHOCH, KAKTO U TIPH HUTO €JIUH OT APYTHTE M3CICIBAHHU BUIOBE.

6. DAPMALIEBTUYHU JAHHHU
6.1 Chnucbk HA IOMOIIHHUTE BelllecTBA
xurnpomenosa 2208

MaPEBUIHO HUIIIECTE

kapbomep 941

CHJIMIIMEB TUOKCH], O€3BOIEH
MarHe3ueB cTeapar
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6.2 HecbBMEeCTHMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHoCcT
3 roauHu
6.4 Cpoenuajnm ycJIOBHS HA CbXpPaHeHHe

I[a CC CbXpaHsABa B OpUTrMHAJIHATa OIMAKOBKaA, 3a J1a C€ Ipecara3Ba OT BJjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICHIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKAaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6muctepHa nenTa chabpxka 10 TabNeTKe ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu kytuu, ceappxkamu 1, 3 uinu 10 6xuctepan aentu (10, 30 unu 100 TabneTku ¢ yIbIHKEHO

0cB0OOKIaBaHE)

He Bcuukn BHUIOBH OITAKOBKH MOratT aa 6’[;,[[3.T ITyCHATU B r[poz[a>K6a.

6.6 Cpoeunajany npeAna3sHu MepKH NP U3XBbPJIsIHE

Hsima cnennanHu U3UCKBaHUS.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/97/051/013-015

9. JATA HA ITbPBO PASPEIIABAHE/IIOJAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlara Ha mBpBO pa3pemniaBane 3a ynotpeda: 23 ¢pepyapu 1998

Jlara Ha mocnenHo nogHOBsiBaHe: 23 deBpyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IToapo6Ha nHpOpMAIUS 32 TO3U JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBpomeiickaTta
areHIus 10 JeKapcTBara http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 0,52 mg TabieTku ¢ yIBIKEHO OCBOOOXKIaBaHE

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska TabiieTka ¢ yaIbphKeHO 0CBOOOKIaBaHe chabpxka 0,75 mg mpaMUTIIEKCONT TUXUAPOXIOPHI
MoHoXuApar (pramipexole dihydrochloride monohydrate), ekBuBanentes Ha 0,52 mg MpaMHUIIEKCOIT
(pramipexole).

Buumanue:

Jo3zute mpaMunekcoll, myOJIrKyBaHH B JINTEpaTypaTa ce OTHACST 3a HEroBara coll.

[opanu ToBa no3ute mie ObAAT U3Pa3sIBaHH MO-A0JTY KaTO MIPAMHUIIEKCOII 06a3a 1 KaTo MpaMHUIIeKCOI
noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TabneTka ¢ yIbIKEHO OCBOOOXKIaBaHEe

Tabnerkure ca 6enu 10 mouTH Oenu ¢ Kpbria Gopma, Chc CKOCEHH PHOOBE M MMAT BATBOHAT penedeH
kox (oT egHaTa cTpaHa Kox P2, a ot apyrara ctpana cuMmBona Ha komnanusta Boehringer Ingelheim).

4. KIIMHUYHU JAHHAN
4.1 TepaneBTUYHM NOKA3AHUS

MIRAPEXIN e npenna3zHaueH 3a JICUCHUE MPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatndHa 6onect Ha Parkinson camocrositenHo (6e3 1eBooIa) Wi B KOMOWHAITHS C JICBOJIONIA,
T.€. B X0J1a Ha 3a00JIsIBAaHETO Mpe3 KbCHUTE CTaINH, KOTaTo eeKThT Ha JIEBOIOIIa HaMallsiBa WIIA CTaBa
HEIIOCTOSIHEH U ce HabmomaBaT GIyKTyalluy B TePaneBTHIHIS €PeKT ((IyKTyalluy Py H34epIIBaHe
Ha jo3ara win “on off” urykryarun).

4.2 Jlo3UpoBKAa U HAYMH HA NMPUJIOKEHHUE
Jo3upoBka

MIRAPEXIN TabneTku ¢ yIbDKEHO 0CBOOOXKIaBaHe ca MepopaiHa (popma Ha MpaMHUIIEKCO 3a
€IHOKPATCH JHEBCH MPUEM.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIIaBa, KaTo ce 3amodne ¢ 0,26 mg 6a3a (0,375 mg comn) THEBHO,
CJIe]] KOETO ce yBeJInJaBa Ha BCEKH 5 - 7 THU. AKO TpH MAllMeHTa He Ce YCTAHOBSABAT HETIOHOCHMHU
HEe)KeJIaH! JIEKapCTBEHH PEaKIiH, 03aTa Clie[Ba 1a ce TUTPUpPA 0 MOCTUTaHe Ha MAaKCHMAJICH
TepaneBTUICH ¢(PEeKT.

Cxema Ha noszupane Ha MIRAPEXIN Ta0neTku ¢ yabpkeHO OCBOOOXKIaBaHE Ype3 MOBHUILIABAHE
Ha JIO3UTE

CenMuria JlueBHa fo3a (mg 6aza) JlueBHa fo3a (mg coin)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOJy4YaBalIl JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha IeH MOXKe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/lc HamalsiBaHa
Jo3ara Ha jeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KAaKTO 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakUMHTe Ha OTACTHUTE MAMEeHTH (BX. Touka 4.5).

Ilponychama 0oza

Koraro e mpomrycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0cBOOOXKIaBaHe TPSIOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 00nvaiftHOTO Bpeme 3a ipueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

[Ipexpamssane na neuenuemo:

BresanHoTO npekpaTsiBaHe Ha JONaMHUHEPTUYHOTO JICUSHHE MOXKE Ja JIOBE/IE 10 Pa3BUTHETO Ha
HEBPOJICTITUYCH MAJIMTHEH CUHAPOM. [Ipamurniekcos TpsiOBa 1a ObJlie HaMaJIsiBaH MOCTEIICHHO C
0,52 mg 6a3a (0,75 mg comn) Ha JIeH, TOKAaTO JHEBHATA J03a ce pexynupa Ao 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha feH (BX. Touka 4.4).

Hayuenmu c 6Ovbpeunu yepesucoanus:
EnuMunupaneTo Ha mpaMUTIEKCON 3aBUCH OT ObOpeuHaTa QyHKIMs. 3a 3a1I0YBaHE HA JICYCHUETO Ce
MperophyBa CeIHATa CXEMa Ha JI03UpPaHE:

HpI/I ManreHTU C KPCAaTUHUHOB KIIMPBHHC HAJL 50 ml/min He e HCO6XOZ{I/IMO HaMaJIsIBaHC Ha JHCBHATa
A03a WK Ha 4€CTOTaTa Ha MPUCMAHC.

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Mexkay 30 u 50 ml/min nedeHunero TpsOBa Aa 3alOYHE C

0,26 mg MIRAPEXIN TtabneTku ¢ yabIKeHO 0CBOOOXKIaBaHe Tipe3 AeH. Heo0XxoauMo € moBUIIEHO
BHUMaHHe U TpsOBa a ce HalpaByU BHUMaTeHa OLIEHKA Ha TePalleBTHYHHS OTTOBOP M IOHOCUMOCTTA,
Ipean Aa ce MOBUIIY AHEBHATA 1034 Clel eAHA CeMHLA. AKO € HEOOXOANMO MO-HATATHLIHO
NOBHUIIIaBaHE Ha J103aTa, TS TpsiOBa na Obae yBennuasaHa ¢ 0,26 mg npamuiiekco 6asza mpes
WHTEPBAJIH OT €[HA CEJMHUIIA IO MaKCHMalIHa J103a oT 1,57 mg mpamumekcol 6a3a (2,25 mg cox)
JTHEBHO.

JleyeHneTo Ha MALMEHTH ¢ KpeaTHHUHOB KIUpbHC oA 30 ml/min ¢ MIRAPEXIN tabnetku c
YABIDKEHO 0CBOOOKIaBaHE HE Ce MPENopbhUBa, ThH KaTo HAMA JaHHU MPH Ta3H MOIMYJIAHS OT
nauveHTd. TpsoOBa na ce uma npensua ynorpedbata Ha MIRAPEXIN TaGneTku.

Axo 0bp0OpeuHaTa QyHKIMS HaMansBa 10 BpeMe Ha MOAIbPIKaIoTO JICUeHre, TpAOBa ja ce caeaBar

MMPEIOPBKUTE, JAACHU ITO-TOPC.
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Hayuenmu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IUMO alaliTUpaHe Ha 103aTa MPH MAlMeHTH ¢ YepHOPOOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMATHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHLYHOCT BBPXY (DapMakOKHHETHKATA HA
MIRAPEXIN obaye He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera mox 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmkeHo 0cBoOOXKaaBaHe pu OosecT Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

Hauun Ha NMPUJI0KCHUE

Tabmerkure TpSI6Ba Ja CC noriaplart nejiu ¢ Boaa U HE Tp}l6Ba Ja CC AbBYAT, pasacisAT Uiin
pasTpomiaBar. TabaeTkure Morat Ja CcC MpueMarT KakToO C XpaHa, Taka 1 0e3 XpaHa n Tpi[6Ba Ja ce
nmpuemMat BCCKHU ACH HpI/I6J'II/I3I/IT€J'IHO o €IHO U CHIIO BPEME.

4.3 IIporuBomoxka3aHusi

CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSKOE OT TIOMOIIHUTE BEIIECTBA,
n30poeHH B TOUKa 6.1.

4.4 ChenuajaHu npeaynpexIeHUs U NpeIna3Hu MepKU Npu ynorpeda

Koraro ce npeanucea MIRAPEXIN Ha manueHTr ¢ 0b0peYHO YBpEXKIaHE 3a JICUCHUE Ha O0JIeCT Ha
Parkinson, ce npenopbyBa MOHMWKaBaHE Ha JJ03aTa KAaTo ce CeBaT yKa3aHUATa B TOUKa 4.2.

XaJroUUHAIIIA
W3BecTHO e, 4e MpH JICUCHUE C TONaMHUHOBH arOHUCTH U JIEBOJIOIA KATO HEXKETaH! peaKinu Omuxa

MOTJIH JIa c€ TIOSBAT XalfolHaIMY. [lainenTuTe TpsiOoBa 1a ObAaT MpenynpeeHn 32 Bb3MOKHOCTTA
OT MOsIBa Ha XaJIOIMHALNH (TIPEANMHO 3PUTENHH).

ZII/ICKI/IHCC‘!I/IH

[pu HanpenHana 6onect Ha Parkinson npu kKoMOWHHpaHO JieUeHHE C JICBOIONA € Bh3MOXKHA MOsBaTa
Ha IMCKMHE3Us 10 BpeMe Ha MbpBOHavdamHOTO TUTpupane Ha no3ata MIRAPEXIN. [1pu nosiBata um
Tps0Ba J1a ce HaMallu J103aTa Ha JIEBOJIONA.

Enuzonn Ha BHE3aHO 3aCNMBAHE U COMHOJIEHTHOCT

[Ipamunekcon ce CBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/11 Ha BHE3AITHO 3aCMHUBaHe, 0COOEHO MpH
nanueHTu ¢ 6onect Ha Parkinson. B penku ciydaun ce cpo011aBa 3a BHE3aITHO 3aclIMBaHe Npe3 JCHS,
MOHsAKOTa 0e3 MalMeHTHT J]a 0 OCh3HaBa WK 0e3 MpeaynpeauTenHy npusHamy. [lanuenturte TpsioBa
Ja ObJat npeaynpeieHu 3a TOBA U a ObAAT IIOCHBETBAHY JIa Ca BHUMATEITHH MTPU Io(QHUpaHe W
pabota ¢ mamuHu 1o Bpeme Ha Tepanusa ¢ MIRAPEXIN. [lanuentuTe, npu KOUTO ce TOSBABAT
CHHJIMBOCT W/WJIM €MTU30/]] Ha BHE3AITHO 3aCTMBaHE TPAOBA J]a ce BB3IbPKAT Ja MOoQUPaT WIH PadOTST
¢ MamuHY. B nomrenHenue TpsOBa 1a ce MMa NpenBU HaMassiBaHe Ha J103aTa W MpeKpaTsBaHe Ha
tepanusaTa. [lopagy Bb3MOXKEH aAUTUBEH ePeKT MalueHTUTE, MPUEeMaIli IPYTH CeJaTHBHU
JIEKapCTBEHH MPOTYKTH UIIH aJIKOXO0J B KOMOMHAIMS C IPaMUTIEKCOJI, TpsiOBa Jja Ob1aT MOCHBETBAHU
na Ob1aT npeanazauBy (Bx. Touku 4.5, 4.7 u 4.8).

Hapyienns B KOHTpoJIa HA UMIYJICUTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIIOIaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
ummyscure. [laruentute u GomHOTIEAaUNTE TPsIOBA 1a OBIAT 3aMI03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEJACHYECKNA CUMIITOMH Ha HapYIIEHUs B KOHTPOJIA HA UMITYJICUTE, BKIIFOUBAIIH NATOIOTUYHA
CKJIOHHOCT KBM Xa3apT, MOBHUIIEHO JIHOUI0, XUTIEPCEKCYaTHOCT, KOMITYJICHBHO Xap4yeHe U
nas3apyBaHe, IpesKIaHe U KOMITYJICUBHO MPEsKIaHe MPY MalUEHTH, JIEKYyBaHU C JONaMHUHOBU
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKUBA CUMIITOMHU.

IanueHTy ¢ MCUXOTHYHU HAPYIICHUSI

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHUS TPAOBA Ja Ce JIEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTyyanTe, KOraTo OYakBaHaTa 1moJiza ¢ Mmo-rojisiMa OT MOTEHIMANHUS puck. EnHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOJ TpsiOBa 1a ce u30sArBa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WITH MU MOSBA HA aHOMATTUH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagv pucCK OT OPpTOCTAaTUYHA XUIIOTOHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYEH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBbp3BaHe ¢ IIa3MEHUS IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETleH ¢ Iia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmarius. [lopaau ToBa He ce OUAKBAT B3AUMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBIHSBAIIN CBBP3BAHETO C IMJIA3MEHHU MPOTSHHHU WM SITUMUHUPAHETO Ype3
ouotpanchopmanus Twit KaT0 AHTHXONUHEPTHYHUTE JICKAPCTBA CE SNUMHUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPaHHUCHA, HO HE ca POBEICHH
NpOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICHKUIINH U JICBOJIONA.

WHXnOUTOpH/KOHKYPEHTH Ha aKTHUBHHUS ITBT 3a ENMMUHHUpPaHe npe3 0b0penure

HumernanH noHnxaBa ObOpEUHMsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ IpUOIH3UTEnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U aKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTAAlH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIATHH, XWHUH U TPOKAaUHAMUJI MOTaT J1a B3aUMOJACHCTBAT C
NPaMHIIEKCOJI, B PE3YJITaT Ha KOETO J1a c€ TOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Aa Ce MMa MPEIBHU IPH SAHOBPEMEHHA yHoTpeda Ha Te31
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ g1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3alla3BaHe Ha JIO3MPOBKATa Ha PYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
MPOIYKTH WK aJIKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TpOBa Ja ObJaT MOCHhBETBAHM Ja OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAPpCTBCHU IMMPOAYKTH U ITPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnMpaHe Ha KbpMaTa. He ca mpoBeneHH Npoy4BaHuUs MPH KEHU 110 OTHOILCHUE Ha EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mrbxoBe KOHIGHTpaLusITa Ha CBbp3aHaTa C aKTUBHOTO BEILIECTBO
PaIoaKTUBHOCT B KbpMarta € [0-BUCOKA OT Ta3H B IJIa3MaTa.

Twii kato munceat ganau npu xopa, MIRAPEXIN nHe OuBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Ed¢exTn BbpXy cnoco0HOCTTa 32 mO(pupaHe U padoTa ¢ MAIINHU

MIRAPEXIN Mo>xe ia moBnusie B 3HAUUTEIIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane U padoTa ¢
MaIIHHU.

Bb3MoxkHa € mosiBa HAa CHHIMBOCT WJIH XaJTIWHAIIH.

[Marmenture, nexyBanu ¢ MIRAPEXIN, npu konuto ce Habr01aBa CHhHIUBOCT W/WIIM BHE3AITHO
3acruBaHe Tpe3 JACHA, TpsA0Ba 1a ObIaT MpeaynpeieHu 1a He modupaT u Ja He YIPaKHSIBaT
NEHHOCTH, TTPH KOUTO HapyllIeHaTa OAUTEITHOCT OM M3JI0KUIIA TAX WM OKOIIHUTE Ha PUCK OT CEPHO3HO
HapaHsBaHE WX CMBPT (HampuMmep padoTa ¢ MAITMHK) A0 U3YE€3BAHETO HA TE3H IMOBTAPSIIH Ce
SIU301 ¥ CHHIUBOCT (BXK. CHINO TOYKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JiekapcTBeHU peaKUUU

OuvakBaHW HEXEJAHW PEAKITIH
CremHUTE HEXXEIaHU PEaKInK ca odyakBaHU npu ynorpeda Ha MIRAPEXIN: matonorudau CHHUIIA,

aMHe3Hs, MOBEJICHUYSCKH CUMIITOMU Ha HAPYIICHUS B KOHTPOJIMPAHETO HA UMITYJICUTE U
HATPAIMIUBOCTU KaTO CKIIOHHOCT KbM TIPESDKIaHE M PEKOMEPHA CKIIOHOCT KbM Ia3apyBaHe,
XUIEPCEKCYATHOCT U MATOJOTUYHA CKIIOHHOCT KBbM Xa3apT, ChpJieuHa HEI0OCTaThYHOCT, 00bPKBAHE,
3aIeK, HaTyIHU4aBOCT, 3aMasHOCT, IUCKUHE3HS, JUCITHES, YMOPa, XATIOIUHAIINH, TIIaBO0OIHE,
XbJIIaHe, XHIIEPKUHE3Us, XUIiep(arus, XUMoTOHHsI, HApYIICHA CEKpelrs Ha aHTUAHYPETHYCH XOPMOH,
Oe3chHUE, HAPYIICHHSI B THOMIOTO, TaICHE, TTapaHos, IepudEepeH OTOK, THEBMOHMSI, CHPOEkK, OOpPUB U
JPYTH pEaKiMi Ha CBPhUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHhHIMBOCT, CIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HAPYIICHHE, BKIFOUUTEITHO JUIIONHS, 3aMbBIIICHO BIDKIAHE H
HaMmaJeHa 3pUTeNIHa OCTPOTA, MOBPhINAHE, TOHIKABAHE HA TETJIOTO, BKIFOUUTEITHO IIOHMKEH alleTHT,
MOKa4YBaHE Ha TETJIOTO.

BB3 ocHOBa Ha aHAM3HW Ha COOPHH IIIarie00 KOHTPOIMPAHU TPOYIBAHUS, B KOUTO ca ydacTBaimu 1778
narueHTH ¢ Oonect Ha Parkinson Ha npamuniekcon u 1354 manueHTH Ha TUTae00, HEXKETaHH
JIEKapCTBEHH PEaKIuy ca ChOOIIABaH! YECTO U B IBETE TPpymu. 67% OT MalMeHTuTe Ha MPAMHUATIEKCOIT
1 54% ot manueHTHTE Ha IUIane0o choOIIaBaT MOHE e/IHA HEe)KEeaHa JISKAPCTBEHA PEaKIIHS.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPraHHUTE KJIAaCOBE, HEKEJIAHTE JICKAPCTBEHH PEaKIMU ca H30POCHH CIIOpeN
yectoTaTa (Opos MAIMEHTH, TPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3M0JI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaxu (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOliaBaHuTe HE)KEJIAHU PEAKIIMU TIPU HalueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMUIIEKCOJ B CPAaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0onre U yMmopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKkco coi Ha feH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKiys pu KOMOMHAIIUS C JICBOJIONA € TUCKUHE3uATa. B HaYamoTo Ha JICUCHUETO
MOJKE J1a ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUN

WNudexun u nabecTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KbM MpesiKIaHe ', PeKoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapywenus Ha ounte

Yectn

3PHUTETHO HApYIIIEHHUE, BKITIOYUTEHO U0, 3aMbIIICHO
BIJKIaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHE ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO6mm HapymieHus U eheKTH Ha MACTOTO Ha MPIJIOKCHHE

Yectn

| yMopa, IepudepeH 0TOK
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N3cnensanus

Yectu IIOHM>KaBaHC HAa TCTJIOTO, BKIIFOUHUTCIIHO ITIOHMKCH allICTUT

Heuectn MoKa4yBaHe Ha TErJI0TO

'"Tasu nexenana peaxius e HaOltoJaBaHa 1Mo BpeMe mocTMapkeTHHroBus onut. C 95% TouHocT,
I'pynara Ha yecToTa € He MoBeYe OT HeYecTa, HO MOXe Ja Ob/ie U mo-Hucka. [IpennsHo u3uucisBane
Ha YeCcToTaTa He € Bb3MOXKHO, ThI KaTO HeXKeIaHaTa peakius He ce € MOsABsBUIIA B 0a3ara JaHHU OT
KIIMHUYHYU W3NUTBaHUS Ha 2 762 maruentu ¢ bonecrra Ha Parkinson, JlekyBaHU ¢ TpaMHUTIEKCOIL.

CBHIMBOCT
IIpamMurniekcos € CBbp3aH YeCTO ChC CHbHIUBOCT M HEUECTO C€ CBBP3Ba C MPEKOMEpPHA CHHIIUBOCT IIPE3
JICHS ¥ €IU30/11 Ha BHE3aITHO 3acUBaHE (BX. CBIIO Touka 4.4).

Hapyiiienus B 1u6HI0TO
[Ipamunekcon Moxe 1a ObJie CBbP3aH HEUESCTO C HAPYIICHUS B JIMOUIOTO (MIOBUIIIABAHE WIIN
MTOHMYKaBaHe).

Hapymienus B KoHTpoJia Ha UMOYJICUTE

[laTonorn4Ha CKIOHHOCT KbM Xa3apT, MOBHUILEHO JTUOUI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
U Ta3apyBaHe, IpeskAaHe U KOMITYJICUBHO MpesbKAaHe MOTraT Jla ce MOSIBAT IIPH MallUeHTH, JIEKYBaHU
C IoaMMHOBH aroHucTH, BkmounTenqHo MIRAPEXIN (Bx. Touka 4.4).

B perpocniekTHBEH CKpUHUHT Ha IIPE/ICTaBUTEIHA U3BAKa U IPOyUBaHE CIydyai-KOHTpPOIa,
BkitouBaiy 3090 nmanueHTH ¢ napkoHcoHoBa OonecT 13,6% OT BCUUKM MAIMCHTH, MTOJIOKEHH Ha
JTOTAMUHEPTUYHO JICUEHUE WIH He-IOMaMUHEPTUYHO JICYCHUE UMAT CUMIITOMU Ha HAPYIICHUE B
KOHTPOJIa Ha UMITYJICUTE B TIEPUO/Ia Ha MOCIICAHNUTE IIIeCT Mecelia. HabmoiaBanuTe mposiBU BKITFOYBAT
MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICUBHO
MpespKIaHe U HATPaITYUBO CEKCYalHO MOBeIeHNE (TOBUILIEHA CEKCYATHOCT). Bp3MoxkHUTE
HE3aBUCUMU PUCKOBH (DAKTOPH 32 HAPYIICHUS B KOHTPOJIA HAa UMITYJICUTE BKJIFOUBAT JOMAMHUHEPTHYHO
JICYCHUE U TI0-BUCOKH JIO3U HA JOMAMHUHEPIHYHO JICUCHHE, TIO-MJIaJia Bb3pacT (< 65 ronuHu),
0e30paune u croOIIeHa (haMUITHA aHAMHE3a 33 CKJIOHHOCT KbM Xa3apT.

C’LDI[G‘IHS. HCOOCTATHYHOCT

IIo BpEMC Ha KIIMHUYHU MTPOYYBAHUA U TOCTMAPKETUHI OB OIIUT € C’bO6H_IaBaHa ChbpJCYHa
HEAOCTATBbYHOCT NPU NAMUCHTH C ITPAMHUIICKCOJI. IIo BpEMC Ha (I)apMaKOCHI/II[eMI/IOJ'IOFI/I‘lHI/ITC
MpOoy4YBaHUsA, IPUTOKCHUECTO HA ITPAMHUIICKCOJI € CBBP3aHO C NOBHUILICH PUCK OT ChpACUHA
HEAOCTATBbYHOCT B CPABHCHHUEC C HCIIPWJIATaHETO HAa TPAMHUIICKCOJI (Ha6J’IIO,[[aBaHa CTCIICH Ha pUCKa
1.86; 95% ClI, 1,21-2,85).

4.9 Ilpeno3upane

Hsmva xIMHUYEH OIUT C TEXKKHU CJIydau Ha npeao3upaHe. OuakBaHHTE HEXKETIAHU pcaknunu ca Te3u,
CBhOTBCTCTBAIIlK HA (l)apMaKO,[[I/IHaMI/I‘IHI/IH HpO(i)I/IJ'I Ha JOIIaMHWHOB aroOHUCT, BKJIIFOYBAIIHM T'aZICHEC,
MOBPBIIAHC, XUIICPKUHEC3U A, XAJIIOIUHAIUU, B’B36y,[[a u xunoTonus. He e YCTAaHOBCH aHTUAOT IIPpHU
npeao3upane ¢ J0IMaMUHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMPAHC HA LICHTPAJIHATAa
HEPBHA CUCTCMa MOXKC [1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I npeao3nupane MOXE J1a Cca HeO6XO,I[I/IMI/I
06]].[1/1 noaAabpIKad MCpONIpUATHS B KOM6I/IHaI_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IHq)yBI/II/I,
npujaraHe Ha akKTUBCH BBIJICH U MOHUTOPHUPAHC Ha EKT.

5. ®APMAKOJIOTUYHUA CBOMCTBA
5.1 ®apmakoaMHAMHYHU CBOIicTBa

®dapMmakoTepaneBTHYHA Ipyla: aHTUIAPKIHCOHOBH JIEKapcTBa, nornamMmuHoBu aronuct, ATC ko:
N04BC05
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MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOPH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oiek4yaBa IMPpOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIIaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) XKUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

dapMakoaMHAMUYHU ePEeKTU

[Ipu moOpoBoIM € HabIIIoJTaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KITMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BcekH 3 IHM) OT mpenopbyBanuTe 10 3,15 mg npamunekcon 6asza (4,5 mg
COJI) Ha JICH, € Ha0JI0JaBaHO TIOBUIIIABAHE HA KPHBHOTO HAJNISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
puTbM. TakuBa edekTu He ce HAOIIOaBaT MPY U3MUTBAHUS C MAI[UCHTH.

Knuanyna edukacHocT 1 6e3omacHOCT mpu Oostect Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca miane®0-KOHTPOIUPAHU KIMHUYHHI W3MUTBaHuUs, BkiouBamy 1 800 nauuenTta B craauit
Ha 3a0omsBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
0wy B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IPUEMall €IHOBPEMEHHO JIEBOJOIA U ca CTPaJaiy OT
JIBUTATEIIHU yCIIOKHEHMS.

EdukacHocTTa Ha MpaMHUIIEKCOJI IPU PaHHA U HampeaHana oosect Ha Parkinson ce moaabpxa B
KOHTPOJIMPAHU KJIMHUYHY MPOYYBAHUS 32 TICPUOJT OT OKOJIO IIECT Mecena. B 0oTBOpeHU NONbIHUTEITHH
MPOYYBaHUs 3a MIEPUO/] HAJl TPU TOJIMHU HE Ca OTOENA3aHU MPU3HAIM Ha IOHW)KaBaHEe Ha
e(ukacHoOCTTA.

IIpu KOHTPOIUPAHO ABOHHO CIISTO KIWMHHYHO TPOYUBAHE C TPOIBKATETHOCT 2 TOMHH, HAUalHa
Tepanws ¢ MPaAMUTICKCOJ 3HAYNMO OTJIara HaCTHIIBAHETO HA MOTOPHHU YCIIOKHEHHS U CPABHEHO C
HayaJlHa Tepanws ¢ JIEBOJI0MNA PeIyupa TsIXHaTa mosisa. ToBa oT/iaraHe Ha MOTOPHHUTE YCIOKHEHHS
NpY TIPAMUTIEKCOJ ClIe/iBa Ja ce baaHcupa CpsiMo MO-TOSIMOTO MO00pEHHE Ha MOTOpHATA
(byHKIHSA TpH JeBoaomna (M3MepeHo upe3 cpeanara npomsHa mo UPDR-ckana). O6imaTa yectoTta Ha
XaITIOIMHAIIMY U CHHIUBOCT MPHUHITUITHO € TI0-BHCOKA BHB (pa3ara Ha yBeIWYaBaHe Ha 103aTa MpU
rpymara ¢ mpaMHIIeKcos. Bepeku ToBa, He € MMallo 3HAYUTENTHA pa3sinKa Mpe3 MoaabpiKamara ¢asa.
Te3u qanuu TpsaOBa a ce UMAT MPEIBHU MPH 3aMOYBaHe HA JICUCHUETO C MPAMHUIICKCOIT TP MAI[HEHTH
¢ 6onect Ha Parkinson.

Eduxacnocrra n 6ezomacHoctta Ha MIRAPEXIN TabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE 3a JICUCHNE
Ha OosecT Ha Parkinson e olieHeHa B MyJITHHAIIMOHATHA [TPOTpaMa 3a JIeKapcTBeHa pa3paboTka,
BKJIFOYBAILA TPU PAHIOMHU3UPAHA KOHTPOJIUPAHU U3NUTBAHUSA. J[BETe H3MUTBAHUSA Ca IPOBEICHU IIpU
nanyeHTy ¢ panHa Oosect Ha Parkinson u eqHO M3NUTBaHE € MPOBENCHO MPH MALMEHTH C HaNpeAHaNa
Oonect Ha Parkinson.

[peBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKeHO OCBOOOXKIaBaHe CIPSMO Ianedo ce
HaOmoaBa cien 18 ceqMuIy Ha JiedeHue 1o oTHoieHue u Ha mepBuuHuTe (UPDR-CcKana, ckop no
yact [[+111) u Ha ocHOBHUTE BTOpu4HU (O1ieHKH Ha pecrionaepute 3a CGI-1 u PGI-I) kpaitau Touku 3a
e(hMKaCHOCT B JIBOWHO CJISIO, IJ1aie00-KOHTPOJIMPAHO U3MUTBAHE, BKIFOYBAIIO 00110 539 marueHTu ¢
panHa 6onect Ha Parkinson. [Tonabpixane Ha eukacHOCT ce HaOMFO1aBa IPU NAIIMCHTUTE, JICKYBaHU
33 cenmuriu. MIRAPEXIN TabneTku ¢ yIbKEHO 0CBOOOXKIaBaHE ca HE MO-MaJIKO eUKaCHU OT
MIPaMUIIEKCOJT TabNIeTKH ¢ He3a0aBHO 0CBOOOKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o yact [I+II1.

[Ipu nBoO¥HO cisino, TUIANE00-KOHTPOIMPAHO U3MUTBAHE, BKIIFOYBAIIO 0010 517 manueHTH ¢
HanpeaHana Oosect Ha Parkinson, KOUTO ca Ha CHITBTCTBAIIIO JICYCHHUE C JICBOJIONA, TIPEBBH3XOACTBO HA
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUIane0o ce HabmoaBa cien 18
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CeIMULIM Ha JieueHHe U 1o oTHomeHue u Ha mepBudHNTE (UPDR-CcKana, ckop no wact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBaHE) KpaHU TOUKHU 32 €(pUKacHOCT.

Eduxacnoctra n noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJETKU C yABIDKEHO OCBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPHHTA IIPH ChIIaTa THEBHA /1032 ca
OLICHEHH B IBOWHO CIIATNO KJIMHUYHO [IPOYyYBaHe NPpH MaleHTH ¢ paHHa Oosiect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemunan Ha MIRAPEXIN Tabnetku ¢
YABIDKEHO 0CBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT no3ara cu, 13,8%
yBenuyasar u 3,4% HaMansBar qo3arta cH.

[Ipu nonoBuHarta ot 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKaHE Ha
e¢ukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHaTta oT Ha4aIHUTE CTOMHOCTH HE CE CUUTA
3a KIIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0CBOOOKIaBaHE €
MOJIYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, T0BEJIO 10 MPEeKpaTsIBaHe Ha JICUSHHUETO.

IlenuarpuyHa nonyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOOOXIaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynratute ot nmpoyuBanusta ¢ MIRAPEXIN BBB BcMUKM NOATPYNH Ha NMegUaTpUUHaTAa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHQOpMaNKs OTHOCHO YIOTpeOa B MeIUaTPHATA).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AGcopbuus
IIpamurniekcon ce pezopOrpa OBP30 B H3ILUIO CIIEe TIepopalieH preM. AOCOIOTHATa OHMOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO MPAMUIIEKCOIT ¢ He3a0aBHO OCBOOOXKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOYKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpreM Ha XpaHa, MUHUMAalTHaTa ¥ THKOBaTa
miazMena KOHTEHTPAIHS (Cyin, Chax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU 103 HA
MIRAPEXIN Ta0neTku ¢ yaObpJDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK JHeBHO 1 MIRAPEXIN
TaOJIeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTku ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsBa
yecToTara Ha (IIyKTOAIlMU Ha TUTA3MEHHUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo oT 24 Jaca, B
CpaBHEHHE C MIPHEM TPH ITBTH Ha JIeH Ha MIPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOXKAaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIIMH e JIOCTUTAT CJie]l OKOJIo 6 Yaca cliell pueM Ha
MIRAPEXIN Ta0neTKu ¢ yIObJDKEHO 0CBOOOX TaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSTHUE HA
EKCTIO3UIHS Ce JIOCTHra Hali-MaJKo clie]l 5 JTHU Ha HeMPEeKbCHAT TIPUEM.

EnHOBpeMeHHUAT pHeM Ha XpaHa He TIOBJIHsIBa OMOHATMIHOCTTAa Ha TpaMuIiekcoll. [IpueMbT Ha Meco
C BICOKO ChIbp)KaHNE Ha Ma3HWHU MpEIN3BUKBA MOBHINIaBaHe Ha T1a3MeHaTa KOHIEHTPAHs (Cp,x) C
oxoJo 24% cien mpuiarase Ha eTHOKpaTHa J103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIIaraHe u
BOJIM 10 3a0aBsiHE C OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIKOBa KOHIEHTPAIIHS IIPH 3/IPaBH
nmobposomu. O6mara excriosutus (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,,y HE €€ CMATA 332 KIIMHUYHO 3Ha4MMoO. [1pu nmpoyuBanusra ¢aza III, konto
ycTaHoBsBaT Oe3omacHocTTa B eprkacHocTTa HAa MIRAPEXIN TabnmeTku ¢ yabmKkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKApCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.

Joxato TenecHoTo Terio He Biause Ha AUC, ycTaHOBEHO €, Ue MOBIHABa 00eMa Ha pasIpeaeiicHue 1
CJIEIOBATEITHO M MUKOBUTE IJIa3MeHH KOHIEHTpAIiH Cy,,. [To-HUCKO TenecHo Termo ¢ 30 kg Boau 1o
noumaBane Ha C. ¢ 45%. Boiipeku ToBa, B m3cnensanus (asa Il mpu marmenTu ¢ 6oirect Ha
Parkinson He ce ycTaHOBSIBa KIIMHUYHO 3HAYMMO BIIMSHUE HA TENIECHOTO TETJI0 BHPXY TEPAEBTUIHUS
eext u morocumoctTa Ha MIRAPEXIN TabieTku ¢ yaIbKEHO 0CBOOOXKIaBaHE.

Paznpenenenue
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[Ipamumnexco e ¢ InHelHa KUHETHKA U C MAJIKU pa3inyus B INIa3MEHNUTE KOHIIEHTPALMK TIPU
pasnuuHuTe NanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ C IPOTEMHUTE MIPH X0pa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAABaHN BUCOKH
KOHLIEHTPAIlX B MO3bYHATA ThKaH (OKOJO § MMBTH MO-BUCOKH OT TE3H B IIa3MaTa).

Buorpanchopmars
IIpaMurmekcos ce MeTaboNnu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3bBM.

Enuvunupane
OCHOBHUST HaYWH HA EIMMUHUPAHE ¢ ObOpeUHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 0b0penute, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KNUPBHC HA paMumeKcon e okoiao 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Jaca Mpy MIIaJM Xopa a0 12 Jaca mpu Bb3pacTHU.

5.3 IlpeankJMHUYHM JaAHHU 32 0€30IACHOCT

[IpoyuBaHusATa 32 TOKCUYHOCT MMPH MHOTOKPATHO MPUIIOKEHHUE TIOKA3BAT, Y€ IPAMHIICKCOI BIUSIC
rnaBHO BbpXy (yHkImuTe Ha [THC 1 skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSTHO CE AbJDKAT Ha
MPEeKaJIeHO CHIICH (papMaKkoTuHAMUYCH €PEKT Ha TPaMHUIICKCOI.

IIpu mManku mpaceHIa e HaOIro1aBaHO MMOHIKEHNE Ha JUACTOTHOTO U CHCTOJIHO HaJIsITaHE W Ha
ChpJieuHaTa YeCTOTa, a TeHJCHIINA 32 XUITOTOHUYEH e(eKT e 3a0emnsa3ana mpu MaitMyHHU.

[loTeHnManHUAT eeKT Ha TPaMHUTIEKCOJT TI0 OTHOIIIEHNE Ha PENPOAYKTHBHATA QYHKIHA € TPOyUeH
MIPH U3CJIeIBaHUS BBPXY IUTBXOBE U 3ainu. [Ipu mirsxoBe u 3aiiliy paMUTIeKCOT He TTOKa3Ba
TeparoreHeH eexrt, Ho € eMOPHOTOKCHYEH MPH ILTHXOBE B TO3H, TOKCHYHU 3a Malikara. [lopamu
mo100pa Ha BU/Ia KUBOTHHU W OTPAaHWYCHHUTE M3CIICBAHH MTapaMETPH HeXKEeJIaHUTE PEeaKIny Ha
TIPaMHUIIEKCOIT TI0 OTHOIIIEHHE Ha OPEMEHHOCTTa W MB)KKaTa PEeNpoAyKTHBHA CIIOCOOHOCT HE ca
HAITBITHO U3SCHEHM.

IIpu TurEX0BE € HaOMIOAaBaHO 3a0aBsHE HA ITOJIOBOTO Pa3BUTHE (T.€. pa3eiITHe Ha IPEMyuyMa 1
BarvHAIHO OTBapsHE). 3HAYCHUETO MIPH XOpa HE € U3BECTHO.

[Ipamunekcoun He e reHoToKcHueH. [Tpy mpoy4YBaHus 32 KAPIWHOTCHEH MOTEHIINAT MBXKKH IITHXOBE
pa3BHUBAT XUIIEPIUIA3N Ha KIeTkuTe Ha Leydig u aneHoMu, KOeTo ce 00sSCHsBAa ¢ HHXUOHMPAITUI e(heKT
Ha MPaMUTIEKCOJ BbPXY MpoakTHHA. Ta3u Haxo/Ka He € peJieBaHTHA KbM KIIMHHYHATA YIOTpeOa.
CrIoTO TIpOyYBaHE MOKa3Ba, Y€ B 1031 2 mg/kg (COJ) U MO-BUCOKH OT TAX IMPAMHUTIEKCOJ C€ CBBP3Ba ¢
JieTeHepalus Ha peTHHATA MPU TUIbXoBe anouHocH. [locieqHara HaxoaKa He ce cpela MpH
NUTMEHTUPAHH TUTHXOBE U HE € HaOII01aBaHa MpH 2-TOAUIIIHO MPOYYBaHE 3a KaHIIEPOTCHHOCT MPH
MUIIKH aIOWHOCH, KAKTO U TIPH HUTO €JIUH OT APYTHTE M3CICIBAHHU BUIOBE.

6. DOAPMAIEBTUYHUAU JAHHHAU
6.1 ChnucbKk HAa MIOMOIIHUTE BelleCTBA
Xumnpomenosa 2208

[APEBUYHO HUILIECTE

kapOomep 941

CHJIMIIUEB TUOKCH], O€3BOIEH
MarHe3ueB creapar
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6.2 HecnbBMecTuMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHocT

3 roauHu

6.4 Cpoenuajnm ycJIOBHSI HA CbXpaHeHHe

I[a CC ChbXpaHsABa B OpUTrMHAJIHATA OIMIAKOBKaA, 3a J1a C€ Ipcara3Ba OT BJjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICIIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6muctepHa neHTa chabpxka 10 TabNeTKe ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu kytuu, ceappxkamu 1, 3 unu 10 6xuctepan ientu (10, 30 unu 100 TabneTku ¢ yIbIHKeHO
0cB00OOKTaBaHE)

He Bcruky BUIOBY OMaKOBKK MOrart 1a ObIaT MyCHATH B MPoJakoa.

6.6 CrnennaJIHu NpeANa3HA MePKH NPH U3XBBbPJIsAHE

Hsama CIICIUAaJIHU M3UCKBAaHMA.

7. HPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/016-018

9. JATA HA TBPBO PASPEITABAHE/IIOJHOBSABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha mBpBO pa3pemniaBane 3a ynotpeoda: 23 pespyapu 1998

Jlata Ha nmocienHo nogHoBsiBaHe: 23 deBpyapu 2008

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

IToapo6Ha nHpOpMAIUS 32 TO3U JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBpomeiickaTta
areHIws 10 JIeKapcTBara http://www.ema.europa.eu.
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1. NUME HA JIEKAPCTBEHUSA TIPOAYKT

MIRAPEXIN 1,05 mg Ta0ieTku ¢ yIBJIXKEHO 0CBOOOXK1aBaHe

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika TabneTka ¢ yaIbhKeHO 0CBOOOXIaBaHe Chbprka 1,5 mg mpaMUIIeKCcoT AUXHUIPOXITOPUT
MOHOXHJpAT (pramipexole dihydrochloride monohydrate), ekBuBanentex Ha 1,05 mg npamurnekcon
(pramipexole).

Buumanue:

Jlo3uTe mpaMUIIeKcol1, MyOJIMKyBaHH B JINTEpATypaTa ce OTHACST 32 HEroBata Coll.

IMopanu ToBa n03uTe Iie OBIAT U3PA3IBAHH MO-A0JTY KaTO MPAMUIICKCOJT 0a3a 1 KaTo MPaMHIIEKCOI
no1 hopMaTa Ha coi (B CKOOH).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTE BCIICCTBA, BUXKTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabmeTka ¢ yIbHKEHO OCBOOOKIaBaHE

Tabmerkute ca 6ey A0 MOYTH OCNN ¢ eNUIICOBUIHA opMa U UMAT BIUTEOHAT penedeH Ko (0T eqHaTa
ctpana kox P3, a oT npyrara ctpana cuMBosia Ha komranuaTa Boehringer Ingelheim).

4. KJIMHUYHU JAHHHA
4.1 TepaneBTUYHM MOKA3AHUS

MIRAPEXIN e npeana3HayeH 3a jJeueHHe NIpH Bb3PACTHU Ha NMPU3HALUTE U CUMIITOMHUTE Ha
uavonaTuyHa 6onect Ha Parkinson camocTositenHo (6e3 neBogona) win B KOMOMHALIUS € JIEBOJIONA,
T.€. B X0Ja Ha 3a00JsIBaHETO Npe3 KbCHUTE CTaIuH, KoraTo epeKThT Ha JEBOAONA HaMalsaBa UM CTaBa
HETIOCTOSIHEH M ce HabronaBaT (MIyKTyaluy B TepaneBTHUHUS eeKT ((IyKTyaluy Ipy H3uepIiBaHe
Ha fo3ata win “on off” paykryanun).

4.2 Jlo3UpOBKa M HAYMH HA NPHJIOKEHHE
Jo3upoBka

MIRAPEXIN Ta0neTku ¢ yIbDKEHO OCBOOOXKIaBaHE ca IepopaiHa ¢popMa Ha IPaMHIIEKCOT 3a
€/THOKPATCH JIHEBCH MPUEM.

Hauanno neuenue:

Jlo3ara Tps6Ba MOCTENEHHO J1a ce MOBHIIaBa, KaTo ce 3armoune ¢ 0,26 mg 6a3a (0,375 mg con) AHEBHO,
CJIe/I KOETO Ce YBEeJINYaBa Ha BCEKH 5 - 7 THU. AKO MPH NMalUEHTa HE CE yCTAaHOBSBAT HEMTOHOCUMH
HE)KEJIaHW JIEKaPCTBEHH PEaKILIMK, J03aTa CIIeBa Ja Ce TUTPHpA JI0 OCTUTaHe Ha MaKCUMaleH
TepaneBTUYEH e(eKT.

Cxema Ha nozupane Ha MIRAPEXIN TabneTku ¢ yabIKeHO 0CBOOOXK/TaBaHe Ype3 TOBUIIIABAHE
Ha JO3UTE

CenMura JlHeBHa no3a (mg 6aza) JHeBHa go3a (mg coun)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOTy4YaBall JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha JeH MOXe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/ic HamalsiBaHa
Jo3ara Ha JeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KaKTo 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakUMHTe Ha OTACTHUTE MAMEeHTH (BX. Touka 4.5).

Ilponychama 0oza

Koraro e mpomrycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0cBOOOXKIaBaHe TPSIOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 00nvaiftHOTO Bpeme 3a ipueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu ¢ 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Npean Ja ce MOBUIIIN JHEBHATA J103a CIIE eHA CeMHIIA. AKO € HEOOXOANMO MO-HATATHIIHO
MOBHUIIIABAHE HA J103aTa, TS TPsAOBa Aa ObAe yBenuuasana ¢ 0,26 mg mpaMuIexcoln 6as3a mpe3
WHTEPBAJIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa MO0 BpeMe Ha OAbPIKaIoTo JeueHne, Tpa0Ba /1a ce ciueBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmKkeHo 0cBoOOXKaaBaHe pu Oosect Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

Hauun Ha npusioxkeHue

Tabnerkure TpssOBa Ja ce MOTIBIIAT LIEIH C BOJIAa ¥ HE TPsAOBaA J1a Ce IbBUAT, pa3ieisaT HiIu
pasrporaBar. TabneTkuTe Morar Jia ce mpuemMar KakTo ¢ XpaHa, Taka 1 0e3 XpaHa U TpsiOBa 1a ce
MIPUEMAaT BCEKH JICH MPUOTU3UTEIHO MO €[HO U ChIIO BpeMe.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:xIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 YBpeXKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermopbsuBa oHIKaBaHE Ha J03aTa KaTo C€ CIIeIBAT yKa3aHWsITa B TOUKa 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKEIaHU pEeaKInK Ouxa

MOTJIH JIa c€ TIOSBAT XallfolMHAIMH. [lalueHTuTe TpsAOBa 1a ObAaT Npenynpe/IeHN 332 Bb3MOXKHOCTTA
OT TOsIBa Ha XaTIOIIMHAINH (TTPEIUMHO 3pUTEITHH).

AI/ICKI/IHCEXI/IH

IIpu manpemuana 6oiect Ha Parkinson mpu KoMOMHMpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. I1pu nosiBata um
TpsiOBa Ja ce HaMalM J103aTa Ha JIEBOIOTA.

Enwsonu Ha BHE3aITHO 3aCIIMBAaHE M COMHOJIEHTHOCT

[Ipamuriekcoun ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTMBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B pemku ciydan ce ¢h0011aBa 3a BHE3aITHO 3aCITUBAHE Tpe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lanuenrute TpsioBa
na ObIaT mpeAyIpeieHu 3a TOBa U Ja OBbIaT IOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaH 110 BpeMme Ha Tepanwst ¢ MIRAPEXIN. [TanmeHTrTe, MpH KOUTO CE€ MOSBSABAT
CHHJIMBOCT W/WJIH €IH30]1 Ha BHE3AITHO 3aCIBaHE TPSIOBaA /1a ce BB3IBPIKAT Ja MO(PUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa qa ce MMa NpenBy HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaar Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEeMaIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanasTuBy (BX. ToUkd 4.5, 4.7 u 4.8).

HapyiiieHus B KOHTpoJIa Ha UMITYJICHTE

[Maruenture TpsOBa 1a ObAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
umirycute. [larueHTuTe M OOJIHOTIIEJAYUTe TPSOBA 1a OBIaT 3aM03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEICHYCCKH CUMITTOMH Ha HAPYIICHHS B KOHTPOJIA HA UMITYJICUTE, BKJIIOYBAIIH MATOJIOTUYHA
CKJIOHHOCT KbM Xa3apT, MOBUILICHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
nasapyBaH€, NPEAKAAHC U KOMITYJICUBHO MPESKAAaHC ITPU MAIUCHTH, JICKYBAHU C JOIIaMUHOBH
aronucty, BkmountetHo MIRAPEXIN. TpsiOBa na ce 00Chan HaMaIsIBaHe Ha J103aTa/TIOCTETICHHO
CTHpaHe, aKO Ce Pa3BUAT TAKUBA CHMIITOMH.
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[NanueHTH ¢ ICUXOTUYHY HAPYIICHUS

[NarnenTHTe C NICHXOTHYHY HAPYIIICHHS TPSAOBA Ja ce JEKyBaT ¢ JIOTIAMUHOBYU arOHHCTH CaMo B
ClydalTe, KOraTo OYaKBaHaTa 1moJiza € Mo-royisiMa OT MOTEHIHATHUS puck. EnHoBpeMeHHarTa
ymoTpeba Ha aHTHTICHXOTHYHH JICKAPCTBEHH MIPOIYKTH U TIPAMHUIICKCOIT TPsiOBa 11a ce m30sTBa (BK.
To4uKa 4.5).

OdTaaMOJIOTHYHN IPErIEIn
[IpenoppruBat ce 0pTaaIMOIOrHYHH MPETJIean Ha PEIOBHH HHTEPBAJIN HJIH MPH MOSBA HA aHOMAJIHH B
3PEHHUETO.

TexKo ChpICYHO-CHJIOBO 3200IIsIBAHE

[pu Tex)KO CHPACIHO-CHIOBO 3a00IIIBAHE JIEKAPCTBOTO TPSIOBA J]a e MpHiiara BHUMATEITHO.
[penopbuBa ce MOHUTOPHpAHE HA KPHBHOTO HAISTaHE, OCOOCHO MPHU 3all04YBaHE Ha JICYCHHETO,
MOpaJf PUCK OT OPTOCTATHYHA XUITIOTOHHS BHB BPB3Ka C JICUSHUETO C JIOTIAMUHEPTUYHU JICKAPCTBA.

HeBpolienTu4eH MaJWrHEH CHHAPOM
CuMITOMH, TIPETOJIaraiy HEBPOJICITHICH MaJTUTHEH CHHPOM, Ca OTIMCAHU TIPU BHE3AITHOTO
CITUpaHe Ha JOTTAMHUHEPTHIHOTO JIeUeHHE (BXK. Touka 4.2).

4.5 B3aumojaeiicTBUe C IPYId JIeKAPCTBEHU NMPOAYKTH U APYyru ¢opMu Ha B3auMoaeicTBHE

CBBbp3BaHe ¢ IIa3MEHHS IPOTEUH

IIpamuriekcos ce CBbp3Ba B MHOT'O HHCKA CTETIEH ¢ TuiasMeHu npoTenu (< 20%) u nmpu xopa
peThpIsiBa Mayka ouorpanchopmaiius. [lopaau ToBa HE ce OYaKBAT B3aUMOJICHCTBUS C IPYTH
JICKaPCTBCHU NNPOAYKTHU, IMMOBJIMUABAIIN CBBP3BAHCTO C IIJIA3MCHHU MMPOTECUHU WJIN CIIMMUHUPAHCTO YPE3
6uotpanchopmaryst Thit KaTO aHTUXOTMHEPTUYHHUTE JIEKApCTBa C€ SIMMUHHUPAT IIIaBHO TOCPEICTBOM
O6uoTtpanchopmaius, Bb3MOKHOCTTA 32 B3aUMOJACHCTBHE C TSAX € OTpaHUYCHA, HO HE Ca MPOBEACHH
MPOYyYBaHUs B Ta3u Hacoka. Hsima apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CEJCKUIIMH U JIEBOIOTIA.

I/IHXI/I6I/ITODI/I/KOHKVDGHTI/I Ha aKTUBHUS II'BT 34 CJIMMHUHHPAHEC TIPE3 61:»6DCHI/ITG

HumernanH moHmxkapa ObOpeUHMsI KITUPHHC Ha PAMHIIEKCOI ¢ MpUOIH3UTENHO 34%, BEpOsSTHO
nopajay MHXUOUpaHe Ha KaTHOHHATa CEKPEeTOpHA TPAHCIIOPTHA CHCcTeMa B ObOpeuHHTE TYOYIIH.
Hopam/l TOBa JICKAPCTBCHU MMPOAYKTH, KOUTO Ca I/IHXI/I6I/ITOpI/I Ha TO3W aKTHUBCH II'bT 3a CJIIMMHUHUPAHEC
npe3 6’b6peHI/ITe HJIn, KOUTO CC€ CIIMMHUHHUPAT IMMOCPEACTBOM HETO, TAKWBA KaTO UMCTUINH, aMaHTaJWuH,
MCKCHUJICTHH 3UJ0BYIWH, HUCIUIATUH, XUHUH U IIPOKAaMHaAMHUJ] MOTaT aa BSaHMOHeﬁCTBaT Cc
IIPaMHUIICKCOJI, B pE€3YyJITAT Ha KOCTO J1a C€ MOHWKH KIIMPBHCHT HA IIPAMHUIICKCOJI. ITonmxaBaHe Ha
Jl03aTa Ha IIPaMUIIEKCOI CIIe/[Ba []a Ce UMa MPEBU] IIPU eJHOBPEMEHHA yIIoTpeOa Ha Te3H
nexapcTBeHH npoaykTu ¢ MIRAPEXIN.

Kombunanus ¢ iepojiona

Koraro MIRAPEXIN ce naBa B koMOMHAIHMS ¢ JICBOJIONA CE MTPEMOPhUYBA HAMANISIBAHE Ha J103aTa Ha
JIEBOJIONA M 3ala3BaHe Ha J03UPOBKATA HA IPYTUTE aHTUNIAPKUHCOHOBH JIEKAPCTBEHU MPOIYKTH
JIOKaTo ce mosuiiasa jgo3ara Ha MIRAPEXIN.

ITopaay Bb3MOXKEH aMTUBEH €PEKT MAMECHTUTE, IIPUEMAIIU IPYTH CEaTHBHU JICKAPCTBEHU
MPOTYKTH WM aJTKOXOJI B KOMOMHAIIMS ¢ IPAMHUIIEKCOI, TpsiOBa 1a ObIaT MOCHBETBAHM J1a ObIaT
npeanasnueu (Bx. Touku 4.4 , 4.7 u 4.8).

AHTUINICUXOTUYHH JCKAPCTBEHH MPOIYKTH
EnHoBpeMeHHaTa ynorpeba Ha aHTHIICUXOTHYHH JICKAPCTBCHU MPOAYKTU U MPAMHUIICKCOJ TPSIOBa Ja
ce u30srBa (BK. Touka 4.4), ako MOrar Jia C€ 0Y4aKBaT aHTArOHUCTHYHU €(PEKTH.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnMpaHe Ha KbpMaTa. He ca mpoBeneHH Npoy4BaHuUs MPH KEHU 110 OTHOILCHUE Ha EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mrbxoBe KOHIGHTpaLusITa Ha CBbp3aHaTa C aKTUBHOTO BEILIECTBO
PaIoaKTUBHOCT B KbpMarta € [0-BUCOKA OT Ta3H B IJIa3MaTa.

Twii kato munceat ganau npu xopa, MIRAPEXIN nHe OuBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Ed¢exTn BbpXy cnoco0HOCTTa 32 mO(pupaHe U padoTa ¢ MAIINHU

MIRAPEXIN Mo>xe ia moBnusie B 3HAUUTEIIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane U padoTa ¢
MaIIHHU.

Bb3MoxkHa € mosiBa HAa CHHIMBOCT WJIH XaJTIWHAIIH.

[Marmenture, nexyBanu ¢ MIRAPEXIN, npu konuto ce Habr01aBa CHhHIUBOCT W/WIIM BHE3AITHO
3acruBaHe Tpe3 JACHA, TpsA0Ba 1a ObIaT MpeaynpeieHu 1a He modupaT u Ja He YIPaKHSIBaT
NEHHOCTH, TTPH KOUTO HapyllIeHaTa OAUTEITHOCT OM M3JI0KUIIA TAX WM OKOIIHUTE Ha PUCK OT CEPHO3HO
HapaHsBaHE WX CMBPT (HampuMmep padoTa ¢ MAITMHK) A0 U3YE€3BAHETO HA TE3H IMOBTAPSIIH Ce
SIU301 ¥ CHHIUBOCT (BXK. CHINO TOYKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JiekapcTBeHU peaKUUU

OuvakBaHW HEXEJAHW PEAKITIH
CremHUTE HEXXEIaHU PEaKInK ca odyakBaHU npu ynorpeda Ha MIRAPEXIN: matonorudau CHHUIIA,

aMHe3Hs, MOBEJICHUYSCKH CUMIITOMU Ha HAPYIICHUS B KOHTPOJIMPAHETO HA UMITYJICUTE U
HATPAIMIUBOCTU KaTO CKIIOHHOCT KbM TIPESDKIaHE M PEKOMEPHA CKIIOHOCT KbM Ia3apyBaHe,
XUIEPCEKCYATHOCT U MATOJOTUYHA CKIIOHHOCT KBbM Xa3apT, ChpJieuHa HEI0OCTaThYHOCT, 00bPKBAHE,
3aIeK, HaTyIHU4aBOCT, 3aMasHOCT, IUCKUHE3HS, JUCITHES, YMOPa, XATIOIUHAIINH, TIIaBO0OIHE,
XbJIIaHe, XHIIEPKUHE3Us, XUIiep(arus, XUMoTOHHsI, HApYIICHA CEKpelrs Ha aHTUAHYPETHYCH XOPMOH,
Oe3chHUE, HAPYIICHHSI B THOMIOTO, TaICHE, TTapaHos, IepudEepeH OTOK, THEBMOHMSI, CHPOEkK, OOpPUB U
JPYTH pEaKiMi Ha CBPhUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHhHIMBOCT, CIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HAPYIICHHE, BKIFOUUTEITHO JUIIONHS, 3aMbBIIICHO BIDKIAHE H
HaMmaJeHa 3pUTeNIHa OCTPOTA, MOBPhINAHE, TOHIKABAHE HA TETJIOTO, BKIFOUUTEITHO IIOHMKEH alleTHT,
MOKa4YBaHE Ha TETJIOTO.

BB3 ocHOBa Ha aHAM3HW Ha COOPHH IIIarie00 KOHTPOIMPAHU TPOYIBAHUS, B KOUTO ca ydacTBaimu 1778
narueHTH ¢ Oonect Ha Parkinson Ha npamuniekcon u 1354 manueHTH Ha TUTae00, HEXKETaHH
JIEKapCTBEHH PEaKIuy ca ChOOIIABaH! YECTO U B IBETE TPpymu. 67% OT MalMeHTuTe Ha MPAMHUATIEKCOIT
1 54% ot manueHTHTE Ha IUIane0o choOIIaBaT MOHE e/IHA HEe)KEeaHa JISKAPCTBEHA PEaKIIHS.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPraHHUTE KJIAaCOBE, HEKEJIAHTE JICKAPCTBEHH PEaKIMU ca H30POCHH CIIOpeN
yectoTaTa (Opos MAIMEHTH, TPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3M0JI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaxu (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOliaBaHuTe HE)KEJIAHU PEAKIIMU TIPU HalueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMUIIEKCOJ B CPAaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0onre U yMmopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKkco coi Ha feH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKiys pu KOMOMHAIIUS C JICBOJIONA € TUCKUHE3uATa. B HaYamoTo Ha JICUCHUETO
MOJKE J1a ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUN

WNudexun u nabecTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KbM MpesiKIaHe ', PeKoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapywenus Ha ounte

Yectn

3PHUTETHO HApYIIIEHHUE, BKITIOYUTEHO U0, 3aMbIIICHO
BIJKIaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHE ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO6mm HapymieHus U eheKTH Ha MACTOTO Ha MPIJIOKCHHE

Yectn

| yMopa, IepudepeH 0TOK
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N3cnensanus

Yectu IIOHM>KaBaHC HAa TCTJIOTO, BKIIFOUHUTCIIHO ITIOHMKCH allICTUT

Heuectn MoKa4yBaHe Ha TErJI0TO

'"Tasu nexenana peaxius e HaOltoJaBaHa 1Mo BpeMe mocTMapkeTHHroBus onut. C 95% TouHocT,
I'pynara Ha yecToTa € He MoBeYe OT HeYecTa, HO MOXe Ja Ob/ie U mo-Hucka. [IpennsHo u3uucisBane
Ha YeCcToTaTa He € Bb3MOXKHO, ThI KaTO HeXKeIaHaTa peakius He ce € MOsABsBUIIA B 0a3ara JaHHU OT
KIIMHUYHYU M3NUTBaHUA Ha 2 762 narnmenTtu ¢ bonecrra Ha Parkinson, nexkyBaHu ¢ mpaMumniekcomn

CBHIMBOCT
IIpamMurniekcos € CBbp3aH YeCTO ChC CHbHIUBOCT M HEUECTO C€ CBBP3Ba C MPEKOMEpPHA CHHIIUBOCT IIPE3
JICHS ¥ €IU30/11 Ha BHE3aITHO 3acUBaHE (BX. CBIIO Touka 4.4).

Hapyiiienus B 1u6HI0TO
[Ipamunekcon Moxe 1a ObJie CBbP3aH HEUESCTO C HAPYIICHUS B JIMOUIOTO (MIOBUIIIABAHE WIIN
MTOHMYKaBaHe).

Hapymienus B KoHTpoJia Ha UMOYJICUTE

[laTonorn4Ha CKIOHHOCT KbM Xa3apT, MOBHUILEHO JTUOUI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
U Ta3apyBaHe, IpeskAaHe U KOMITYJICUBHO MpesbKAaHe Morart Jja ce MOSABST PH NMaleHTH, JIEKyBaH!
C IOTIAaMHHOBH aroHucTH, BKIrounTeaHo MIRAPEXIN Bx. Touka 4.4).

B perpocniekTHBEH CKpUHUHT Ha IIPE/ICTaBUTEIHA U3BAKa U IPOyUBaHE CIydyail-KOHTpPOIa,
BkitouBaiy 3090 nmanueHTH ¢ napkoHcoHoBa OonecT 13,6% OT BCUUKM MAIMCHTH, MTOJIOKEHH Ha
JTOTAMUHEPTUYHO JICUEHUE WIH He-IOMaMUHEPTUYHO JICYCHUE UMAT CUMIITOMU Ha HAPYIICHUE B
KOHTPOJIa Ha UMITYJICUTE B TIEPUO/Ia Ha MOCIICAHNUTE IIIeCT Mecelia. HabmoiaBanuTe mposiBU BKITFOYBAT
MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICUBHO
MpespKIaHe U HATPaITYUBO CEKCYalHO MOBeIeHNE (TOBUILIEHA CEKCYATHOCT). Bp3MoxkHUTE
HE3aBUCUMU PUCKOBH (DAKTOPH 32 HAPYIICHUS B KOHTPOJIA HAa UMITYJICUTE BKJIFOUBAT JOMAMHUHEPTHYHO
JICYCHUE U TI0-BUCOKH JIO3U HA JOMAMHUHEPIHYHO JICUCHHE, TIO-MJIaJia Bb3pacT (< 65 ronuHu),
0e30paune u croOIIeHa (haMUITHA aHAMHE3a 33 CKJIOHHOCT KbM Xa3apT.

C’LDI[G‘IHS. HCOOCTATHYHOCT

IIo BpEMC Ha KIIMHUYHU MTPOYYBAHUA U TOCTMAPKETUHI OB OIIUT € C’bO6H_IaBaHa ChbpJCYHa
HEAOCTATBbYHOCT NPU NAMUCHTH C ITPAMHUIICKCOJI. IIo BpEMC Ha (I)apMaKOCHI/II[eMI/IOJ'IOFI/I‘lHI/ITC
MpOoy4YBaHUsA, IPUTOKCHUECTO HA ITPAMHUIICKCOJI € CBBP3aHO C NOBHUILICH PUCK OT ChpACUHA
HEAOCTATBbYHOCT B CPABHCHHUEC C HCIIPWJIATaHETO HAa TPAMHUIICKCOJI (Ha6J’IIO,[[aBaHa CTCIICH Ha pUCKa
1.86; 95% ClI, 1,21-2,85).

4.9 Ilpeno3upane

Hsmva xIMHUYEH OIUT C TEXKKHU CJIydau Ha npeao3upaHe. OuakBaHHTE HEXKETIAHU pcaknunu ca Te3u,
CBhOTBCTCTBAIIlK HA (l)apMaKO,[[I/IHaMI/I‘IHI/IH HpO(i)I/IJ'I Ha JOIIaMHWHOB aroOHUCT, BKJIIFOYBAIIHM T'aZICHEC,
MOBPBIIAHC, XUIICPKUHEC3U A, XAJIIOIUHAIUU, B’B36y,[[a u xunoTonus. He e YCTAaHOBCH aHTUAOT IIPpHU
npeao3upane ¢ J0IMaMUHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMPAHC HA LICHTPAJIHATAa
HEPBHA CUCTCMa MOXKC [1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I npeao3nupane MOXE J1a Cca HeO6XO,I[I/IMI/I
06]].[1/1 noaAabpIKad MCpONIpUATHS B KOM6I/IHaI_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IHq)yBI/II/I,
npujaraHe Ha akKTUBCH BBIJICH U MOHUTOPHUPAHC Ha EKT.

5. ®APMAKOJIOTMYHU CBOVICTBA
5.1 ®apmakogWHAMHMYHH CBOICTBA

®dapMakoTepaneBTHYHA Ipyla: aHTUIIAPKUHCOHOBH JIEKapCTBa, JonaMuHOBH aroHucTH, ATC kox:
NO04BCO05
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MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOPH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oiek4yaBa IMPpOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIIaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) XKUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

dapMakoaMHAMUYHU ePEeKTU

[Ipu moOpoBoIM € HabIIIoJTaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KITMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BcekH 3 IHM) OT mpenopbyBanuTe 10 3,15 mg npamunekcon 6asza (4,5 mg
COJI) Ha JICH, € Ha0JI0JaBaHO TIOBUIIIABAHE HA KPHBHOTO HAJNISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
puTbM. TakuBa edekTu He ce HAOIIOaBaT MPY U3MUTBAHUS C MAI[UCHTH.

Knuanyna edukacHocT 1 6e3omacHOCT mpu Oostect Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca miane®0-KOHTPOIUPAHU KIMHUYHHI W3MUTBaHuUs, BkiouBamy 1 800 nauuenTta B craauit
Ha 3a0omsBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
0wy B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IPUEMall €IHOBPEMEHHO JIEBOJOIA U ca CTPaJaiy OT
JIBUTATEIIHU yCIIOKHEHMS.

EdukacHocTTa Ha MpaMHUIIEKCOJI IPU PaHHA U HampeaHana oosect Ha Parkinson ce moaabpxa B
KOHTPOJIMPAHU KJIMHUYHY MPOYYBAHUS 32 TICPUOJT OT OKOJIO IIECT Mecena. B 0oTBOpeHU NONbIHUTEITHH
MPOYYBaHUs 3a MIEPUO/] HAJl TPU TOJIMHU HE Ca OTOENA3aHU MPU3HAIM Ha IOHW)KaBaHEe Ha
e(ukacHoOCTTA.

IIpu KOHTPOIUPAHO ABOHHO CIISTO KIWMHHYHO TPOYUBAHE C TPOIBKATETHOCT 2 TOMHH, HAUalHa
Tepanws ¢ MPaAMUTICKCOJ 3HAYNMO OTJIara HaCTHIIBAHETO HA MOTOPHHU YCIIOKHEHHS U CPABHEHO C
HayaJlHa Tepanws ¢ JIEBOJI0MNA PeIyupa TsIXHaTa mosisa. ToBa oT/iaraHe Ha MOTOPHHUTE YCIOKHEHHS
NpY TIPAMUTIEKCOJ ClIe/iBa Ja ce baaHcupa CpsiMo MO-TOSIMOTO MO00pEHHE Ha MOTOpHATA
(byHKIHSA TpH JeBoaomna (M3MepeHo upe3 cpeanara npomsHa mo UPDR-ckana). O6imaTa yectoTta Ha
XaITIOIMHAIIMY U CHHIUBOCT MPHUHITUITHO € TI0-BHCOKA BHB (pa3ara Ha yBeIWYaBaHe Ha 103aTa MpU
rpymara ¢ mpaMHIIeKcos. Bepeku ToBa, He € MMallo 3HAYUTENTHA pa3sinKa Mpe3 MoaabpiKamara ¢asa.
Te3u qanuu TpsaOBa a ce UMAT MPEIBHU MPH 3aMOYBaHe HA JICUCHUETO C MPAMHUIICKCOIT TP MAI[HEHTH
¢ 6onect Ha Parkinson.

Eduxacnocrra n 6ezomacHoctta Ha MIRAPEXIN TabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE 3a JICUCHNE
Ha OosecT Ha Parkinson e olieHeHa B MyJITHHAIIMOHATHA [TPOTpaMa 3a JIeKapcTBeHa pa3paboTka,
BKJIFOYBAILA TPU PAHIOMHU3UPAHA KOHTPOJIUPAHU U3NUTBAHUSA. J[BETe H3MUTBAHUSA Ca IPOBEICHU IIpU
nanyeHTy ¢ panHa Oosect Ha Parkinson u eqHO M3NUTBaHE € MPOBENCHO MPH MALMEHTH C HaNpeAHaNa
Oonect Ha Parkinson.

[peBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKeHO OCBOOOXKIaBaHe CIPSMO Ianedo ce
HaOmoaBa cien 18 ceqMuIy Ha JiedeHue 1o oTHoieHue u Ha mepBuuHuTe (UPDR-CcKana, ckop no
yact [[+111) u Ha ocHOBHUTE BTOpu4HU (O1ieHKH Ha pecrionaepute 3a CGI-1 u PGI-I) kpaitau Touku 3a
e(hMKaCHOCT B JIBOWHO CJISIO, IJ1aie00-KOHTPOJIMPAHO U3MUTBAHE, BKIFOYBAIIO 00110 539 marueHTu ¢
panHa 6onect Ha Parkinson. [Tonabpixane Ha eukacHOCT ce HaOMFO1aBa IPU NAIIMCHTUTE, JICKYBaHU
33 cenmuriu. MIRAPEXIN TabneTku ¢ yIbKEHO 0CBOOOXKIaBaHE ca HE MO-MaJIKO eUKaCHU OT
MIPaMUIIEKCOJT TabNIeTKH ¢ He3a0aBHO 0CBOOOKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o yact [+

[Ipu nBO¥HO cisino, TUIANE00-KOHTPOIUPAHO U3MUTBAHE, BKIIFOYBAIIO 0010 517 manueHTH ¢
HanpeaHana Oosect Ha Parkinson, KOUToO ca Ha CHITBTCTBAIIIO JICYCHHUE C JICBOJIONA, TIPEBH3XOJACTBO HA
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUTane0o ce HabmoaBa cien 18
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CeIMULIM Ha JieueHHe U 1o oTHomeHue u Ha mepBudHNTE (UPDR-CcKana, ckop no wact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBaHE) KpaHU TOUKHU 32 €(pUKacHOCT.

Eduxacnoctra n noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJETKU C yABIDKEHO OCBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPHHTA IIPH ChIIaTa THEBHA /1032 ca
OLICHEHH B IBOWHO CIIATNO KJIMHUYHO [IPOYyYBaHe NPpH MaleHTH ¢ paHHa Oosiect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemunan Ha MIRAPEXIN Tabnetku ¢
YABIDKEHO 0CBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT no3ara cu, 13,8%
yBenuyasar u 3,4% HaMansBar qo3arta cH.

[Ipu nonoBuHarta ot 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKaHE Ha
e¢ukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHaTta oT Ha4aIHUTE CTOMHOCTH HE CE CUUTA
3a KIIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0CBOOOKIaBaHE €
MOJIYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, T0BEJIO 10 MPEeKpaTsIBaHe Ha JICUSHHUETO.

IlenqnaTpuyHa nonyJaanus

EBporneiickara areHuus 10 JieKapcTBaTa 0CBOO0XK1aBa OT 3ab/KCHUETO 3a IIPEJOCTABSIHE Ha
pesynrature ot npoyuBanusaTa ¢ MIRAPEXIN BBB BcHUKH NOATPYNH Ha MeJUaTpUYHATA MOy JIanus
npu Oonect Ha Parkinson (Bxk. Touka 4.2 3a uHQOpMaNKs OTHOCHO YIoTpeOa B eIUATPHATA).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AGcopbuns
IIpamurmiekcon ce pezopOrpa OBP30 U U3ILUIO CIIEe TIepopalieH prueM. AOCOIOTHATa OMOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO IPAMHUIIEKCOIT ¢ He3a0aBHO OCBOOOXKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOYKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpreM Ha XpaHa, MUHUMAalTHaTa U THKOBaTa
miazMena KOHIEHTPAIHS (Cyin, Cax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU J03HM HA
MIRAPEXIN Ta0neTku ¢ yaObpDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK AHeBHO 1 MIRAPEXIN
TaOJeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTku ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsBa
yecToTara Ha IIyKTOAIlMU Ha TUTA3MEHHUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo oT 24 Jaca, B
CpaBHEHHE C MIPUEM TPH ITBTH Ha JIeH Ha MTPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOXKIaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIIUH e JIOCTUTAT CJie]l OKOJIo 6 Yaca cliell pueM Ha
MIRAPEXIN Ta0neTKu ¢ yaObDKEHO 0CBOOOXK TaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSIHUE HA
EKCTIO3UIHS Ce JIOCTHra Hali-MaJIKo clie]l 5 JTHU Ha HeMPEeKbCHAT TIPUEM.

EnHOBpeMeHHUAT pHeM Ha XpaHa He TIOBJIHsIBa OMOHAIMYHOCTTa Ha IpaMuIiekcoll. [IpueMsT Ha Meco
C BICOKO ChIbpKaHNE Ha Ma3HWHU MpEIN3BUKBA MOBHIIaBaHe Ha T1a3MeHaTa KOHIEHTPAIHs (Cpax) C
oxoJo 24% crien mpuiarase Ha eTHOKpaTHa /103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIIaraHe u
BOJIY 10 3a0aBsiHE C OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIKOBa KOHIEHTPAIIHS ITPH 3IPaBH
nmobposomi. Oomara excriosutus (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,, HE €€ CMATA 332 KIIMHUYHO 3Ha4MMO. [1pu nmpoyusanusra ¢aza III, konto
ycTaHOBsBaT Oe3omacHocTTa B eprukacHocTTa HAa MIRAPEXIN TabnmeTku ¢ yabmKkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKApCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.

Joxato tenecHoTo Terio He Biause Ha AUC, ycTaHOBEHO €, Ue MOBIHABa 00eMa Ha pasIpeaeiicHue 1
CJIETOBATEITHO M MMUKOBUTE IJIa3MeHH KOHIEHTpAIH Cy,,x. [To-HUCKO TenecHo Termo ¢ 30 kg Boau 1o
noumaBane Ha C. ¢ 45%. Bwlipeku ToBa, B m3cnensanus (asa I1I mpu marmenTu ¢ 6oirect Ha
Parkinson He ce ycTaHOBSIBa KIIMHUYHO 3HAYMMO BIIMSHUE HA TENIECHOTO TETJI0 BHPXY TEPAEBTUIHUS
eexT u moHocumoctTa Ha MIRAPEXIN TabieTku ¢ yaIbDKEHO 0CBOOOXKIaBaHE.
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Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jinyus B IUIA3MEHUTE KOHIIEHTPALUU [IpU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ IPOTEMHUTE MIPH XOpa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAABaHN BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA ThKaH (OKOJIO § MMBTH MO-BUCOKH OT TE3H B IIa3MaTa).

Buorpancdhopmarus
IIpaMurmekcos ce MeTaboNu3upa B HUCKA CTEIICH B YOBEIIKUS OPTaHU3bBM.

Enuvunupane
OCHOBHUST HaYWH HA EIMMUHUPAHE ¢ ObOpeuHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 0b0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KNUPBHC HA MpaMumeKcon € okoio 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Jaca Mpy MIIaJM Xopa a0 12 Jaca mpu Bb3pacTHU.

5.3 IlpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBaHusiTa 32 TOKCHYHOCT P MHOTOKPATHO MPUJIOKEHHUE TIOKA3BAT, Y€ MPAMHIICKCOII BIIUsIC
riaBHO BbpXy (pyHkuuTe Ha [IHC u skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHieH (hapMakoIMHaAMUUEH e(peKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IIpaceHla € Ha6J'IIO,I[aBaH0 INOHMXKCHHEC Ha JNaCTOJHOTO M CUCTOJHO HAJIAAIraHe v Ha
ChbpACYHAaTa 4Y€CTOTA, a TCHACHI A 3a XUIIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIICKCOJ [0 OTHOLICHUE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
NP U3cIeIBaHNUS BbPXY IUTbX0OBE U 3aiiu. [Ipu mirbpxoBe u 3ailM MpaMHUIIEKCOJ He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTBXOBE B 031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH U OTPAHUYECHUTE U3CIICABAHH NTapaMETPH HEXEIaHUTE PEeaky Ha
NPaMHIIEKCOI 10 OTHOIICHHE Ha OPEMEHHOCTTa M MB)KKaTa PENpOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHUC (T.e. Pa3aciIAHC Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKcHueH. [Ipy npoyduBaHus 32 KApLUUHOT€HEH MOTEHIUAT MBXKKH IITbXOBE
pa3BHUBAT XUIepIIa3us Ha KieTkuTe Ha Leydig u aneHOMH, KOETO ce 00ACHIBa ¢ MHXUOUpaIus edext
Ha MIPaMUIIEKCOJ BbPXY NMPOaKTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIMHUYHATa yHoTpeoa.
ChbI10TO MpOyYBaHe MOKa3Ba, ue B 703U 2 mg/kg (Com) v Mo-BUCOKH OT TSAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXose anouHocu. [locaenqnara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTBXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOT'CHHOCT MPH
MUILIKY aJTONHOCH, KaKTO U IPH HUTO €IUH OT APYTHTE H3CIEeIBAaHU BUAOBE.

6. DOAPMAUEBTUYHU JAHHU
6.1 ChnucbKk HA MOMOIIHUTE BellleCTBA
Xumnpomenosza 2208

HapeBI/IT-IHO HHUILICCTC

kapbomep 941

CHUJIUIIMEB JTMOKCHU]I, O€3BOIeH
MarHe3meB cTeapar
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6.2 HecnbBMecTuMOCTH

He e npunoxxumo.

6.3 Cpok Ha rogHocT

3 roauHu

6.4 Cpoenuajnm ycJIOBHSI HA CbXpaHeHHe

I[a CC ChbXpaHsABa B OpUTrMHAJIHATA OIMIAKOBKaA, 3a J1a C€ Ipcara3Ba OT BJjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICIIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6muctepHa nenTa chabpxka 10 TabNeTKH ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu kytuu, ceappxkamu 1, 3 unu 10 6xuctepan ientu (10, 30 unu 100 TabneTku ¢ yIbIHKeHO
0cB00OOKTaBaHE)

He Bcruky BUIOBY OMaKOBKK MOrart 1a ObIaT MyCHATH B MPoJakoa.

6.6 CrnennaJIHu NpeANa3HA MePKH NPH U3XBBbPJIsAHE

Hsama CIICIUAaJIHU M3UCKBAaHMA.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/019-021

9. JATA HA TBPBO PASPEITABAHE/ITOAHOBSABAHE HA PASPELLIEHUETO 3A
YIIOTPEBA

Jlara Ha mBpBO pa3pemniaBane 3a ynotpeda: 23 ¢pepyapu 1998

Jara Ha mocnenHo nogHOBsiBane: 23 deBpyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IMoapobHa uHbopMaIis 3a TO3M JEKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yebcatita Ha EBporeiickara
areHIIUs 110 JIeKapcTBarta http://www.ema.europa.eu.
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1. NUME HA JIEKAPCTBEHUSA TIPOAYKT

MIRAPEXIN 1,57 mg TabieTku ¢ yIBJIKEHO OCBOOOXKI1aBaHe

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika TabnieTka ¢ yIb/HKEHO 0CBOOOXIaBaHEe ChIbpika 2,25 mg MPaMHIIEKCOT JUXUAPOXIOPHT
MoOHOXUJpAT (pramipexole dihydrochloride monohydrate), ekBuBaneHTeH Ha 1,57 mg npaMHUITEKCO
(pramipexole).

Buumanue:

Jlo3uTe mpaMUIIeKcol1, MyOJIMKyBaHH B JINTEpATypaTa ce OTHACST 32 HEroBata Coll.

IMopanu ToBa n03uTe Iie OBJAT U3PA3IBAHH MO-A0JTY KaTO MPAMUIICKCOJT 0a3a U KaTo MPaMHIIEKCOI
no1 hopMaTa Ha coi (B CKOOH).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTE BCIICCTBA, BUXKTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabmeTka ¢ yIbHKEHO OCBOOOKIaBaHE

Tabmerkute ca 6ey A0 MOYTH OCNN ¢ eNUIICOBUIHA opMa U UMAT BIUTEOHAT penedeH Ko (0T eqHaTa
ctpana kox P12, a ot npyrara crpaHa cuMBojia Ha komnaausaTa Boehringer Ingelheim).

4. KJIMHUYHU JAHHHA
4.1 TepaneBTUYHM MOKA3AHUS

MIRAPEXIN e npeana3HayeH 3a jJeueHHe NIpH Bb3PACTHU Ha NMPU3HALUTE U CUMIITOMHUTE Ha
uavonaTuyHa 6onect Ha Parkinson camocTositenHo (6e3 neBogona) win B KOMOMHALIUS € JIEBOJIONA,
T.€. B X0Ja Ha 3a00JsIBaHETO Npe3 KbCHUTE CTaIuH, KoraTo epeKThT Ha JEBOAONA HaMalsaBa UM CTaBa
HETIOCTOSIHEH M ce HabronaBaT (MIyKTyaluy B TepaneBTHUHUS eeKT ((IyKTyaluy Ipy H3uepIiBaHe
Ha fo3ata win “on off” paykryanun).

4.2 Jlo3UpOBKa M HAYMH HA NPHJIOKEHHE
Jo3upoBka

MIRAPEXIN Ta0neTku ¢ yIbDKEHO OCBOOOXKIaBaHE ca IepopaiHa ¢popMa Ha IPaMHIIEKCOT 3a
€/THOKPATCH JIHEBCH MPUEM.

Hauanno neuenue:

Jlo3ara Tps6Ba MOCTENEHHO J1a ce MOBHIIaBa, KaTo ce 3armoune ¢ 0,26 mg 6a3a (0,375 mg con) AHEBHO,
CJIe/I KOETO Ce YBEeJINYaBa Ha BCEKH 5 - 7 THU. AKO MPH NMalUEHTa HE CE yCTAaHOBSBAT HEMTOHOCUMH
HE)KEJIaHW JIEKaPCTBEHH PEaKILIMK, J03aTa CIIeBa Ja Ce TUTPHpA JI0 OCTUTaHe Ha MaKCUMaleH
TepaneBTUYEH e(eKT.

Cxema Ha nozupane Ha MIRAPEXIN TabneTku ¢ yabIKeHO 0CBOOOXK/TaBaHe Ype3 TOBUIIIABAHE
Ha JO3UTE

CenMura JlHeBHa no3a (mg 6aza) JHeBHa go3a (mg coun)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOJy4YaBalIl JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha IeH MOXKe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/lc HamalsiBaHa
Jo3ara Ha jeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KAaKTO 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakUMHTe Ha OTACTHUTE MAMEeHTH (BX. Touka 4.5).

Ilponychama 0oza

Koraro e mpomrycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0cBOOOXKIaBaHe TPSIOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 00nvaiftHOTO Bpeme 3a ipueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu ¢ 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Ipean Ja ce MOBUIIIN JHEBHATA J103a CIIe] eHA CeMHIIA. AKO € HEOOXOAUMO MO-HATATHIIHO
MOBUIIIABAHE HA J103aTa, TS TPsAOBa Aa OBbAe yBenuuasaHa ¢ 0,26 mg mpaMurexcol 6a3a mpe3
MHTEPBAIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa MO0 BpeMe Ha OAbPIKaIoTo JeueHne, Tpa0Ba /1a ce ciueBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenmu ¢ 4epHoOpoOHU YEPEeHCOAHUSL.:
BeposiTHO He € HeOOXOIMMO aalTUPaHe Ha J103aTa [IPHU MAIMEHTH ¢ YepHOAPOOHA HEIOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.

[loreHunanHOTO BAMSHUE HA YepHOAPOOHATA HEAOCTATHUYHOCT BHPXY (hapMaKOKHMHETHKATA Ha
MIRAPEXIN o0ave He € mpoy4eHO.

[leouampuuna nonviayus

be3omacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmerta o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmkeHo 0cBoOOXKaaBaHe pu OosecT Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIHs.

Hauun Ha npusioxkeHue

Tabnerkurte TpssOBa Ja ce MOTIBIIAT LIEIH C BOJIAa ¥ HE TPsAOBaA J1a Ce IbBUAT, pa3ieisaT Wil
pasrporaBar. TabneTkuTe Morar Jia ce mpuemMar KakTo ¢ XpaHa, Taka 1 0e3 XpaHa U TpsiOBa 1a ce
MIPUEeMAaT BCEKH JIcH MPUOIU3UTEIHO MO €[HO U ChIIO BpeMe.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:xIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 YBpeXKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpemopbsuBa MoHIKaBaHE Ha J03aTa KaTo C€ CIeIBAT yKa3aHWsITa B TOUKa 4.2.

XaIFoIMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKEIaH!U pEeaKInK Ouxa

MOTIH JIa c€ TIOSBAT XallfolMHAIMH. [lalueHTuTe TpsAOBa 1a ObAaT Npenynpe/IeHn 332 Bb3MOXKHOCTTA
OT IOsIBa Ha XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6omect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHaYaHOTO TuTpupane Ha nqo3atra MIRAPEXIN. Ilpu nosiBata um
TpsiOBa Ja ce HaMaJH J103aTa Ha JIEBOIOTA.

Enw3ony Ha BHE3aITHO 3aCIIMBAaHE M COMHOJIEHTHOCT

[Ipammuriekcoun ce CBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTIHBaHe, 0COOEHO MpH
narueHTH ¢ Oosect Ha Parkinson. B pemku ciaydan ce ch0011aBa 3a BHE3aITHO 3aCITUBAHE Tpe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a TO OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsioBa
na ObIaT mpeAyIpeieHu 3a TOBa U Ja OBbIaT IOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaH 110 BpeMme Ha Tepanws ¢ MIRAPEXIN. [TanmeHTrTe, MpH KOUTO CE€ MOSBSABAT
CHHJIMBOCT W/WJIHM €IIM30]1 Ha BHE3AITHO 3aCIMBaHEe TPSIOBA /1a ce BB3IBPIKAT Ja MO(PUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa na ce MMa NpenBH HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaar Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEeMaIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMHUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanazauBy (BX. ToUku 4.5, 4.7 u 4.8).

Hapymenns B KOHTpOJIa Ha UMITYJICUTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIIOIaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
uMmityscure. [laruentute u GoTHOTIIeAaYNTE TPsIOBA 1a OBIAT 3all03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEACHUECKU CUMIITOMU Ha HApYLICHUs B KOHTPOJIA Ha UMITYJICUTE, BKIIFOUBAILY NAaTOJIOTUYHA
CKJIOHHOCT KbM Xa3apT, MOBUILICHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
naszapyBaHe, MpesHKIaHe U KOMITYJICHBHO MPESKIaHe NP MAIECHTH, JICKyBaHU C TOTaMHUHOBH
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKUBA CUMIITOMHU.

IanueHTy ¢ MCUXOTHYHU HAPYIICHUSI

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHUS TPAOBA Ja Ce JIEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTyyanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIHANHUS puck. EnHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOT TpsIOBa 1a ce n30sAraa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WITH MU MOSBA HA aHOMATTUH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagv pucCK OT OPpTOCTAaTUYHA XUIIOTOHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYEH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBbp3BaHe ¢ IIa3MEHUS IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETleH ¢ Iia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmanius. [lopaau ToBa He ce OUAKBAT B3AaMMOJICHCTBUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBJIHSBAIIN CBBP3BAHETO C MJIA3MEHHU MPOTSHHHU WM SITUMUHUPAHETO Upe3
ouotpanchopmanus Twit KaTO AHTHXONUHEPTHYHUTE JICKAPCTBA CE SNUMHUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPaHHUCHA, HO HE ca POBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTUBHHUS BT 3a ENMMUHMpPAaHe npe3 0p0penure

HumernanH noHnxaBa ObOpEUHMsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ IpUOIH3UTEnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U aKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTAAlH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIATHH, XWHUH U TPOKAaUHAMUJI MOTaT J1a B3aUMOJACHCTBAT C
NPaMHIIEKCOJI, B PE3YJITaT Ha KOETO J1a c€ TOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Aa Ce MMa MPEIBHU IPH SAHOBPEMEHHA yHoTpeda Ha Te31
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ g1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3alla3BaHe Ha JIO3MPOBKATa Ha PYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
MPOIYKTH WK aJIKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TpOBa Ja ObJaT MOCHhBETBAHM Ja OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAPpCTBCHU IMMPOAYKTH U ITPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnupaHe Ha KbpMaTa. He ca mpoBeneHH NpOy4BaHuUs MPH KEHU 110 OTHOILIECHUE HAa EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mirpxoBe KOHIEGHTpaLusITa Ha CBbp3aHaTa ¢ aKTUBHOTO BEILIECTBO
PaIuoaKTUBHOCT B KbpMata € [0-BUCOKA OT Ta3H B IJIa3Mara.

Twii kato nunceat ganau npu xopa, MIRAPEXIN nHe 6uBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Ed¢exTn BbpXy cnoco0HOCTTa 32 mO(pupaHe U padoTa ¢ MAIINHU

MIRAPEXIN Mo>xe ia moBnusie B 3HAUUTEIIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane U padoTa ¢
MaIIHHU.

Bb3MoxkHa € mosiBa HAa CHHIMBOCT WJIH XaJTIWHAIIH.

[Marmenture, nexyBanu ¢ MIRAPEXIN, npu konuto ce Habr01aBa CHhHIUBOCT W/WIIM BHE3AITHO
3acruBaHe Tpe3 JACHA, TpsA0Ba 1a ObIaT MpeaynpeieHu 1a He modupaT u Ja He YIPaKHSIBaT
NEHHOCTH, TTPH KOUTO HapyllIeHaTa OAUTEITHOCT OM M3JI0KUIIA TAX WM OKOIIHUTE Ha PUCK OT CEPHO3HO
HapaHsBaHE WX CMBPT (HampuMmep padoTa ¢ MAITMHK) A0 U3YE€3BAHETO HA TE3H IMOBTAPSIIH Ce
SIU301 ¥ CHHIUBOCT (BXK. CHINO TOYKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JiekapcTBeHU peaKUUU

OuvakBaHW HEXEJAHW PEAKITIH
CremHUTE HEXXEIaHU PEaKInK ca odyakBaHU npu ynorpeda Ha MIRAPEXIN: matonorudau CHHUIIA,

aMHe3Hs, MOBEJICHUYSCKH CUMIITOMU Ha HAPYIICHUS B KOHTPOJIMPAHETO HA UMITYJICUTE U
HATPAIMIUBOCTU KaTO CKIIOHHOCT KbM TIPESDKIaHE M PEKOMEPHA CKIIOHOCT KbM Ia3apyBaHe,
XUIEPCEKCYATHOCT U MATOJOTUYHA CKIIOHHOCT KBbM Xa3apT,ChpJievHa HEJOCTAThYHOCT, 0OBPKBAHE,
3arieK, HaIyTHU4aBOCT, 3aMasHOCT, IUCKUHE3NS, JIUCITHES, YMOPa, XATIOIUHALINH, TIIaBO0oIHE,
XbJIIaHe, XHIIEPKUHE3Us, XUIiepdarus, XUMoTOHMsI, HApYIICHA CEKpelrs Ha aHTUANYPETHYCH XOPMOH,
Oe3chHUE, HAPYIICHHSI B THOMIOTO, TaICHE, TTapaHos, IepudEepeH OTOK, THEBMOHMSI, CHPOEkK, OOpPUB U
JPYTH pEaKiMi Ha CBPhUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHhHIMBOCT, CIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HAPYIICHHE, BKIFOUUTEITHO JUIIONHS, 3aMbBIIICHO BIDKIAHE H
HaMmaJeHa 3pUTeNIHa OCTPOTA, MOBPhINAHE, TOHIKABAHE HA TETJIOTO, BKIFOUUTEITHO IIOHMKEH alleTHT,
MOKa4YBaHE Ha TETJIOTO.

BB3 ocHOBa Ha aHAM3HW Ha COOPHH IIIarie00 KOHTPOIMPAHU TPOYIBAHUS, B KOUTO ca ydacTBaimu 1778
narueHTH ¢ Oonect Ha Parkinson Ha npamuniekcon u 1354 manueHTH Ha TUTae00, HEXKETaHH
JIEKapCTBEHH PEaKIuy ca ChOOIIABaH! YECTO U B IBETE TPpymu. 67% OT MalMeHTuTe Ha MPAMHUATIEKCOIT
1 54% ot manueHTHTE Ha IUIane0o choOIIaBaT MOHE e/IHA HEe)KEeaHa JISKAPCTBEHA PEaKIIHS.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPTraHHUTE KJIAaCOBE, HEXKEJIAHTE JICKAPCTBEHHU PEaKIMU ca H30POCHH CIIOpe.
yectoTaTa (Opos MALMEHTH, IPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3MOJI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaku (> 1/10 000 mo < 1/1 000), muoro penku (< 1/10 000) ¢ Hen3BecTHA YecTOTa (OT
HaJMYHUTE JaHHU HE MOJXKe 1a ObJic HalpaBeHa OLCHKA).

Haii-uecto (= 5%) choOlaBaHuTe HE)KEIAHU PEaKIIMU TIPU MaueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMHUIIEKCOJ B CPaBHEHUE ¢ II1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, [1aBo0ore U yMopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKcoI coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKilus Mpu KOMOMHAIIUS C JICBOJIONA € NTMCKUHE3uATa. B HaYamoTo Ha JIeUYCHUETO
MOJKE JIa ce HaOIroaBa MosiBa Ha XUIIOTOHHUS, 0COOEHO MpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUIIEKCOJL.

CucremMo-opraniu
KJIacoBe

Hexenanu JICKaPCTBCHU PCAKIIUHN

WNudexun 1 nabecTaITNN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIICHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KBbM MpesikIane' MpeKkoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUnepdarus , XUIepCceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn

3PHUTETHO HApPYIIIECHHUE, BKIIIOYUTEHO JUILIONHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHY ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO06mm HapymieHus U eheKTH Ha MACTOTO Ha MPIIIOKCHHE
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Yectu | yMopa, epudepeH 0ToK

W3cnenpanus
Yectu IOHM)KAaBaHE Ha TETJIOTO, BKIIOYUTEIHO ITOHM)KEH alleTUT
Heuectn IMOKaYBaHE HA TETJIOTO

'Tasu HexenaHa peakiys e HaGJII0IaBaHAa MO BpeMe MOCTMApKeTHHIoB s orut. C 95% TOUHOCT,
I'pynara Ha yecTOTa € He MOBEYE OT HEYeCTa, HO MOXe Ja Ob/ie U mo-HucKa. [Ipenn3Ho u3uucisBane
HA YECTOTaTa He € Bb3MOXKHO, ThI KaTO HEXKEIaHaTa peaKius He ce € MOsABSBUIIA B 0a3ara JaHHU OT
KIMHUYHYU U3NUTBaHUs Ha 2 762 narentu ¢ bonecrra Ha Parkinson, JiekyBaHU ¢ TpaMHUIIEKCOIL.
CBHIUBOCT

[Ipamunekcon € CBbpP3aH 4eCTO ChC CHHIMBOCT U HEUECTO CE CBHP3Ba C MPEKOMEpPHA ChHIUBOCT IPe3
JICHS ¥ €MU30/IM Ha BHE3AITHO 3acTuBaHe (BXK. CHINO To4uka 4.4).

Hapymienus B 1u6unoTo
[Ipamunekcon Moxe 1a Obie CBBP3aH HEYECTO ¢ HAPYIICHHUs B THOUIOTO (MTOBUIIABaHE WIIH
MOHIDKABAHE).

Hapyiienus B KOHTpoJia HA UMOYJICUTE

[TaTonmornyna CKIOHHOCT KBM Xa3apT, HOBUIIEHO JIMOHI0, XUIIEPCEKCYATHOCT, KOMITYJICUBHO XapueHe
U Ta3apyBaHe, IpesHkaaHe U KOMITYJICUBHO MpespKIaHe MOoraT Jla ce MOSIBSIT IIPH MaIllUeHTH, JIEKYBaHU
C IOaMMHOBH aroHucTH, BkmounTesHo MIRAPEXIN (Bxk. Touka 4.4).

B peTpocriekTHBEeH CKPHHUHT Ha MPECTaBUTEIIHA U3BaJKa U MTPOYYBAHE CIydal-KOHTPOIIA,
BrorrouBamy 3090 manuenTu ¢ mapkoHcoHoBa 6oiect 13,6% OT BCHUKYU MAIlMeHTH, MOT0KECHH Ha
JOIMaMHUHCPIUYHO JICUCHUE WJIN HE-JOIMaMUHECPIrUYHO JICYHCHUEC UMAT CUMIITOMU Ha HAPYHNICHUEC B
KOHTPOJIa Ha UMITYJICUTE B IICPUO/Ia Ha MOCIICAHUTE IIecT Mecelia. HabrojaBaHuTe posSBY BKJIFOYBAT
IaToJIOrn4Ha CKJIOHHOCT KbM Xas3apT, IPEKOMEPHA CKIIOHHOCT KbM IMa3apyBaHC, KOMITYJICUBHO
IpesKAaHe U HaTPaITYMBO CEKCyalTHO MoBeleHHe (ITOBHIIEHA ceKCcyalHocT). Bp3moxHaNuTe
HE3aBUCUMU PUCKOBU (1]aKTOpI/I 3a HApYUICHHA B KOHTPOJIa Ha UMITYJICUTE BKIIIOUBAT JOITAMHUHCPTUYHO
JIeueHUe U M0-BUCOKH JIO3M Ha JONaMHUHEPTUYHO JIeYeHHe, 0-Mi1ajia Bb3pacT (< 65 ronuHu),
0e30pauue U choOIIeHa (haMUIIHA aHAMHE3a 33 CKJIOHHOCT KBbM Xa3apT.

CoplieyHa HEIOCTATEYHOCT

ITo BpeMe Ha KIIMHUYHYU MPOYYBAHMS U TOCTMAPKETUHTOBHUS OIUT € ChOOIIIaBaHa ChpACYHA
HEJIOCTaTHYHOCT IPH MAIUSHTH C mpamMuIekcos. [1o Bpeme Ha hapMaKOeTHIEMUOIOTHIHNUTE
MPOYYBaHUSs, MPUIIOKEHUETO Ha MPAMHIICKCOJI € CBBP3aHO C MOBUIIICH PUCK OT ChpACYHA
HEJIOCTaThYHOCT B CPABHECHHUE C HEMPUJIAraHETO Ha IpaMuIieKcosl (HabIro1aBaHa CTEleH Ha pUcKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsma kIUHUYEH OIUT C TSXKKH CJIydau Ha nmpeao3upaHe. OuakBaHUTE HEXKEIAHU PpCaKnum ca TC3u,
CHOTBCTCTBAIlK HA (bapMaKO,[[I/IHaMI/I‘lHI/ISI HpO(I)I/IJ'I Ha JOIIaMHWHOB aroHUCT, BKJITOYBAIIIH T'aJCHE,
MOBPBIIAHE, XUTICPKUHE3U A, XAJIIOUHAIUU, 131,36yz[a u xurnortonus. He e YCTAaHOBCH aHTUAOT IIPpU
npeao3rpane ¢ J0IaMruHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMpAHC Ha LICHTPAaJIHATa
HEPBHA CUCTEMa MOXKC J1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I nmpeao3rupane MOXE Jia Cca HCO6XOI[I/IMI/I
O6].LII/I noAAbpIKaAII MCPOIIPUATHA B KOM6I/IHaI_[I/I}l CbhbC CTOMAIlIHA ITPOMHUBKA, HTHTPABCHO3HU I/IH(l)YBI/II/I,
ImpujiaraHe Ha akTUBCH BBIJICH U MOHUTOPHUPAHE Ha EKT'.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @apmakoaMHAMUYHH CBOMCTBA

®dapMmakoTepaneBTUYHa Ipyla: aHTUIIAPKHHCOHOBH JIeKapcTBa, JornamMmuHoBu aronuctu, ATC kox:
N04BC05

[IpaMunekcou e qOMaMHHOB arOHKCT, KOMTO ce CBhP3Ba C BUCOKA CEIEKTUBHOCT U CIIEU(PHYHOCT C
D2 nomaMuHOBHTE peLeNTOpH, U O-CIeNHATHO UMa ahUHUTET KbM TeXHUs nmoATun D3, u uMa mpiHa
BBTPEIIHA AKTHBHOCT.

IIpamunekcon obiex4aBa mposiBuTe Ha [lapkiHCOHOBAa MOTOpPHA HEIOCTATHUHOCT Ype3 CTUMYJIMpaHe
Ha JONaMHUHOBUTE PELENTOPH B cTpuaTyMa. IIpoyuBaHus Ipy )KUBOTHU COYAT, 4€ IIPAMMIIEKCOJ
WHXUOUPA CUHTE3a, OTACISHETO U MeTa00IM3Ma Ha JI0IIaMHHA.

(DaDMaKOIII/IHaMI/I‘IHI/I ed)eKTI/I

IIpu noOpoBoy € HabJII0AaBaHO 103a-3aBUCUMO HaMaJIeHHe Ha IIposIakTUH. 11py KiImHUYHO
W3MUTBaHE ChC 31paBu 1o0poBoinH, B koeto MIRAPEXIN Tabnerku ¢ yIbikeHO 0cBOOOKIaBaHe ce
TUTPHUpAT Mo-0bp30 (Ha BCeKH 3 IHM) OT MmpenopbyBanuTe 10 3,15 mg npamumnekcon 6a3za (4,5 mg
COJI) Ha JIcH, € HaOJII0JaBaHO MMOBHIIABaHE HAa KPHBHOTO HAJSTAHE U YCKOPSBAHE HAa ChPACYHHS
puTbM. TakuBa edexTn He ce HAOIIOAaBaT MPH U3MUTBAHUS C MAI[USHTH.

Knuuundna edukacHOCT u 6e3omacHoCT npu Oosect Ha Parkinson

[Ipamunekcon HaMansiBa MPU3HALMTE U CHMIITOMHTE Ha HAUoNaTHYHaTa Ooject Ha Parkinson.
IIpoBenenu ca miaane6o-KOHTPOIMPAHU KIMHUYHHA W3NUTBaHUS, BKItouBany 1 800 naruedTa B craguit
Ha 3a0omsBane [-V o Hoehn u Yahr, nekyBanu ¢ mpamunekcoit. M3BbH T4x, okoio 1 000, kouto ca
OWiM B HarpeHam cTanuil Ha 3a00JsBaHETO, ca IPUEMall eIHOBPEMEHHO JIEBOJIONA H Ca CTPaJIad OT
JBUTATEITHU YCIOKHEHHS.

EdukacHocTTa Ha MPaMUIIEKCOI TIPH paHHA M HarpeaHana oonect Ha Parkinson ce momabpxa B
KOHTPOJIMPAaHH KJIMHHYHU TIPOYYBAHUS 32 TIEPUO] OT OKOJIO IIECT Mecela. B 0TBOpeHU TOMIbIHUTEIHU
IMpoy4YBaHU 3a NMNEPHUOJ HAA TP TOAMHU HE Ca oTOensi3anu IMpU3Hal Ha IOHWKAaBaHE Ha
e(pHUKacHOCTTA.

[Ipu KOHTpONMHMPaHO ABOWHO CISMNO KIMHUYHO MPOYYBaHE ¢ MPOABIKUTENHOCT 2 TOIUHH, HadaIHa
TEparus C MpaMUIi€KCOJI 3HAYMMO OTJjiara HaCTHIIBAHCTO HA MOTOPHHU YCJIIO)KHCHHA U CPAaBHCHO C
HavallHa Tepanws ¢ JICBOJOMNA pelylupa TsIXHaTa 1mosiea. ToBa oTiaraHe Ha MOTOPHUTE YCIIOKHEHHS
NPY TIPAMHTIEKCOJ CIIe/iBa Ja ce OallaHCchpa CIIPSIMO ITO-TOJSIMOTO 1Mo100peHre Ha MOTOpHATA
(GyHKIMs pu neBopona (M3mMepeHo upes cpennara npomsHa mo UPDR-ckana). O6mara yectora Ha
XaJIIOIMUHAIIUN U CHbHJIMBOCT NPHUHIIUITHO € IMO-BUCOKA BHB (1)3321Ta Ha yYBCJIMYaBaHC Ha J03aTa IIpru
rpymara ¢ IpamMHIleKcoi. Berpexu ToBa, He € MMallo 3HaYHTeNIHA pa3liuKa Mpe3 MmoIabpKamara gasa.
Te3n JaHHU Tpf[6Ba Ja C€ uMaTt npeABu NNpu 3ario4BaHe Ha JICUCHUECTO C IPaMUIICKCOJI ITPH MallMEHTU
¢ 6onecr Ha Parkinson.

Eduracnocrra u 6e3omacuoctra Ha MIRAPEXIN Tabnetku ¢ yIbkeHO 0cBOOOKAaBaHE 3a JICUCHUE
Ha OosiecT Ha Parkinson e orieHeHa B MyJITHHAIIMOHAIHA ITPOrpama 3a JieKapcTBeHa pa3padoTka,
BKJIIOYBAIIA TPU PaHIOMHU3UPAHA KOHTPOJIUPAHU U3MUTBaHMS. J[BeTe U3MUTBAHMS Ca TIPOBEICHU MPHU
MAIMeHTH ¢ paHHa 6osect Ha Parkinson u e1HO M3MKUTBAaHE € IPOBEICHO MPH MAIMEHTH C HAMIPEIHATA
6oiect Ha Parkinson.

IIpeBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXKIaBaHEe CIIPSIMO Iarebo ce
Habmogasa cien 18 ceqMuIy Ha JiedeHre 1o oTHomeHue U Ha mbpBuuHuTe (UPDR-CcKama, ckop mo
yact [I+]1I) u Ha ocHOBHUTE BTOpHYHHM (ouleHKH Ha pecrionaepute 3a CGI-I u PGI-I) kpaitau Touku 3a
e()MKaCHOCT B JIBOHHO CJIAIO, IJIaie00-KOHTPOJIUPAHO U3MUTBAHE, BKIFOYBAIIO0 00110 539 marueHTu ¢
panHa G6onect Ha Parkinson. [Toxabpixane Ha eukacHOCT ce HaOMIO1aBa IPU NAIIMEHTUTE, JICKYBaHU
33 cenmuru. MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE ca HE MO-MaJKO e(pUKacHU OT
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MIPaMUIIEKCOJT TabNeTKH ¢ He3a0aBHO 0CBOOOXKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o 4gact II+III.

[pu aBoitHo cismo, mianedo-KOHTPONUPAHO U3MUTBAHE, BKIIOUBAIIO 00110 517 manuenTy ¢
HampenHana 6oject Ha Parkinson, KOUTO ca Ha CHITBTCTBAILO JIEYCHHUE C JIEBOJIONA, TPEBB3XOACTBO Ha
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUIane0o ce HaboqaBa cien 18
CeIMULIM Ha JieueHue U 1o oTHomeHue u Ha mppBudHNTE (UPDR-CcKana, ckop no gact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBAaHE) KpaiHU TOUKHU 32 €(pUKacHOCT.

Eduxacnocrra 1 noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJEeTKU C yABIDKEHO OCBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPUHTA [IPH ChIIAaTa THEBHA /1032 ca
OLICHEHH B JIBOWHO CIIATO KIMHUYHO [IPOYyYBaHe NPpH MaleHTH ¢ paHHa Oosiect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemunan Ha MIRAPEXIN Tabnetku ¢
YABIDKEHO OCBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT no3ara cu, 13,8%
yBenuuasar u 3,4% HaMansBat qo3arta cH.

IIpu nonoBuHarta ot 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKAaHE Ha
eukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHaTa oT Ha4aIHUTE CTOMHOCTH HE CE CUUTA
3a KIIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0OCBOOOKIaBaHE €
MOJIYYHJI JIEKapCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, T0BEJIO 10 MPEeKpaTsIBaHe Ha JICUEHUETO.

IlenqnaTpuyHa nonyJaanus

EBporneiickara areHuus 110 JieKapcTBaTa 0CBOO0XKIaBa OT 3ab/KCHUETO 3a IIPEJOCTABSIHE Ha
pesynrature ot npoyuBanusaTa ¢ MIRAPEXIN BBB BcHUKH NOATPYNH Ha MeaUaTpUYHATA MOy Ianus
npu 6onect Ha Parkinson (Bxk. Touka 4.2 3a uHGOpMaINKs OTHOCHO YIoTpeOa B eIUATPHAITA).

5.2 @apmaKkoKHHETHYHM CBOMCTBA

AOGcopbuus
IIpamurnekcosn ce pe3opoupa 6bP30 U M3ISIO CIIE epopaicH mprueM. AOCOTIOTHATA GHOHATHYHOCT €

moBeue oT 90%.

[Ipu u3nutBane ¢asa I, mpu KOETO MPaMHUIIEKCOI ¢ He3a0aBHO 0CBOOOXKIaBaHE U TaOJICTKH C
YABIKEHO OCBOOOXKIaBaHE CE OICHSBAT B ChCTOSHUE O€3 IIpUeM Ha XpaHa, MUHUMAaJTHATa U THKOBATa
mwiazMena KOHUEHTPAUUS (Ciyin, Crax) B ekcniozurusita (AUC) npu eJHaKBU JTHEBHU JO3HU HA
MIRAPEXIN TabneTku ¢ yabKEHO 0CBOOOXKIaBaHe, MPUET BeaHbkK JHeBHO 1 MIRAPEXIN
TaOJIETKH, MPUET TPH MIBTH HA JICH Ca CKBUBAJICHTHH.

[MpuembT HAa MIRAPEXIN TabneTku ¢ yIbKEHO 0CBOOOXKIaBaHE BEIHBK JHEBHO HAMalsBa
gyecToTara Ha (DIyKTOAIMK Ha TUIa3MEHUTE KOHIEHTPAIMY Ha IPaMUTICKCOJI 3a Mepuo oT 24 yaca, B
CpPaBHEHUE C MPUEM TPHU IIBTH HA JICH Ha MTPAMHUIICKCOJI C He3a0aBHO OCBOOOKIaBaHE.

MakcumaliHuTe TIa3MEHU KOHIICHTPALUY C€ JOCTUTAT CJe/ OKOJIO 6 yaca clie]] IpueM Ha
MIRAPEXIN TabneTku ¢ yIbKEHO 0CBOOOXKIaBaHe BEHBXK JHEBHO. CTallMOHAPHO CHCTOSHUE HA
€KCIO3ULHNS CE IOCTUra Hal-MaJIKO CJie]] 5 THU Ha HENMPEKBCHAT MPUEM.

EnHOBpeMEHHUAT pUEM Ha XpaHa He MOBJIMSBA OMOHATMYHOCTTA Ha IpaMurnekcol. [IpueMbT Ha Meco
C BHCOKO ChbpKaHHE Ha Ma3HMHU NpEAU3BUKBA OBUIIABaHe Ha I1a3MeHaTa KOHIEHTPAUs (Cpax) ©
okoJio 24% cnen nmpuiiaraHe Ha eTHOKpaTHa J103a U ¢ okojo 20% cieq MHOTOKPAaTHO MpHIaraHe u
BOJIU J10 3a0aBsHE C OKOJIO 2 yaca Ha BPEMETO 3a IOCTUTaHe Ha MMKOBAa KOHIIEHTPALHS IPU 3APaBH
nobposonu. O6mara excriosunus (AUC) He ce TOBNHsABA OT €JHOBPEMEHHUS IPHEM Ha XpaHa.
[NoBumaBaneto Ha C,,, HE ce CMATa 32 KITMHUYHO 3Ha4nMO. [Ipu npoyuBanusTa ¢asa I11, kouro
ycTaHoBsiBaT Oe3onacHocTTa U eukacHocTTa HA MIRAPEXIN TabneTku ¢ yabKkeHo
0cB0OOKAaBaHe, NAMEHTUTE Ca MHCTPYKTHUPAHU JIa IPHEMaT U3CIIEABaHuUS JICKapCTBEH HPOIYKT
HE3aBUCUMO OT IIpUEMa Ha XpaHa.
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Hoxkato TenecHoto Terio He Biusie Ha AUC, ycTaHOBEHO e, ue MOBNIMsIBa oOeMa Ha pa3npeacieHue u
CJICIOBATEIHO Y TMKOBUTE TUIa3MeHN KOHLUEHTPAaUuH Cy,x. Il0-HHCKO TenmecHo Terio ¢ 30 kg Boau 1o
noBumaBade Ha Cy,x ¢ 45%. Bornpeku ToBa, B nzcnensanus ¢asa 1l nmpu nanuenTn ¢ Oomnect Ha
Parkinson He ce ycTaHOBsIBa KIMHUYHO 3HAYMMO BJIMSHHUE HA TEIECHOTO TETJIO BBPXY TePaneBTHUHHS
edexT u moHocumoctta Ha MIRAPEXIN TabneTku ¢ yIbKeHO 0CBOOOKAaBaHE.

Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jinyus B IUIA3MEHUTE KOHIIEHTPALUHU [IpU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ IPOTEHHUTE MIPH X0pa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAABaHU BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA THKaH (OKOJO § MTH MO-BUCOKHU OT TE3H B IIa3MaTa).

Buorpanchopmars
IIpaMuriekcos ce MeTaboNnu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3BM.

Enuvunupane
OCHOBHUST HaUWH HA EIMMUHUPAHE ¢ ObOpeUHaTa eKCKpEeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzutenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 Ob0penute, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KINUPBHC HA paMumeKcon e okoiao 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa ot 8
Jaca pyu MIIaJM Xopa a0 12 Jaca mpu Bb3pacTHU.

5.3 IlpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBaHusTa 32 TOKCHYHOCT P MHOT'OKPATHO MPUJIOKEHHUE TIOKA3BAT, Y€ MPAMHIICKCOI BIIUsC
riaBHO BbpXy (pyHkuuTe Ha [IHC 1 skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHiIeH (hapMakoIMHAMUUEH e(peKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IIpaceHla € Ha6J'IIO,I[aBaH0 INOHMXKCHHEC Ha JNUAaCTOJHOTO M CUCTOJIHO HAJISIraHE v Ha
ChpACYHAaTa 4€CTOTA, a TCHACHI N 3a XUITIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIIEKCOJ [0 OTHOLICHUE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
[P U3cIeIBaHNUS BbPXY IUTbXOBE U 3aiiy. [1pu mirbpxoBe U 3ailii MpaMHUIIEKCOI He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTHXOBE B JI031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH ¥ OTPAHUYECHUTE U3CIICABAHH NTapaMETPH HEXXEIaHUTE PEeaky Ha
NPaMHIIEKCOJI 110 OTHOIICHHE Ha OPEMEHHOCTTa M MB)KKaTa PENPOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHUC (T.e. Pa3aciiAHe Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKcHueH. [Ipy mpoyuBaHus 32 KApLUUHOT€HEH MOTEHIIUAT MBXKKH IITbXOBE
pa3BHUBAT XUIeEpIUIa3us Ha KieTkuTe Ha Leydig u aneHOME, KOETO ce 00ACHIBa ¢ MHXUOUpaIIus edext
Ha MIPaMUIIEKCOJI BbPXY NMPOIaKkTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIMHUYHATa yHOoTpeoa.
ChbI10TO MpOyYBaHe MOKa3Ba, ue B 703U 2 mg/kg (Com) v Mo-BUCOKH OT TSAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXoBe anouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTHXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOI'€HHOCT MPH
MUILIKY aJTONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIeIBAaHU BUAOBE.

6. ODAPMAIUEBTUYHU JAHHU
6.1 ChnucbKk HA MOMOIIHUTE BeleCTBA

Xumnpomenosza 2208
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apeBHUYHO HULIECTE
kapOomep 941

CHJTULIMEB TUOKCH], Oe3BOACH
MarHe3ueB cTeapaT

6.2 HecnbBMecTHMOCTH
He e npunoxxumo.

6.3 Cpok Ha rogHocT

3 roauHu

6.4 Cpoenuajnm ycJIOBHSI HA CbXpaHeHHe

)la CC CbXpaHsABa B OpUTrMHAJIHATa OIIAKOBKaA, 3a J1a C€ Ipcara3Ba OT Bjiara.
To3u JICKaPCTBCH IMPOAYKT HC M3MCKBA CIICIIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKAaTa

OPA/anymunnit/PVC amymuaneBn 6mucTepu

Bcesika 6mmcrepHa neHTa chabpxa 10 TabneTku ¢ yAbIKEHO OCBOOOKIaBaHE.

Kapronenu xytuu, ceappkan 1, 3 wim 10 6mucrepan aentu (10, 30 wnmm 100 TabneTku ¢ yIbIDKEHO
0CBOOOKTaBaHe)

He Bcruku BUIOBU ONAaKOBKU Morart a ObJaT IyCHATH B MpoJaxoa.

6.6 Cpoeunajanm npeAna3sHU MepKH NP U3XBbPJIsIHE

Hsma cnenmansay n3ncKBaHUS.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/028-030

9. JATA HA ITBPBO PASPEINABAHE/ITIOAHOBABAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[ata Ha mBpBO pa3permiaBane 3a ynorpebda: 23 gpespyapu 1998

Hata Ha mocnenno nogHoBsiBane: 23 despyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha wHGOpPMAITHS 32 TO3W JIEKapPCTBEH MPOAYKT € IpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta
areHIus 1o JieKkapcTBara http://www.ema.europa.eu.
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1. NUME HA JIEKAPCTBEHUSA TIPOAYKT

MIRAPEXIN 2,1 mg TabneTku ¢ yAbHKEHO 0CBOOOKIaBaHe

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika TabnieTka ¢ yaIbDKEHO 0CBOOOXIaBaHEe ChIbPKa 3 Mg MPAMHUIIEKCOJT AUXHUAPOXIOPHUT
MOHOXHpAT (pramipexole dihydrochloride monohydrate), ekBuBaneHTeH Ha 2,1 mg MpaMUTICKCOT
(pramipexole).

Buumanue:

Jlo3uTe mpaMUIIeKcol1, MyOJIMKyBaHH B JINTEpATypaTa ce OTHACST 32 HEroBata Coll.

IMopanu ToBa n03uTe Iie OBJAT U3PA3IBAHH MO-A0JTY KATO MPAMUIICKCOJT 0a3a M KaTo MPaMHIIEKCOI
noJ1 hopmaTa Ha coi (B CKOOH).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTE BCIICCTBA, BUXKTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabmeTka ¢ yIbIHKEHO OCBOOOKIaBaHE

Tabmerkute ca 6ey A0 MOYTH OCNN ¢ eNMUIICOBUIHA opMa U UMAT BIUTEOHAT penedeH Koxa (0T eqHaTa
ctpana kox P4, a ot npyrara ctpana cuMBosa Ha komraauaTa Boehringer Ingelheim).

4. KJIMHUYHU JAHHHA
4.1 TepaneBTUYHM MOKA3AHUS

MIRAPEXIN e npeaHa3HayeH 3a jJeueHHe NIpH Bb3PACTHU Ha MPU3HALUTE U CUMIITOMHUTE Ha
uavonaTuyHa 6onect Ha Parkinson camocTositenHo (6e3 neBogona) win B KOMOMHALIUS € JIEBOJIONA,
T.€. B X0Ja Ha 3a00JIsIBaHETO Npe3 KbCHUTE CTaIuH, KoraTo epeKThT Ha JEBOAONA HaMalsaBa UM cTaBa
HETIOCTOSIHEH M ce HabronaBaT (OIyKTyaluy B TepaneBTHUHUS eeKT ((IyKTyaluy Ipy H3uepriBaHe
Ha fo3ata wid “on off” paykryanun).

4.2 Jlo3upoOBKa M HAYMH HA NPUJIOKEHHE
Jo3upoBka

MIRAPEXIN TabneTKu ¢ yabDKEHO 0CBOOOXKIaBaHe ca mepopaiHa popMa Ha MpaMHUIIEKCOJ 3a
€THOKpATEH THEBEH IIPUEM.

Hauanno neuenue:

Jlo3ara TpsiOBa MOCTEIEHHO J1a Ce MOBHIIaBa, KaTo ce 3amoune ¢ 0,26 mg 6a3a (0,375 mg cox) AHEBHO,
CJIe]] KOETO CE yBEJIM4aBa Ha BCEKH 5 - 7 THU. AKO TPY MAIlMEeHTa HE CE YCTAHOBSABAT HEIIOHOCUMU
HEe)KETTaH! JICKapCTBEHU PEaKIUH, J03aTa ClIeABa JIa Ce TUTPUPA 0 NOCTUTaHE Ha MAKCUMAJICH
TEpaNeBTUYCH SEKT.

Cxema Ha nozupane Ha MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOKIaBaHe Upe3 IMOBUIIIaBaHE
Ha JIO3HUTE

CenMmuria JlHeBHa no3a (mg 6a3a) JlHeBHa no3a (mg coux)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOTy4YaBall JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha JeH MOXKe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Iie Ob/lc HamalsiBaHa
Jo3ara Ha JeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA A CE MOHIKaBa, KaKTo 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nogabpxkamoTo Jeuenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakMHTE Ha OTACTHUTE MAMEeHTH (BXK. Touka 4.5).

Ilponychama doza

Koraro e mpomycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0CcBOOOXKIaBaHe TPSOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 0OnvaiftHOTO Bpeme 3a mpueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu ¢ 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Npean Ja ce MOBUIIIN JHEBHATA J103a CIIE eHA CeMHIIA. AKO € HEOOXOANMO MO-HATATHIIHO
MOBHUIIIABAHE HA J103aTa, TS TPsAOBa Aa ObAe yBenuuasana ¢ 0,26 mg mpaMuIexcoln 6as3a mpe3
WHTEPBAJIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa MO0 BpeMe Ha OAbPIKaIoTo JeueHne, Tpa0Ba /1a ce ciueBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenumu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IMMO alalTUPaHe Ha 103aTa MPH MAIlMeHTH ¢ 4epHOAPOoOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMAaTHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHYHOCT BBPXY (DapMaKOKHHETHKATA HA
MIRAPEXIN obave He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera o 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmKkeHo 0cBoOOXKaaBaHe pu Oosect Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

Hauun Ha npusioxkeHue

Tabnerkure TpssOBa Ja ce MOTIBIIAT LIEIH C BOJIAa ¥ HE TPsAOBaA J1a Ce IbBUAT, pa3ieisaT HiIu
pasrporaBar. TabneTkuTe Morar Jia ce mpuemMar KakTo ¢ XpaHa, Taka 1 0e3 XpaHa U TpsiOBa 1a ce
MIPUEMAaT BCEKH JICH MPUOTU3UTEIHO MO €[HO U ChIIO BpeMe.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:xIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 YBpeXKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpermopbsuBa oHIKaBaHE Ha J03aTa KaTo C€ CIIeIBAT yKa3aHWsITa B TOUKa 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKEIaHU pEeaKInK Ouxa

MOTJIH JIa c€ TIOSBAT XallfolMHAIMH. [lalueHTuTe TpsAOBa 1a ObAaT NMpenynpe/IeHN 332 Bb3MOXKHOCTTA
OT IOsIBa Ha XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6oiect Ha Parkinson mpu KoMOMHMpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha qo3ata MIRAPEXIN. I1pu nosiBata um
TpsiOBa Ja ce HaMalM J103aTa Ha JIEBOIOTA.

Enwsonu Ha BHE3aITHO 3aCIIMBAaHE M COMHOJIEHTHOCT

[Ipamuriekcoun ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTMBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B pemku ciydan ce ¢h0011aBa 3a BHE3aITHO 3aCITUBAHE Tpe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a To OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lanuenrute TpsioBa
na ObIaT mpeAyIpeieHu 3a TOBa U Ja OBbIaT IOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaH 110 BpeMme Ha Tepanwst ¢ MIRAPEXIN. [TanmeHTrTe, MpH KOUTO CE€ MOSBSABAT
CHHJIMBOCT W/WJIH €IH30]1 Ha BHE3AITHO 3aCIBaHE TPSIOBaA /1a ce BB3IBPIKAT Ja MO(PUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa qa ce MMa NpenBy HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaar Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEeMaIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanasTuBy (BX. ToUkd 4.5, 4.7 u 4.8).

Hapymenns B KOHTpOJIa Ha UMITYJICUTE

[Maruenture TpsOBa 1a ObAAT PEIOBHO HAOIOaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
uMmryscute. [laruenTute u GoHOTIIeAaYNTE TPsIOBA /1a OBIAT 3all03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEJCHUYECKH CUMIITOMU Ha HApYLICHUs B KOHTPOJIA Ha UMITYJICUTE, BKIIFOUBAILIY NATOJIOTHYHA
CKJIOHHOCT KbM Xa3apT, MOBUILICHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
naszapyBaHe, MpesHKIaHe U KOMITYJICHBHO MPESKIaHe NP MAIECHTH, JICKyBaHU C TOTaMHUHOBH
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKUBA CUMIITOMHU.

IanueHTy ¢ MCUXOTHYHU HAPYIICHUSI

[MareHTHTE ¢ ICUXOTHYHH HAPYIIICHUS TPAOBA Ja Ce JIEKyBaT ¢ JOMTAMHUHOBH arOHUCTH CaMo B
ClTyyanTe, KOraTo OYakBaHara 1moJiza ¢ Mmo-rojisMa OT MOTEHIHANHUS puck. EnHoBpeMeHHaTa
yIoTpeda Ha aHTUTICUXOTHYHH JICKAPCTBEHH MTPOAYKTH U MPAMHIIEKCOT TpsIOBa 1a ce n30sAraa (BiK.
Touka 4.5).

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETIACIN Ha PEIOBHI HHTEPBAJN WITH MU MOSBA HA aHOMATTUH B
3PEHHUETO.

TexXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00JI9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATEJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO0€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagv pucCK OT OPpTOCTAaTUYHA XUIIOTOHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnToMH, IPEAIoaraiy HeBPOJISNTUYEH MAIUTHEH CHHAPOM, Ca OIUCAaHU NPU BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJelHCTBHE

CBbp3BaHe ¢ IIa3MEHUS IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETleH ¢ Iia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmarius. [lopaau ToBa He ce OUAKBAT B3AUMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBIHSBAIIN CBBP3BAHETO C IMJIA3MEHHU MPOTSHHHU WM SITUMUHUPAHETO Ype3
ouotpanchopmanus Twit KaT0 AHTHXONUHEPTHYHUTE JICKAPCTBA CE SNUMHUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBUE C TSIX € OTPaHHUCHA, HO HE ca MPOBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTUBHHUS BT 3a ENMMUHMpPAaHe npe3 0p0penure

HumernanH noHnxaBa ObOpEUHMsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ IpUOIH3UTEnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U aKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTAAlH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIATHH, XWHUH U TPOKAaUHAMUJI MOTaT J1a B3aUMOJACHCTBAT C
NPaMHIIEKCOJI, B PE3YJITaT Ha KOETO J1a c€ TOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Aa Ce MMa MPEIBHU IPH SAHOBPEMEHHA yHoTpeda Ha Te31
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ g1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3alla3BaHe Ha JIO3MPOBKATa Ha PYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
MPOIYKTH WK aJIKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TpOBa Ja ObJaT MOCHhBETBAHM Ja OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAPpCTBCHU IMMPOAYKTH U ITPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnMpaHe Ha KbpMaTa. He ca mpoBeneHH Npoy4BaHuUs MPH KEHU 110 OTHOILCHUE Ha EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mrbxoBe KOHIGHTpaLusITa Ha CBbp3aHaTa C aKTUBHOTO BEILIECTBO
PaIoaKTUBHOCT B KbpMarta € [0-BUCOKA OT Ta3H B IJIa3MaTa.

Twii kato munceat ganau npu xopa, MIRAPEXIN nHe OuBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Ed¢exTn BbpXy cnoco0HOCTTa 32 mO(pupaHe U padoTa ¢ MAIINHU

MIRAPEXIN Mo>xe ia moBnusie B 3HAUUTEIIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane U padoTa ¢
MaIIHHU.

Bb3MoxkHa € mosiBa HAa CHHIMBOCT WJIH XaJTIWHAIIH.

[Marmenture, nexyBanu ¢ MIRAPEXIN, npu konuto ce Habr01aBa CHhHIUBOCT W/WIIM BHE3AITHO
3acruBaHe Tpe3 JACHA, TpsA0Ba 1a ObIaT MpeaynpeieHu 1a He modupaT u Ja He YIPaKHSIBaT
NEHHOCTH, TTPH KOUTO HapyllIeHaTa OAUTEITHOCT OM M3JI0KUIIA TAX WM OKOIIHUTE Ha PUCK OT CEPHO3HO
HapaHsBaHE WX CMBPT (HampuMmep padoTa ¢ MAITMHK) A0 U3YE€3BAHETO HA TE3H IMOBTAPSIIH Ce
SIU301 ¥ CHHIUBOCT (BXK. CHINO TOYKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JiekapcTBeHU peaKUUU

OuvakBaHW HEXEJAHW PEAKITIH
CremHUTE HEXXEIaHU PEaKInK ca odyakBaHU npu ynorpeda Ha MIRAPEXIN: matonorudau CHHUIIA,

aMHe3Hs, MOBEJICHUYSCKH CUMIITOMU Ha HAPYIICHUS B KOHTPOJIMPAHETO HA UMITYJICUTE U
HATPAIMIUBOCTU KaTO CKIIOHHOCT KbM TIPESDKIaHE M PEKOMEPHA CKIIOHOCT KbM Ia3apyBaHe,
XUIEPCEKCYATHOCT U MATOJOTUYHA CKIIOHHOCT KBbM Xa3apT, ChpJieuHa HEI0OCTaThYHOCT, 00bPKBAHE,
3aIeK, HaTyIHU4aBOCT, 3aMasHOCT, IUCKUHE3HS, JUCITHES, YMOPa, XATIOIUHAIINH, TIIaBO0OIHE,
XbJIIaHe, XHIIEPKUHE3Us, XUIiep(arus, XUMoTOHHsI, HApYIICHA CEKpelrs Ha aHTUAHYPETHYCH XOPMOH,
Oe3chHUE, HAPYIICHHSI B THOMIOTO, TaICHE, TTapaHos, IepudEepeH OTOK, THEBMOHMSI, CHPOEkK, OOpPUB U
JPYTH pEaKiMi Ha CBPhUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHhHIMBOCT, CIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HAPYIICHHE, BKIFOUUTEITHO JUIIONHS, 3aMbBIIICHO BIDKIAHE H
HaMmaJeHa 3pUTeNIHa OCTPOTA, MOBPhINAHE, TOHIKABAHE HA TETJIOTO, BKIFOUUTEITHO IIOHMKEH alleTHT,
MOKa4YBaHE Ha TETJIOTO.

BB3 ocHOBa Ha aHAM3HW Ha COOPHH IIIarie00 KOHTPOIMPAHU TPOYIBAHUS, B KOUTO ca ydacTBaimu 1778
narueHTH ¢ Oonect Ha Parkinson Ha npamuniekcon u 1354 manueHTH Ha TUTae00, HEXKETaHH
JIEKapCTBEHH PEaKIuy ca ChOOIIABaH! YECTO U B IBETE TPpymu. 67% OT MalMeHTuTe Ha MPAMHUATIEKCOIT
1 54% ot manueHTHTE Ha IUIane0o choOIIaBaT MOHE e/IHA HEe)KEeaHa JISKAPCTBEHA PEaKIIHS.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPraHHUTE KJIAaCOBE, HEKEJIAHTE JICKAPCTBEHH PEaKIMU ca H30POCHH CIIOpeN
yectoTaTa (Opos MAIMEHTH, TPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3M0JI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaxu (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOliaBaHuTe HE)KEJIAHU PEAKIIMU TIPU HalueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMUIIEKCOJ B CPAaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0onre U yMmopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKkco coi Ha feH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKiys pu KOMOMHAIIUS C JICBOJIONA € TUCKUHE3uATa. B HaYamoTo Ha JICUCHUETO
MOJKE J1a ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUN

WNudexun u nabecTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AHTHIMYPETHUCH XOPMOH
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KbM MpesiKIaHe ', PeKoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapywenus Ha ounte

Yectn

3PHUTETHO HApYIIIEHHUE, BKITIOYUTEHO U0, 3aMbIIICHO
BIJKIaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHE ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO6mm HapymieHus U eheKTH Ha MACTOTO Ha MPIJIOKCHHE

Yectn

| yMopa, IepudepeH 0TOK
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N3cnensanus

Yectu IIOHM>KaBaHC HAa TCTJIOTO, BKIIFOUHUTCIIHO ITIOHMKCH allICTUT

Heuectn MoKa4yBaHe Ha TErJI0TO

'"Tasu nexenana peaxius e HaOltoJaBaHa 1Mo BpeMe mocTMapkeTHHroBus onut. C 95% TouHocT,
I'pynara Ha yecToTa € He MoBeYe OT HeYecTa, HO MOXe Ja Ob/ie U mo-Hucka. [IpennsHo u3uucisBane
Ha YeCcToTaTa He € Bb3MOXKHO, ThI KaTO HeXKeIaHaTa peakius He ce € MOsABsBUIIA B 0a3ara JaHHU OT
KIIMHUYHYU W3NUTBaHUS Ha 2 762 maruentu ¢ bonecrra Ha Parkinson, JlekyBaHU ¢ TpaMHUTIEKCOIL.

CBHIMBOCT
IIpamMurniekcos € CBbp3aH YeCTO ChC CHbHIUBOCT M HEUECTO C€ CBBP3Ba C MPEKOMEpPHA CHHIIUBOCT IIPE3
JICHS ¥ €IU30/11 Ha BHE3aITHO 3acUBaHE (BX. CBIIO Touka 4.4).

Hapyiiienus B 1u6HI0TO
[Ipamunekcon Moxe 1a ObJie CBbP3aH HEUESCTO C HAPYIICHUS B JIMOUIOTO (MIOBUIIIABAHE WIIN
MTOHMYKaBaHe).

Hapymienus B KoHTpoJia Ha UMOYJICUTE

[laTonorn4Ha CKIOHHOCT KbM Xa3apT, MOBHUILEHO JTUOUI0, XHIIEPCEKCYATHOCT, KOMITYJICHBHO XapueHe
U Ta3apyBaHe, IpeskAaHe U KOMITYJICUBHO MpesbKAaHe MOTraT Jla ce MOSIBAT IIPH MallUeHTH, JIEKYBaHU
C IoaMMHOBH aroHucTH, BkmounTenqHo MIRAPEXIN (Bx. Touka 4.4).

B perpocniekTHBEH CKpUHUHT Ha IIPE/ICTaBUTEIHA U3BAKa U IPOyUBaHE CIydyai-KOHTpPOIa,
BkitouBaiy 3090 nmanueHTH ¢ napkoHcoHoBa OonecT 13,6% OT BCUUKM MAIMCHTH, MTOJIOKEHH Ha
JTOTAMUHEPTUYHO JICUEHUE WIH He-IOMaMUHEPTUYHO JICYCHUE UMAT CUMIITOMU Ha HAPYIICHUE B
KOHTPOJIa Ha UMITYJICUTE B TIEPUO/Ia Ha MOCIICAHNUTE IIIeCT Mecelia. HabmoiaBanuTe mposiBU BKITFOYBAT
MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICUBHO
MpespKIaHe U HATPaITYUBO CEKCYalHO MOBeIeHNE (TOBUILIEHA CEKCYATHOCT). Bp3MoxkHUTE
HE3aBUCUMU PUCKOBH (DAKTOPH 32 HAPYIICHUS B KOHTPOJIA HAa UMITYJICUTE BKJIFOUBAT JOMAMHUHEPTHYHO
JICYCHUE U TI0-BUCOKH JIO3U HA JOMAMHUHEPIHYHO JICUCHHE, TI0-MJIajia Bb3pacT (< 65 ronuHu),
0e30pauue u choOIIeHa (haMUITHA aHAMHE3a 332 CKJIOHHOCT KbM Xa3apT.

C'LDI[G‘IHS. HCOOCTATHYHOCT

IIo BpEMC Ha KIIMHUYHU MTPOYYBAHUA U TOCTMAPKETUHI OB OIIUT € C’bO6H_IaBaHa ChbpJCYHa
HEAOCTATBbYHOCT NPU NAMUCHTH C ITPAMHUIICKCOJI. IIo BpEMC Ha (I)apMaKOCHI/II[eMI/IOJ'IOFI/I‘lHI/ITC
MpOoy4YBaHUsA, IPUTOKCHUECTO HA ITPAMHUIICKCOJI € CBBP3aHO C NOBHUILICH PUCK OT ChpACUHA
HEAOCTATBbYHOCT B CPABHCHHUEC C HCIIPWJIATaHETO HAa TPAMHUIICKCOJI (Ha6J’IIO,[[aBaHa CTCIICH Ha pUCKa
1.86; 95% ClI, 1,21-2,85).

4.9 Ilpeno3upane

Hsmva xIMHUYEH OIUT C TEXKKHU CJIydau Ha npeao3upaHe. OuakBaHHTE HEXKETIAHU pcaknunu ca Te3u,
CBhOTBCTCTBAIIlK HA (l)apMaKO,[[I/IHaMI/I‘IHI/IH HpO(i)I/IJ'I Ha JOIIaMHWHOB aroOHUCT, BKJIIFOYBAIIHM T'aZICHEC,
MOBPBIIAHC, XUIICPKUHEC3U A, XAJIIOIUHAIUU, B’B36y,[[a u xunoTonus. He e YCTAaHOBCH aHTUAOT IIPpHU
npeao3upane ¢ J0IMaMUHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMPAHC HA LICHTPAJIHATAa
HEPBHA CUCTCMa MOXKC [1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I npeao3nupane MOXE J1a Cca HeO6XO,I[I/IMI/I
06]].[1/1 noaAabpIKad MCpONIpUATHS B KOM6I/IHaI_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IHq)yBI/II/I,
npujaraHe Ha akKTUBCH BBIJICH U MOHUTOPHUPAHC Ha EKT.

5. ®APMAKOJIOTUYHUA CBOMCTBA
5.1 ®apmakoaMHAMHYHU CBOIicTBa

®dapMmakoTepaneBTHYHA Ipyla: aHTUIAPKIHCOHOBH JIEKapcTBa, nornamMmuHoBu aronuct, ATC ko:
N04BC05
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MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTHBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOpH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oek4yaBa IMPpOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIIaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) KUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

dapMakoaMHAMUYHU ePEKTU

[Ipu moOpoBoIM € HaOIIIJaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KIMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BcekH 3 IHM) OT MpenopbyBanuTe 10 3,15 mg npamunekcon 6a3za (4,5 mg
COJI) Ha JICH, € Ha0JI0JJaBaHO TIOBUIIIABAHE HA KPHBHOTO HAJISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
putbM. TakuBa edekTu He ce HAOIIOaBaT MPY U3MUTBAHUS C MAI[UCHTH.

Knunnanyna edukacHoCT 1 6e3omacHOCT mpu 6ostecT Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHUTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca mianed0-KOHTPOIUPAHU KIMHUYHHI U3MUTBaHus, BKitouBamy 1 800 naunenTta B craauit
Ha 3a0omsiBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
OunM B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IpPUEMalll eIHOBPEMEHHO JIEBOJOIIA U ca CTPaJaid OT
JIBUTATEHU yCIIOKHEHMS.

EdukacHocTTa Ha MpaMUIIEKCON IpU paHHa U HanpeaHana 6onect Ha Parkinson ce mogabpxa B
KOHTPOJIMPAaHU KIMHAYHH IPOYYBaHUS 3a MEPUOJ OT OKOJIO IIeCT Mecelia. B 0TBOpeHH AOMBIHUTETHH
NpOYYBaHUS 3a MEPUOJ HaJ TPU TOIMHH HE ca 0TOesI3aH! MPU3HAIM HA TIOHKAaBaHEe Ha
edpukacHocTTa. [Ipy KOHTPOIUPAHO ABOMHO CISANO KIMHUYHO MPOYYBAHE C MPOABIKUTEIHOCT 2
TOJMHY, HA4aJlHA TePaIusl ¢ IPaMHIIEKCOJI 3HAYMMO OTJIara HaCTHIIBAHETO HA MOTOPHH YCIIOKHEHUS U
CPaBHEHO ¢ HavyallHa Tepanus ¢ JIEBOJONa peaylupa TIxXHarta mossa. ToBa oTiaraHe Ha MOTOpPHHUTE
YCIOKHEHUS TIPH PAaMHIIEKCOI ciie/iBa Jia ce OanaHcupa CpsMO MO-TOISIMOTO OA0OpeHre Ha
MoTOpHaTa QyHKIHsI P JIeBooma (M3MepeHo upe3 cpeanara npomsHa no UPDR-ckana). Obmiara
YeCTOTa Ha XAIIOUHALMH U CHHIMBOCT MIPUHLUITHO € TI0-BHCOKA BB (pa3ara Ha yBeIHYaBaHE Ha
J03aTa IpH TpyIaTa ¢ MPaMUIeKCoNI. BbIpeku ToBa, He € Malo 3HAUNTENTHA Pa3uKa Mpe3
noaabpxaniara gasza. Te3n gaHHu TpsOBa Ia ce UMAT NPEABH] MPH 3alI0YBaHE Ha JIEUCHUETO C
paMHIIEKCOoJI IPH NManueHTH ¢ 6osect Ha Parkinson.

Eduxacnocrra n 6ezomacHoctta Ha MIRAPEXIN TabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE 3a JICUCHNE
Ha OosecT Ha Parkinson e olieHeHa B MyJITHHAIIMOHATHA TPOTpaMa 3a JIeKapcTBeHa pa3padoTka,
BKJIFOYBAILA TPU PAHIOMU3UPAHA KOHTPOJIUPAHU U3IUTBAHUSA. J[[BETe H3MUTBAHUSA Ca IPOBEICHU IIpU
nanyeHTy ¢ panHa Oosect Ha Parkinson u eqHO M3NUTBaHE € MPOBENCHO MPH MALMEHTH C HalpeaHaa
Oonect Ha Parkinson.

[peBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKEHO OCBOOOXKIaBaHe CIPSMO Tianedo ce
HaOmroaBa cien 18 ceqMuIy Ha JiedeHue 1o oTHoieHue u Ha mepBuuHuTe (UPDR-CcKana, ckop no
yact [[+111) u Ha ocHOBHUTE BropuuHU (olieHKH Ha pecrionaepute 3a CGI-1 u PGI-I) kpaitau Touku 3a
e()MKaCcHOCT B JIBOWHO CJISIO, IJ1aie00-KOHTPOJIMPAHO H3MUTBAHE, BKIFOYBAIIO0 00110 539 marueHTu ¢
panHa 6onect Ha Parkinson. [loxabpixane Ha eukacHOCT ce HaOMIO1aBa IPU NAIIUCHTUTE, JICKYBaHU
33 cenmuriu. MIRAPEXIN TabneTku ¢ yIbDKEHO 0CBOOOXKIaBaHE ca HE MO-MaJIKO eUKACHU OT
MIPaMUIIEKCOJT TabNeTKH ¢ He3a0aBHO 0CBOOOKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o yact [+

[pu aBoitHO cismo, mnane0o-KOHTPONUPAHO U3MUTBAHE, BKIIOUBAIIO 00110 517 manuenTy ¢
HampenHana 6oject Ha Parkinson, KOUTO ca Ha CHITBTCTBAILO JICYCHHUE C JIEBOJIONA, IPEBB3XOACTBO HA
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUIane0o ce HabmoqaBa cien 18
CeIMULIM Ha JieueHHue U 1o oTHomeHue u Ha mppBudHuTE (UPDR-CcKana, ckop no wact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBAaHE) KpaiiHU TOUKHU 32 €(pUKacHOCT.
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Eduxacnoctra n noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJIEeTKU C yIBIHKEHO 0CBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPUHTA [IPH ChIIATa THEBHA /1032 ca
OLICHEHHU B IBOWHO CIIATNO KJIMHUYHO [IPOYyYBaHe NPH MaleHTH ¢ paHHa Oosect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemuHanu Ha MIRAPEXIN Tabnerku ¢
YABIDKEHO OCBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT fo3ara cu, 13,8%
yBenuuasar u 3,4% HaMansBat qo3arta cH.

IIpu nonoBuHata o1 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKAaHE Ha
epukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHata oT Ha4aIHUTE CTOWHOCTH HE CE CUUTA
3a KIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0CBOOOKIaBaHe €
MOJTYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, TOBEJIO 10 MpeKpaTsaBaHe Ha JICUEHHUETO.

IlenuarpuyuHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOO0XAaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynrature ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha NMegUaTpUUHaTAa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHQOpManKs OTHOCHO YIOTpeOa B MeIUATPHATA).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AGcopbuus
IIpamurniekco ce pezopOrpa OBP30 U U3ILUIO CIIE TIepopalieH preM. AOCOIIOTHATa OHOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO IPAMUIIEKCOIT ¢ He3a0aBHO OCBOOOXKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOYKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpreM Ha XpaHa, MUHUMAalTHaTa ¥ THKOBaTa
miazMena KOHTEHTPAIHS (Cyin, Chax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU 103 HA
MIRAPEXIN Ta0neTku ¢ yaObDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK AHeBHO 1 MIRAPEXIN
TaOJIeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTKy ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsBa
yecToTara Ha (PIIyKTOAIMU Ha TUTA3MEHNUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo. oT 24 Jaca, B
CpaBHEHHE C MIPHEM TPH ITBTH Ha JIeH Ha MTPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOXKAaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIINH e JIOCTUTAT CJie]] OKOJIO 6 Yaca cliell IpueM Ha
MIRAPEXIN Ta0neTKku ¢ yaObDKEHO 0CBOOOXK TaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSIHUE Ha
EKCTIO3UIHS Ce JIOCTHra Hali-MaJIKo clie]l 5 JTHU Ha HeMPEeKbCHAT TPUEM.

EnHOBpeMeHHUAT NpHeM Ha XpaHa He TIOBJIHsIBa OMOHATMYHOCTTAa Ha IpaMuIiekcoll. [IpueMbT Ha Meco
C BHUCOKO ChIbp)KaHNE Ha Ma3HWHU MpeIN3BUKBa MOBHIIaBaHe Ha T1a3MeHaTa KOHIEHTPAHs (Cpax) C
oxoJo 24% cien mpuiarase Ha eTHOKpaTHa J103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIIaraHe u
BOJIM 10 3a0aBsiHE C OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIMKOBA KOHIEHTPAIIHS ITPH 3IPaBH
nmobposomu. Oomara excriosutus (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,, HE €€ CMATA 32 KIIMHUYHO 3Ha4MMO. [1pu nmpoyuBanusra ¢aza III, konto
ycTaHOBsBaT Oe3omacHocTTa B eprkacHocTTa HAa MIRAPEXIN TabnmeTku ¢ yabmKkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKApCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.

Joxato tenecHoTo Terio He Biause Ha AUC, ycTaHOBEHO €, Ue MOBIHABa 00eMa Ha pasIpeaeiicHue 1
CJIETOBATETHO M MMHKOBUTE IIa3MeHH KOHIEHTpaIH Cy,,. [To-HUCKO TenecHo Termo ¢ 30 kg Boau 1o
noumaBane Ha C. ¢ 45%. Bwlipeku ToBa, B m3cnensanus (aza Il mpu mammenTu ¢ 6oirect Ha
Parkinson He ce ycTaHOBSIBa KIIMHUYHO 3HAYMMO BIIMSHUE HA TEIECHOTO TETJIO0 BHPXY TEPAEBTUIHUS
edexT u moHocumoctTa Ha MIRAPEXIN TabieTku ¢ yaIbKEHO 0CBOOOXKIaBaHE.
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Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jInyus B IUIA3MEHUTE KOHIIEHTPALUHU [IPU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ TIPOTEHHUTE MIPH XOpa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAaBaHN BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA THKaH (OKOJO § MTH MO-BUCOKH OT TE3H B IIa3MaTa).

Buorpancdhopmars
IIpaMurmekcos ce MeTaboNu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3bBM.

EnuMunupane
OCHOBHUST HaYWH HA EIMMUHUPAHE ¢ ObOpeuHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 Ob0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KINUPBHC HA paMumeKcon € okoso 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Yaca py MIIaJM Xopa 10 12 Jaca mpu Bb3pacTHU.

5.3 IpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBanusiTa 32 TOKCHYHOCT P MHOTOKPATHO MPUIJIOKEHHUE TIOKA3BAT, Y€ MPAMHIICKCOII BIIUsIC
riaBHO BbpXy (pyHkuuTe Ha [IHC u skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpEeKaNeHo CHIeH (hapMakoIMHAMUUEH e(peKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IpaceHla € Ha6J'IIO,I[aBaH0 INOHM>XKCHHEC Ha JNUaCTOJHOTO M CUCTOJHO HAJIAAIraHE v Ha
ChbpACYHAaTa 4Y€CTOTA, a TCHACHI M 3a XUIIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIIEKCOI [0 OTHOLICHHE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
NP U3CIeIBaHNUS BbPXY IUTbX0OBE U 3aiiu. [Ipu mirbpxoBe U 3aili MpaMHUIIEKCOJ He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTBXOBE B 031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH U OTPAHUYECHUTE U3CIICABAHH NTApaMETPH HEXXEIaHUTE PEeaky Ha
NPaMHIIEKCOI 10 OTHOIICHHE Ha OPEMEHHOCTTa M MB)KKaTa PENpOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHUC (T.e. Pa3aciIAHC Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKkcHueH. [Ipy npoyduBaHus 32 KAPLUUHOT€HEH MOTEHIIMAT MBXKKH IITbXOBE
pa3BHUBAT XUIepIiasus Ha KieTkuTe Ha Leydig u aneHOMH, KOETO ce 00sACHIBa ¢ MHXHOUpaIus edext
Ha MIPaMUIIEKCOJ BbPXY NMPOIaKTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIIMHUYHATa yHOTpeoa.
ChbI10TO MpOyYBaHe MOKa3Ba, ue B 703U 2 mg/kg (Com) v Mo-BUCOKH OT TAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXose anouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTBXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOT'€HHOCT MPH
MUILIKU aJTONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIEeIBAaHU BUAOBE.

6. ODAPMAUEBTUYHUAU JAHHU
6.1 Chnucbk HA MOMOIHUTE BelleCTBA
Xumnpomenosza 2208

HapeBI/IT-IHO HHUILICCTC

kapbomep 941

CHUJTMIIMEB JTMOKCHU]I, O€3BOIeH
MarHe3meB cTeapar
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6.2 HecnbBMecTuMOCTH

He e npunoxxumo.

6.3 Cpoxk Ha roaHocT

3 roauHu

6.4 Cpoenuajnm ycJIOBHSI HA CbXpPaHeHHe

I[a CC ChbXpaHsABa B OpUTrMHAJIHATA OIIAKOBKaA, 3a J1a C€ Ipcara3Ba OT Bjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICHIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6muctepHa nenTa chabpxa 10 TabNeTKe ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu kytuu, ceappxkamu 1, 3 unu 10 6xuctepan ientu (10, 30 unu 100 TabneTku ¢ yIbIHKeHO
0cB00OOKTaBaHE)

He Bcruky BUIOBY OMaKOBKK MOrart 1a ObIaT MyCHATH B MPoJakoa.

6.6 CrnennaJIHu NpeANa3HA MePKH NPH U3XBBbPJIsAHE

Hsama CIICIUAaJIHU M3UCKBAaHMA.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

EU/1/97/051/022-024

9. JATA HA ITBPBO PASPEINABAHE/ITIOAHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

[aTa Ha mBEpBO pa3permiaBane 3a ynorpebda: 23 gpespyapu 1998

Hata Ha mocnenno nogHoBsiBane: 23 despyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MoapoOua nHpOpManus 3a TO3U JEKApCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBporeiickata
areHIus 1o JieKkapcTBara http://www.ema.europa.eu.

125



1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

MIRAPEXIN 2,62 mg TabieTku ¢ yIBIKEHO 0CBOOOXKIaBaHE

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska TabiieTka ¢ yaIbpDKEHO 0CBOOOXKIaBaHe ChABPXKA 3,75 mg MpaMUTICKCONT TUXUAPOXIOPHI
MoHoOXUApat (pramipexole dihydrochloride monohydrate), ekBuBaieHTeH Ha 2,62 mg MPaMHUIIEKCOIT
(pramipexole).

Buumanue:

Jo3zute mpaMunekcoll, myOJIrKyBaHH B JINTEpaTypaTa ce OTHACST 3a HEroBara coll.

[opanu ToBa no3ute mie ObAAT U3Pa3sIBaHH MO-A0JTY KaTO MIPAMHUIIEKCOII 06a3a 1 KaTo MpaMHUIIeKCOI
noj popmara Ha con (B CKOOH).

3a IBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TabneTka ¢ yIbIKEHO OCBOOOXKIaBaHEe

Tabnerkute ca 6enu 10 OYTH Oesn ¢ eNUICcoBUAHA popMa 1 UMaT BATBOHAT penedeH Kox (OT eqHara
ctpana kox P13, a oT apyrara ctpana cuMBoiia Ha komnanusta Boehringer Ingelheim).

4. KIIMHUYHU JAHHAU
4.1 TepaneBTUYHM NOKA3AHMUS

MIRAPEXIN e npenna3zHaueH 3a JICUCHHUE MPU Bb3PACTHU Ha MPU3HAIMTE U CUMIITOMUTE Ha
uauonatnyHa 6onect Ha Parkinson camocrositenno (6e3 1eBooIa) Wik B KOMOWHAITHS C JIEBOJIOTIA,
T.€. B X0/]a Ha 3a00JIsIBaHETO Mpe3 KbCHUTE CTaINH, KOTaTo eeKThT Ha JIEBOIOIIa HaMallsiBa MIIA CTaBa
HEIOCTOSIHEH U ce HaOmomaBaT GIyKTyalluy B TePaneBTHIHIS €PeKT ((IIyKTyalluy Py H34epIIBaHe
Ha j03ara Wi “on off” urykryarun).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHUE
Jo3upoBka

MIRAPEXIN TabneTku ¢ yIbDKEHO 0CBOOOXKIaBaHe ca MepopainHa (popma Ha MpaMHUIIEKCO 3a
€IHOKPATCH JHEBCH MPUEM.

Hauanno neuwenue:

Jlo3aTa TpsiOBa MMOCTEIICHHO Ja ce MOBHUIaBa, KaTo ce 3amodne ¢ 0,26 mg 6a3a (0,375 mg comn) THEBHO,
CJIe]] KOETO ce yBeInJaBa Ha BCEKH 5 - 7 THU. AKO TpY MAllMEeHTa He Ce YCTAHOBABAT HETIOHOCHMHU
HEe)KeJIaH! JIEKapCTBEHH PEaKIINH, 03aTa Clie[Ba 1a ce TUTPUpPA 0 MOCTUTaHe Ha MAaKCHMAJICH
TepaneBTUICH e(PEeKT.

Cxema Ha no3zupane Ha MIRAPEXIN Ta0neTku ¢ yabpkeHO OCBOOOXKIaBaHE Ype3 MOBHUILIABAHE
Ha JIO3UTE

CenMuria JlueBHa fo3a (mg 6aza) JlueBHa no3a (mg coun)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOJy4YaBalIl JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha IeH MOXKe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/lc HamalsiBaHa
Jo3ara Ha jeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KAaKTO 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nojabpxkamoTo Jedenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakUMHTe Ha OTACTHUTE MAMEeHTH (BX. Touka 4.5).

Ilponychama 0oza

Koraro e mpomrycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0cBOOOXKIaBaHe TPSIOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 00nvaiftHOTO Bpeme 3a ipueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu ¢ 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Ipean Ja ce MOBUIIIN JHEBHATA J103a CIIe] eHA CeMHIIA. AKO € HEOOXOAUMO MO-HATATHIIHO
MOBUIIIABAHE HA J103aTa, TS TPsAOBa Aa OBbAe yBenuuasaHa ¢ 0,26 mg mpaMurexcol 6a3a mpe3
MHTEPBAIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa M0 BpeMe Ha MOJAbPIKaIoTo JeueHne, TpA0Ba /1a ce cieBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenmu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IUMO alaliTUpaHe Ha 103aTa MPH MAlMeHTH ¢ YepHOPOOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMATHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHLYHOCT BBPXY (DapMakOKHHETHKATA HA
MIRAPEXIN obaye He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera mox 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmkeHo 0cBoOOXKaaBaHe pu OosecT Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

HauuH Ha npusioxkeHue

Tabnerkute TpssOBa Ja ce MOTIBIIAT LIEIH C BOJIAa ¥ HE TPsAOBaA J1a Ce IbBUAT, pa3ieisaT Wil
pastporaBar. TabneTkuTe Morar Jia ce pruemMar KakTo ¢ XpaHa, Taka 1 0e3 XpaHa U TpsiOBa Ja ce
MpUEeMAaT BCEKH JIcH MPUOIU3UTEIHO MO €IHO U ChIIO BpEeMe.

4.3 IIporuBomoka3aHusi

CBpPBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HSKOE OT IIOMOILIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHu npeaynpe:kIeHus: U NpeAna3sHu MepKH NPH ynorpeda

Korato ce mpenmcBa MIRAPEXIN Ha manueHnTy ¢ 050peuHO0 YBpeKIaHe 3a JICUCHHE Ha OOJIECT Ha
Parkinson, ce mpemopruBa MoHIKaBaHE Ha J03aTa KaTo C€ CIeIBAT yKa3aHWsITa B TOUKa 4.2.

XaIFoMHAITIHA
M3BecTHO €, 4e MpH JICUSHUE C TONaMHUHOBH arOHUCTH | JICBOJIOIA KATO HEXKEIaHU pEeaKInK Ouxa

MOTIH JIa c€ TIOSBAT XallfolMHAIMH. [lalueHTuTe TpsAOBa 1a ObAaT Npenynpe/IeHn 332 Bb3MOXKHOCTTA
OT IOsIBa Ha XATIOIIMHAINH (TTPEIUMHO 3pUTEITHHA).

AI/ICKI/IHCEXI/I?{

IIpu manpemuana 6oiect Ha Parkinson mpu KoMOMHHpPAHO JICUEHHUE C JIEBOAOIIA € BH3MOXKHA ITOsSBaTa
Ha JJUCKUHE3US 110 BpeMe Ha MIbpBOHavaHoTO TuTpupane Ha nqo3ata MIRAPEXIN. Ipu nosiBata um
TpsiOBa Ja ce HaMaJM /103aTa Ha JIEBOOTA.

Enwsonu Ha BHE3aITHO 3aCIIMBAaHE M COMHOJIEHTHOCT

[Ipamuriekcoun ce cBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/1M Ha BHE3AITHO 3aCTMBaHe, 0COOEHO MpH
narueHTH ¢ Oonect Ha Parkinson. B pemku ciydan ce ¢h0011aBa 3a BHE3aITHO 3aCITUBAHE Tpe3 ICHS,
MOHSAKOTa 03 MAIMeHTHT J]a TO OCh3HaBa WK 0e3 mpeaynpeauTenHu npusHaiy. [lamuenrute TpsioBa
na ObIaT mpeAyIpeieHu 3a TOBa U Ja OBbIaT IOCHBETBAHM Ja Ca BHUMATEIHH IIpH ModrpaHe Win
pabora ¢ mammaH 110 BpeMme Ha Tepanwst ¢ MIRAPEXIN. [TanmeHTrTe, Py KOUTO CE€ MOSBSABAT
CHHJIMBOCT W/WJIH €IH30]1 Ha BHE3AITHO 3aCIBaHE TPSIOBaA /1a ce BB3IBPIKAT Ja MO(PUPAT UIH padOTAT
¢ mamuHA. B nomreHeHue TpsAOBa qa ce MMa NpenBy HaMassiBaHe Ha /103aTa Wi MpeKpaTsBaHe Ha
tepanusaTa. [lopaar Bb3MOXKEH aANTHBEH eeKT MalueHTHTe, IPUEeMaIli IPYTH CeIaTHBHU
JIEKapCTBEHH MPOTYKTH WM aJIKOXO0JI B KOMOWHAIHS C IPaMHUTIEKCOJI, TPsIOBA Jja ObIaT MOCHBETBAHU
na ObIaT npeanasTuBy (BX. ToUkH 4.5, 4.7 u 4.8).

Hapymenns B KOHTpOJIa Ha UMITYJICUTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIOIaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
uMmityscure. [laruentute u GoTHOTIIeAaYNTE TPsIOBA 1a OBIAT 3all03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEJCHUYECKU CUMIITOMU Ha HApYLICHUs B KOHTPOJIA Ha UMITYJICUTE, BKIIFOUBALLIY NAaTOJIOTUYHA
CKJIOHHOCT KbM Xa3apT, MOBUILIECHO JIMOUJI0, XUTIEPCEKCYATHOCT, KOMITYJICHBHO Xap4yeHe U
naszapyBaHe, MpesHKIaHe U KOMITYJICHBHO MPEsKIaHe, IPH MalUeHTH, JICKYBAaHH C JOTIAMIHOBH
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKUBA CUMIITOMHU.

TlanmenTy ¢ ICUXOTUYHN HAPYIIICHUS

IlanmmeHTUTE C ICUXOTUYHU HapyumeHus Tpﬂ6Ba Ja CC JICKYyBaT C JOIMIaMUHOBH arOHUCTU CaMO B
CJIY4auTe, KOraTo O4aKkBaHaTa I1oJji3a € Mo-rojisiMa OT IMMOTCHIHUAJTHUA PUCK. EILHOBpeMCHHaTa yHOTpC6a
Ha aHTUIICUXOTHUYHU JICKAPCTBCHU IMPOAYKTU U ITPAMUIICKCOJI Tpi[6Ba Ja ce n30srBa (B)K. TOYKa 45)

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETICN Ha PEIOBHI HHTEPBAJN WITH MPU MOSBA HA aHOMATTHH B
3PEHHUETO.

TeXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00/9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATCJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO00€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagu pucCK OT OPTOCTAaTUYHA XUIIOTOHHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnOTOMH, IPEAIONaraiy HEBPOJICITUYCH MAIUTHEH CHHAPOM, Ca OIUCAaHU MPY BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHu HA B3aMMOJeHCTBHE

CBbp3BaHe ¢ IIa3MEHUSI IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETeH ¢ Iuia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmarius. [lopagu ToBa He ce OUAKBAT B3AMMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBJIHSBAIIN CBBP3BAHETO C MJIA3MEHHU MPOTEHHHU WM SITUMUHUPAHETO Ype3
ouotpanchopmanus Twit KaTO AHTHUXONUHEPTHYHUTE JICKAPCTBA CE SNUMUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBUE C TSIX € OTPaHHUCHA, HO HE ca MPOBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYIHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTUBHHUS ITBT 3a ENMMUHMpPaHe npe3 0p0penure

Humernany noHnxaBa ObOpeUHNsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ MpUOIH3UTENnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U AaKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WiIK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTaAMH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIATHH, XWHUH U TPOKAUHAMUJI MOTaT /1a B3aUMOJACHCTBAT C
IPaMHIIEKCOJI, B PE3YJITaT Ha KOETO J1a c€ TIOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J103aTa Ha MPaMHUIIEKCOJ CIIEABA Aa Ce MMa MPEIBH IPH SAHOBPEMEHHA yHoTpeda Ha Te3:
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ g1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3ala3BaHe Ha JIO3MPOBKATa Ha JIPYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
NPOIYKTH WK aJTKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TPOBa Ja ObJaT MOCHhBETBAHM Aa OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAaPpCTBCHU IMMPOAYKTH U IMTPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaTOreHeH e(eKT MPH IUIBXOBE U 3aiLiy, HO € OMJI eMOPHOTOKCHYEH NPU IUTHXOBE B 103H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIIy4yail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLATHATA [10J13a HaIBUILIaBa OYAaKBAaHMs PUCK [0 OTHOLICHUE Ha

teryca.

Kspmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0pa, Ce 0YaKBa

cnMpaHe Ha KbpMaTa. He ca mpoBeneHH Npoy4BaHuUs MPH KEHU 110 OTHOILCHUE Ha EKCKPELUsITa Ha
npaMHIIeKcol B KbpMarta. [Ipu mrbxoBe KOHIGHTpaLusITa Ha CBbp3aHaTa C aKTUBHOTO BEILIECTBO
PaIoaKTUBHOCT B KbpMarta € [0-BUCOKA OT Ta3H B IJIa3MaTa.

Twii kato munceat ganau npu xopa, MIRAPEXIN nHe OuBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Tpu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a epekra Bpxy deprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMHUHOB aroHUCT. Te3u MpoyYBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Ed¢exTn BbpXy cnoco0HOCTTa 32 mO(pupaHe U padoTa ¢ MAIINHU

MIRAPEXIN Mo>xe ia moBnusie B 3HAUUTEIIHA CTETIEH CIIOCOOHOCTTA 3a Imodupane U padoTa ¢
MaIIHHU.

Bb3MoxkHa € mosiBa HAa CHHIMBOCT WJIH XaJTIWHAIIH.

[Marmenture, nexyBanu ¢ MIRAPEXIN, npu konuto ce Habr01aBa CHhHIUBOCT W/WIIM BHE3AITHO
3acruBaHe Tpe3 JACHA, TpsA0Ba 1a ObIaT MpeaynpeieHu 1a He modupaT u Ja He YIPaKHSIBaT
NEHHOCTH, TTPH KOUTO HapyllIeHaTa OAUTEITHOCT OM M3JI0KUIIA TAX WM OKOIIHUTE Ha PUCK OT CEPHO3HO
HapaHsBaHE WX CMBPT (HampuMmep padoTa ¢ MAITMHK) A0 U3YE€3BAHETO HA TE3H IMOBTAPSIIH Ce
SIU301 ¥ CHHIUBOCT (BXK. CHINO TOYKH 4.4, 4.5 u 4.8).

4.8 Hexenanu JiekapcTBeHU peaKUUU

OuvakBaHW HEXEJAHW PEAKITIH
CremHUTE HEXXEIaHU PEaKInK ca odyakBaHU npu ynorpeda Ha MIRAPEXIN: matonorudau CHHUIIA,

aMHe3Hs, MOBEJICHUYSCKH CUMIITOMU Ha HAPYIICHUS B KOHTPOJIMPAHETO HA UMITYJICUTE U
HATPAIMIUBOCTU KaTO CKIIOHHOCT KbM TIPESDKIaHE M PEKOMEPHA CKIIOHOCT KbM Ia3apyBaHe,
XUIEPCEKCYATHOCT U MATOJOTUYHA CKIIOHHOCT KBbM Xa3apT,ChpJievHa HEJOCTAThYHOCT, 0OBPKBAHE,
3arieK, HaIyTHU4aBOCT, 3aMasHOCT, IUCKUHE3NS, JIUCITHES, YMOPa, XATIOIUHALINH, TIIaBO0oIHE,
XbJIIaHe, XHIIEPKUHE3Us, XUIiepdarus, XUMoTOHMsI, HApYIICHA CEKpelrs Ha aHTUANYPETHYCH XOPMOH,
Oe3chHUE, HAPYIICHHSI B THOMIOTO, TaICHE, TTapaHos, IepudEepeH OTOK, THEBMOHMSI, CHPOEkK, OOpPUB U
JPYTH pEaKiMi Ha CBPhUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHhHIMBOCT, CIM30/IM Ha BHE3AITHO
3acMUBaHe, CHHKOII, 3pUTEITHO HAPYIICHHE, BKIFOUUTEITHO JUIIONHS, 3aMbBIIICHO BIDKIAHE H
HaMmaJeHa 3pUTeNIHa OCTPOTA, MOBPhINAHE, TOHIKABAHE HA TETJIOTO, BKIFOUUTEITHO IIOHMKEH alleTHT,
MOKa4YBaHE Ha TETJIOTO.

BB3 ocHOBa Ha aHAM3HW Ha COOPHH IIIarie00 KOHTPOIMPAHU TPOYIBAHUS, B KOUTO ca ydacTBaimu 1778
narueHTH ¢ Oonect Ha Parkinson Ha npamuniekcon u 1354 manueHTH Ha TUTae00, HEXKETaHH
JIEKapCTBEHH PEaKIuy ca ChOOIIABaH! YECTO U B IBETE TPpymu. 67% OT MalMeHTuTe Ha MPAMHUATIEKCOIT
1 54% ot manueHTHTE Ha IUIane0o choOIIaBaT MOHE e/IHA HEe)KEeaHa JISKAPCTBEHA PEaKIIHS.
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Hexenanute JICKapCTBCHU PCAKINH, ITIOKa3aHU B Ta6J'II/II_IaTa MOo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpHU O, 1% wim moBeue ot MAalMUEHTUTE, JICKYBAHU C IPAMHIICKCOJ 1 Ca C’BO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4Y€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPAaBHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO Ce CMATA 3a KIMHUYHO 3HAYMMO. BOIIIMHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 00 CPEAHO-TCKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHI WA 1a
n34€3BaT, JOPU KOTAaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPraHHUTE KJIAaCOBE, HEKEJIAHTE JICKAPCTBEHH PEaKIMU ca H30POCHH CIIOpeN
yectoTaTa (Opos MAIMEHTH, TPU KOUTO CE OYaKBa Ja Ce MPOSBH PEaKIHATA), KATO ca H3M0JI3BaHU
CIIEAHUTE KaTeropuu: MHOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectu (= 1/1 000 mo

< 1/100), peaxu (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOliaBaHuTe HE)KEJIAHU PEAKIIMU TIPU HalueHTH ¢ 0osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C IPAMUIIEKCOJ B CPAaBHEHUE ¢ IU1aie0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0onre U yMmopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H MMO-BUCOKH OT 1,5 mg mpaMuIeKkco coi Ha feH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKiys pu KOMOMHAIIUS C JICBOJIONA € TUCKUHE3uATa. B HaYamoTo Ha JICUCHUETO
MOJKE J1a ce HaOIroaBa MosiBa Ha XUIIOTOHUS, 0COOEHO IpU OBP30 TUTPUpPAHE HA J03aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUN

WNudexun u nabecTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIICHA CeKPEIHs HA AaHTHINYPETHYCH XOPMOH, |
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heduectn CKJIOHHOCT KbM MpesiKIaHe ', PeKoMepHa CKIOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTMYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONCTBO

Hapymenns Ha HepBHaTa cCUCTeMa

MHoro uectn

3aMasdHOCT, JUMCKHMHC3HA, CbHIMBOCT

Yectn

riaaBo0oIue

Heuectn

AMHE3Us, XUIICPKUHE3U A, CTIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapywenus Ha ounte

Yectn

3PHUTETHO HApYIIIEHHUE, BKITIOYUTEHO U0, 3aMbIIICHO
BIJKIaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

Heuectu

1
| ChbpACYHA HCAOCTATHIHOCT

Cpa0BH HapylIeHUs

MpHuoro uectu

| XHUIIOTOHUA

PecniuparopHu, rpbJHE ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHECA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPHINAHE

HapymeHI/m Ha KOoXKaTa M IIOAKOXHaTa ThbKaH

Heuectn

| peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

OO6mm HapymieHus U eheKTH Ha MACTOTO Ha MPIJIOKCHHE

Yectn

| yMopa, IepudepeH 0TOK
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N3cnensanus

Yectu IIOHM>KaBaHC HAa TCTJIOTO, BKIIFOUHUTCIIHO ITIOHMKCH allICTUT

Heuectn MoKa4yBaHe Ha TErJI0TO

'"Tasu nexenana peaxius e HaOltoJaBaHa 1Mo BpeMe mocTMapkeTHHroBus onut. C 95% TouHocT,
I'pynara Ha yecToTa € He MoBeYe OT HeYecTa, HO MOXe Ja Ob/ie U mo-Hucka. [IpennsHo u3uucisBane
Ha YeCcToTaTa He € Bb3MOXKHO, ThI KaTO HeXKeIaHaTa peakius He ce € MOsABsBUIIA B 0a3ara JaHHU OT
KIIMHUYHYU W3NUTBaHUS Ha 2 762 maruentu ¢ bonecrra Ha Parkinson, JlekyBaHU ¢ TpaMHUTIEKCOIL.

CBHIMBOCT
IIpamMurniekcos € CBbp3aH YeCTO ChC CHbHIUBOCT M HEUECTO C€ CBBP3Ba C MPEKOMEpPHA CHHIIUBOCT IIPE3
JICHS ¥ €IU30/11 Ha BHE3aITHO 3acUBaHE (BX. CBIIO Touka 4.4).

Hapyiiienus B 1u6HI0TO
[Ipamunekcon Moxe 1a ObJie CBbP3aH HEUESCTO C HAPYIICHUS B JIMOUIOTO (MIOBUIIIABAHE WIIN
MTOHMYKaBaHe).

Hapymienus B koHTpoJia Ha uMmyJicute [laTogornyna CKIOHHOCT KbM Xa3apT, TOBUILIEHO JIMOUI0
XHUIIEPCEKCYaTHOCT, KOMIYJICHBHO XapueHe U Ma3apyBaHe, IpesDKAaHe U KOMITYJICUBHO MPEsDKAaHe
MOrar a ce MOSBAT NPH MAMEeHTH, JIEKyBaHU C JONAMUHOBH arOHUCTH, BKIIOYUTEITHO
MIRAPEXIN(Bx. Touka 4.4).

B perpocniekTHBEH CKpUHUHT Ha IIPEICTaBUTEIHA U3BAKa U IPOyYBaHE CIydyai-KOHTpPOIa,
BkitouBaiy 3090 nmanueHTH ¢ napkoHcoHoBa OoecT 13,6% OT BCUUKM MAIMSHTH, MTOJIOKEHH Ha
JIOTTAMUHEPTUYHO JICUEHUE WIH He-IOMaMUHEPTUYHO JICYCHUE UMAT CUMIITOMU Ha HAPYIICHUE B
KOHTPOJIa Ha UMITYJICUTE B TIEPUO/Ia Ha MOCIICAHNUTE IIIeCT Mecelia. HabmoiaBanuTe mposiBU BKITFOYBAT
MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, IPEKOMEPHA CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICUBHO
MpespKIaHe U HATPaITYUBO CEKCYalHO MOBeIeHNE (TOBUILIEHA CEKCYATHOCT). Bp3MoxkHUTE
HE3aBUCUMU PUCKOBH (DAKTOPH 32 HAPYIICHUS B KOHTPOJIA HAa UMITYJICUTE BKJIFOUBAT JOMAMHUHEPTHYHO
JICYCHUE U TI0-BUCOKH JIO3U HA JOMAMHUHEPIHYHO JICUCHHE, TIO-MJIaJia Bb3pacT (< 65 ronuHu),
0e30paune u croOIIeHa (haMUITHA aHAMHE3a 33 CKJIOHHOCT KbM Xa3apT.

C’LDI[G‘IHS. HCOOCTATHYHOCT

IIo BpEMC Ha KIIMHUYHU MTPOYYBAHUA U TOCTMAPKETUHI OB OIIUT € C’bO6H_IaBaHa ChbpJCYHa
HEAOCTATBbYHOCT NPU NAMUCHTH C ITPAMHUIICKCOJI. IIo BpEMC Ha (I)apMaKOCHI/II[eMI/IOJ'IOFI/I‘lHI/ITC
MpOoy4YBaHUsA, IPUTOKCHUECTO HA ITPAMHUIICKCOJI € CBBP3aHO C NOBHUILICH PUCK OT ChpACUHA
HEAOCTATBbYHOCT B CPABHCHHUEC C HCIIPWJIATaHETO HAa TPAMHUIICKCOJI (Ha6J’IIO,[[aBaHa CTCIICH Ha pUCKa
1.86; 95% ClI, 1,21-2,85).

4.9 Ilpeno3upane

Hsmva xIMHUYEH OIUT C TEXKKHU CJIydau Ha npeao3upaHe. OuakBaHHTE HEXKETIAHU pcaknunu ca Te3u,
CBhOTBCTCTBAIIlK HA (l)apMaKO,[[I/IHaMI/I‘IHI/IH HpO(i)I/IJ'I Ha JOIIaMHWHOB aroOHUCT, BKJIIFOYBAIIHM T'aZICHEC,
MOBPBIIAHC, XUIICPKUHEC3U A, XAJIIOIUHAIUU, B’B36y,[[a u xunoTonus. He e YCTAaHOBCH aHTUAOT IIPpHU
npeao3upane ¢ J0IMaMUHOB aroHUCT. HpI/I HaJIn4yue Ha CUMIITOMU 3a CTUMYJIMPAHC HA LICHTPAJIHATAa
HEPBHA CUCTCMa MOXKC [1a CC MPUJIOKAT HECBPOJICIITULIN. HpI/I npeao3nupane MOXE J1a Cca HeO6XO,I[I/IMI/I
06]].[1/1 noaAabpIKad MCpONIpUATHS B KOM6I/IHaI_II/I${ CbhbC CTOMAIlIHA ITPOMUBKA, UHTPABCHO3HU I/IHq)yBI/II/I,
npujaraHe Ha akKTUBCH BBIJICH U MOHUTOPHUPAHC Ha EKT.

5. ®APMAKOJIOTMYHU CBOVICTBA
5.1 ®apmakogWHAMHMYHH CBOICTBA

®dapMakoTepaneBTHYHA Ipyla: aHTUIIAPKUHCOHOBH JIEKapCTBa, JonaMuHOBH aroHucTH, ATC kox:
NO04BCO05
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MexaHu3bM Ha JICHCTBUE

[Ipamuriekcos e JONaMHHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTHBHOCT U CHEIM(PUIHOCT C
D2 nmomamMuHOBUTE penenTOpH, U O-CHCIHATHO UMa ahUHUTET KbM TeXHUS moATun D3, u uMa mbiiHa
BBTPEIIHA aKTUBHOCT.

HpaMI/IHCKCOJ'I o0Oek4yaBa IMPpOABUTC HA HapKI/IHCOHOBa MOTOpHAa HEAOCTATHYHOCT UPE3 CTUMYJIMPAHC
Ha JOIIaMHWHOBHUTE PCLCITOPU B CTpHUATyMaA. HpOy‘lBaHI/Iﬂ IIpU ) KUBOTHU COYAT, UC IMPAMUIICKCOJI
I/IHXI/I6I/Ipa CHHTEC3a, OTACIISIHETO U MeTaboau3Ma Ha JoI1aMHuHa.

dapMakoaMHAMUYHU ePEKTU

[Ipu moOpoBoIM € HaOIIIJaBaHO J03a-3aBUCUMO HaMaJIeHUE Ha NPOJIAKTUH. [Ipy KIMHUYHO
U3IUTBAHE ChC 3/1paBu 100poBoiH, B koeTo MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOXK/IaBaHE Ce
TUTPHUpAT M0-0bp30 (Ha BcekH 3 IHM) OT MpenopbyBanuTe 10 3,15 mg npamunekcon 6a3za (4,5 mg
COJI) Ha JICH, € Ha0JI0JJaBaHO TIOBUIIIABAHE HA KPHBHOTO HAJISTAHE U YCKOPSBAaHE Ha ChPJICYHUS
putbM. TakuBa edekTu He ce HAOIIOaBaT MPY U3MUTBAHUS C MAI[UCHTH.

Knunnanyna edukacHoCT 1 6e3omacHOCT mpu 6ostecT Ha Parkinson

[Ipamunexcon HaMansBa MpU3HALIMTE U CHMITOMHUTE Ha HAMONaTHYHATa OojecT Ha Parkinson.
[IpoBenenu ca mianed0-KOHTPOIUPAHU KIMHUYHHI U3MUTBaHus, BKitouBamy 1 800 naunenTta B craauit
Ha 3a0omsiBane [-V mo Hoehn u Yahr, nekyBanu ¢ mpamunexcoi. M3BbH 14X, okoio 1 000, kouTo ca
OunM B HampegHas cTaauil Ha 3a00JsIBaHETO, ca IpPUEMalll eIHOBPEMEHHO JIEBOJOIIA U ca CTPaJaid OT
JIBUTATEHU yCIIOKHEHMS.

EdukacHocTTa Ha MpaMUIIEKCON IpU paHHa U HanpeaHana 6onect Ha Parkinson ce mogabpxa B
KOHTPOJIMPAaHU KIMHAYHH IPOYYBaHUS 3a MEPUOJ OT OKOJIO IIeCT Mecelia. B 0TBOpeHH AOMBIHUTETHH
NpOYYBaHUS 3a MEPUOJ HaJ TPU TOIMHH HE ca 0TOesI3aH! MPU3HAIM HA TIOHKAaBaHEe Ha
edpukacHocTTa. [Ipy KOHTPOIUPAHO ABOMHO CISANO KIMHUYHO MPOYYBAHE C MPOABIKUTEIHOCT 2
TOJMHY, HA4aJlHA TePaIusl ¢ IPaMHIIEKCOJI 3HAYMMO OTJIara HaCTHIIBAHETO HA MOTOPHH YCIIOKHEHUS U
CPaBHEHO ¢ HavyallHa Tepanus ¢ JIEBOJONa peaylupa TIxXHarta mossa. ToBa oTiaraHe Ha MOTOpPHHUTE
YCIOKHEHUS TIPH PAaMHIIEKCOI ciie/iBa Jia ce OanaHcupa CpsMO MO-TOISIMOTO OA0OpeHre Ha
MoTOpHaTa QyHKIHsI P JIeBooma (M3MepeHo upe3 cpeanara npomsHa no UPDR-ckana). Obmiara
YeCTOTa Ha XAIIOUHALMH U CHHIMBOCT MIPUHLUITHO € TI0-BHCOKA BB (pa3ara Ha yBeIHYaBaHE Ha
J03aTa IpH TpyIaTa ¢ MPaMUIeKCoNI. BbIpeku ToBa, He € Malo 3HAUNTENTHA Pa3uKa Mpe3
noaabpxaniara gasza. Te3n gaHHu TpsOBa Ia ce UMAT NPEABH] MPH 3alI0YBaHE Ha JIEUCHUETO C
paMHIIEKCOoJI IPH NManueHTH ¢ 6osect Ha Parkinson.

Eduxacnocrra n 6ezomacHoctta Ha MIRAPEXIN TabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE 3a JICUCHNE
Ha OosecT Ha Parkinson e olieHeHa B MyJITHHAIIMOHATHA TPOTpaMa 3a JIeKapcTBeHa pa3padoTka,
BKJIFOYBAILA TPU PAHIOMU3UPAHA KOHTPOJIUPAHU U3IUTBAHUSA. J[[BETe H3MUTBAHUSA Ca IPOBEICHU IIpU
nanyeHTy ¢ panHa Oosect Ha Parkinson u eqHO M3NUTBaHE € MPOBENCHO MPH MALMEHTH C HalpeaHaa
Oonect Ha Parkinson.

[peBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKEHO OCBOOOXKIaBaHe CIPSMO T1anedo ce
HaOmoaaBa cien 18 ceqMuIy Ha JiedeHue 1o oTHoieHue u Ha mepBuuHuTe (UPDR-CcKana, ckop no
yact [[+111) u Ha ocHOBHUTE BropuuHU (olieHKH Ha pecrionaepute 3a CGI-1 u PGI-I) kpaitau Touku 3a
e()MKaCcHOCT B JIBOWHO CJISIO, IJ1aie00-KOHTPOJIMPAHO H3MUTBAHE, BKIFOYBAIIO0 00110 539 marueHTu ¢
panHa 6onect Ha Parkinson. [loxabpixane Ha eukacHOCT ce HaOMIO1aBa IPU NAIIUCHTUTE, JICKYBaHU
33 cenmuriu. MIRAPEXIN TabneTku ¢ yIbDKEHO 0CBOOOXKIaBaHE ca HE MO-MaJIKO eUKACHU OT
MIPaMUIIEKCOJT TabNeTKH ¢ He3a0aBHO 0CBOOOKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o yact [+

[pu aBoitHO cismo, mnane0o-KOHTPONUPAHO U3MUTBAHE, BKIIOUBAIIO 00110 517 manuenTy ¢
HampenHana 6oject Ha Parkinson, KOUTO ca Ha CHITBTCTBAILO JICYCHHUE C JIEBOJIONA, IPEBB3XOACTBO HA
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUIane0o ce HabmoqaBa cien 18
CeIMULIM Ha JieueHHue U 1o oTHomeHue u Ha mppBudHuTE (UPDR-CcKana, ckop no wact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBAaHE) KpaiiHU TOUKHU 32 €(pUKacHOCT.
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Eduxacnoctra n noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJIEeTKU C yIBIHKEHO 0CBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPUHTA [IPH ChIIATa THEBHA /1032 ca
OLICHEHHU B IBOWHO CIIATNO KJIMHUYHO [IPOYyYBaHe NPH MaleHTH ¢ paHHa Oosect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemuHanu Ha MIRAPEXIN Tabnerku ¢
YABIDKEHO OCBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT fo3ara cu, 13,8%
yBenuuasar u 3,4% HaMansBat qo3arta cH.

IIpu nonoBuHata o1 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKAaHE Ha
epukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHata oT Ha4aIHUTE CTOWHOCTH HE CE CUUTA
3a KIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemuHan Ha MIRAPEXIN tabneTku ¢ yabKeHO 0CBOOOKIaBaHe €
MOJTYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, TOBEJIO 10 MpeKpaTsaBaHe Ha JICUEHHUETO.

IlenuarpuyuHa nonmyJanus

EBpomnelickaTa areHuus o JiekapcTBara 0CBOO0XAaBa OT 3aJbJDKEHHETO 3a TIPEIOCTaBsIHE Ha
pesynrature ot npoyuBanusta ¢ MIRAPEXIN BBB BcMukH NOATPYNH Ha NMegUaTpUUHaTAa MOMyIanus
npu 6onect Ha Parkinson (Bk. Touka 4.2 3a uHQOpManKs OTHOCHO YIOTpeOa B MeIUATPHATA).

5.2 ®dapmMakoKWHETHYHHM CBOIicTBa

AGcopbuus
IIpamurniekco ce pezopOrpa OBP30 U U3ILUIO CIIE TIepopalieH preM. AOCOIIOTHATa OHOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO IPAMUIIEKCOIT ¢ He3a0aBHO OCBOOOXKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOYKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpreM Ha XpaHa, MUHUMAalTHaTa ¥ THKOBaTa
miazMena KOHIEHTPAIHS (Cyin, Crax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU J03HM HA
MIRAPEXIN Ta0neTku ¢ yaObDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK AHeBHO 1 MIRAPEXIN
TaOJIeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTKy ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsBa
yecToTara Ha (PIIyKTOAIMU Ha TUTA3MEHNUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo. oT 24 Jaca, B
CpaBHEHHE C MIPHEM TPH ITBTH Ha JIeH Ha MTPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOXKAaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIINH e JIOCTUTAT CJie]] OKOJIO 6 Yaca cliell IpueM Ha
MIRAPEXIN Ta0neTKku ¢ yaObDKEHO 0CBOOOXK TaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSIHUE Ha
EKCTIO3UIHS Ce JIOCTHra Hali-MaJIKo clie]l 5 JTHU Ha HeMPEeKbCHAT TPUEM.

EnHOBpeMeHHUAT NpHeM Ha XpaHa He TIOBJIHsIBa OMOHATMYHOCTTAa Ha IpaMuIiekcoll. [IpueMbT Ha Meco
C BHUCOKO ChIbp)KaHNE Ha Ma3HWHU MpeIN3BUKBa MOBHIIaBaHe Ha T1a3MeHaTa KOHIEHTPAHs (Cpax) C
oxoJo 24% cien mpuiarase Ha eTHOKpaTHa J103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIIaraHe u
BOJIM 10 3a0aBsiHE C OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIMKOBA KOHIEHTPAIIHS ITPH 3IPaBH
nmobposomu. Oomara excriosutus (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,, HE €€ CMATA 32 KIIMHUYHO 3Ha4MMO. [1pu nmpoyuBanusra ¢aza III, konto
ycTaHOBsBaT Oe3omacHocTTa B eprkacHocTTa HAa MIRAPEXIN TabnmeTku ¢ yabmKkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKApCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.

Joxato tenecHoTo Terio He Biause Ha AUC, ycTaHOBEHO €, Ue MOBIHABa 00eMa Ha pasIpeaeiicHue 1
CJIETOBATETHO M MMHKOBUTE IIa3MeHH KOHIEHTpaIH Cy,,. [To-HUCKO TenecHo Termo ¢ 30 kg Boau 1o
noumaBane Ha C. ¢ 45%. Bwlipeku ToBa, B m3cnensanus (aza Il mpu mammenTu ¢ 6oirect Ha
Parkinson He ce ycTaHOBSIBa KIIMHUYHO 3HAYMMO BIIMSHUE HA TEIECHOTO TETJIO0 BHPXY TEPAEBTUIHUS
edexT u moHocumoctTa Ha MIRAPEXIN TabieTku ¢ yaIbKEHO 0CBOOOXKIaBaHE.
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Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jInyus B IUIA3MEHUTE KOHIIEHTPALUHU [IPU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ TIPOTEHHUTE MIPH XOpa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAaBaHN BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA THKaH (OKOJO § MTH MO-BUCOKH OT TE3H B IIa3MaTa).

Buorpancdhopmars
IIpaMurmekcos ce MeTaboNu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3bBM.

EnuMunupane
OCHOBHUST HaYWH HA EIMMUHUPAHE ¢ ObOpeuHaTa eKCKpeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzurenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 Ob0penure, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KINUPBHC HA paMumeKcon € okoso 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa oT 8
Yaca py MIIaJM Xopa 10 12 Jaca mpu Bb3pacTHU.

5.3 IpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBanusiTa 32 TOKCHYHOCT P MHOTOKPATHO MPUIJIOKEHHUE TIOKA3BAT, Y€ MPAMHIICKCOII BIIUsIC
riaBHO BbpXy (pyHkuuTe Ha [IHC u skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHiIeH (hapMakoIMHAMUUEH e(PeKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IpaceHla € Ha6J'IIO,I[aBaH0 INOHMXKCHHEC Ha JNaCTOJHOTO M CUCTOJIHO HAJISIraHE v Ha
ChbpACYHAaTa 4Y€CTOTA, a TCHACHI M 34 XUIIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIICKCOJ [0 OTHOLICHHE HA PENPOSYKTUBHATA QYHKLUS € IPOYy4eH
NP U3cIeIBaHNUS BbPXY IUTbXOBE U 3aiiu. [1pu mirbpxoBe U 3aili MpaMHUIIEKCOJI He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTHXOBE B 031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUIA )KUBOTHH ¥ OTPAHUYECHUTE U3CJICABAHH NTApaMETPH HEXXEIaHUTE PEeaky Ha
NPaMHIIEKCOI 10 OTHOIICHHE Ha OPEMEHHOCTTa M MB)KKaTa PENpOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHUC (T.e. Pa3aciIAHC Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKkcHueH. [Ipy npoyduBaHus 32 KAPLUUHOT€HEH MOTEHIIMAT MBXKKH IITbXOBE
pa3BHUBAT XUIepIiasus Ha KieTkuTe Ha Leydig u aneHOMH, KOETO ce 00sACHIBa ¢ MHXHOUpaIus edext
Ha MIPaMUIIEKCOJ BbPXY NMPOIaKTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIIMHUYHATa yHOTpeoa.
ChbI10TO MpOyYBaHe MOKa3Ba, ue B 703U 2 mg/kg (Com) v Mo-BUCOKH OT TAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXose anouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTBXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOT'€HHOCT MPH
MUILIKU aJTONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIEeIBAaHU BUAOBE.

6. ODAPMAUEBTUYHUAU JAHHU
6.1 Chnucbk HA MOMOIHUTE BelleCTBA
Xumnpomenosza 2208

HapeBI/IT-IHO HHUILICCTC

kapbomep 941

CHUJTMIIMEB JTMOKCHU]I, O€3BOIeH
MarHe3meB cTeapar
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6.2 HecbBMEeCTHMOCTH

He e npunoxxumo.

6.3 Cpoxk Ha rogHocT

3 roauHu
6.4 Cpoenuajnm ycJIOBHSI HA CbXpPaHeHHe

I[a CC ChbXpaHsABa B OpUTrMHAJIHATA OIIAKOBKaA, 3a J1a C€ Ipcara3Ba OT Bjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICHIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6muctepHa nenTta chabpxa 10 TabneTKe ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu kytuu, ceappxkamu 1, 3 unu 10 6xuctepan ientu (10, 30 umu 100 TabneTku ¢ yIbIHKEHO
0cB00OKTaBaHE)

He Bcruky BUOBY ONAaKOBKY MOTrart 1a ObIaT MMyCHATH B MPoJakoa.

6.6 CrennaJIHu NpeANa3HU MePKH NPH U3XBBbPJIsAHE

Hsama CIICNUaJIHU M3WMCKBAaHMA.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/031-033

9. JATA HA ITBPBO PASPEINABAHE/ITIOAHOBABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ata Ha mBpBO pa3periaBane 3a ynorpebda: 23 gpespyapu 1998

Hata Ha mocnenno nogHoBsiBane: 23 despyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha wHGOpPMAITHS 32 TO3W JICKAapPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta
areHIus 10 JieKapcTBara http:/www.ema.europa.eu.
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1. NUME HA JIEKAPCTBEHUSA TIPOAYKT

MIRAPEXIN 3,15 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXK1aBaHe

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika TabneTka ¢ yaIbKeHO 0CBOOOX1aBaHe Chbpika 4,5 mg MPaMUTICKCOIT AUXHUIPOXITOPHT
MOHOXHJpAT (pramipexole dihydrochloride monohydrate), ekBuBaiieHTeH Ha 3,15 mg npaMHITeKCO
(pramipexole).

Buumanue:

Jlo3uTe mpaMUIIeKcol1, MyOJIMKYBaHH B JINTEpATypaTa ce OTHACST 3a HEroBata coll.

IMopanu ToBa n03uTe Iie OBIAT U3PA3ABAHH MO-A0JTY KaTO MPAMUIICKCOJT 0a3a 1 KaTo MPaMHIIEKCOI
no1 hopMaTa Ha coi (B CKOOH).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTE BCIICCTBA, BUXKTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabmeTka ¢ yIbHKEHO OCBOOOKIaBaHE

Tabmerkute ca 6ey A0 MOYTH OCNN ¢ eNUIICOBUIHA opMa U UMAT BIUTEOHAT penedeH Ko (0T eqHaTa
ctpana kox P5, a oT npyrara ctpana cuMBosa Ha komranuaTa Boehringer Ingelheim).

4. KJIMHUYHU JAHHHA
4.1 TepaneBTUYHM MOKA3AHUS

MIRAPEXIN e npeana3HayeH 3a jJeueHHe NIpH Bb3PACTHU Ha NMPU3HALUTE U CUMIITOMHUTE Ha
uavonaTuyHa 6onect Ha Parkinson camocTositenHo (6e3 neBogona) win B KOMOMHALIUS € JIEBOJIONA,
T.€. B X0Ja Ha 3a00JsIBaHETO Npe3 KbCHUTE CTaIuH, KoraTo epeKThT Ha JEBOAONA HaMalsaBa UM CTaBa
HETIOCTOSIHEH M ce HabronaBaT (MIyKTyaluy B TepaneBTHUHUS eeKT ((IyKTyaluy Ipy H3uepIiBaHe
Ha fo3ata win “on off” paykryanun).

4.2 Jlo3UpOBKa M HAYMH HA NPHJIOKEHHE
Jo3upoBka

MIRAPEXIN Ta0neTku ¢ yIbDKEHO OCBOOOXKIaBaHE ca IepopaiHa ¢popMa Ha IPaMHIIEKCOT 3a
€/THOKPATCH JIHEBCH MPUEM.

Hauanno neuenue:

Jlo3ara Tps6Ba MOCTENEHHO J1a ce MOBHIIaBa, KaTo ce 3armoune ¢ 0,26 mg 6a3a (0,375 mg con) AHEBHO,
CJIe/I KOETO Ce YBEeJINYaBa Ha BCEKH 5 - 7 THU. AKO MPH NMalUEHTa HE CE yCTAaHOBSBAT HEMTOHOCUMH
HE)KEJIaHW JIEKaPCTBEHH PEaKILIMK, J03aTa CIIeBa Ja Ce TUTPHpA JI0 OCTUTaHe Ha MaKCUMaleH
TepaneBTUYEH e(eKT.

Cxema Ha nozupane Ha MIRAPEXIN TabneTku ¢ yabIKeHO 0CBOOOXK/TaBaHe Ype3 TOBUIIIABAHE
Ha JO3UTE

CenMura JlHeBHa no3a (mg 6aza) JHeBHa go3a (mg coun)
1 0,26 0,375

2 0,52 0,75

3 1,05 1,5
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AKoO ce Hajara ro-HaTaThIIHO yBelIMY4aBaHe Ha JJ03aTa, JHEBHATA J103a CIIe/Ba Jia Ce IMOBHIIIABA C
0,52 mg 6a3a (0,75 mg coin) Ha cenMuIla A0 JOCTUTAaHE HA MAaKCUMAaJIHA THEBHA f03a 3,15 mg 6a3a
(4,5 mg con).Bce nak TpsiOBa 1a ce 0TOENEkKH, Ye CIYyYauTe Ha ChHIMBOCT CE YBEJIUYABAT P J03U
mo-Bucoku ot 1,05 mg 6a3a (1,5 mg con) Ha neH (BK. Touka 4.8).

[Mamuenture, npuemani MIRAPEXIN tabnetku morar aa npemuHat kbM MIRAPEXIN Tabnetku ¢
YABIKEHO OCBOOOYKIaBaHe Ha CJe/lBallys JeH CyTpUHTa ChC ChIllaTa AHEBHaA no3a. Cien
npemuHaBaHe KbM MIRAPEXIN TabneTku ¢ yIbbkeHO 0CBOOOXKIaBaHEe 103aTa MOXKe Jia ObJe
KOpUTHpaHa B 3aBUCHMOCT OT T€pareBTUYHHSA OTTOBOP Ha MarueHTa (BXK. Touka 5.1).

1lo00vporcawio neuenue:

WnpuBuayanHarta 1o3a mpaMunekcol Tpsiosa aa 6bae B pamkure Ha 0,26 mg 6a3a (0,375 mg coxn) mo
MakcuManHa 1o3a 3,15 mg 6a3a (4,5 mg con) aueBHo. [1o BpeMe Ha OCHOBHH MIPOYYBaHUS C
NOBHUIIIaBaHE Ha J103aTa HAYaJ0ToO Ha eeKkTa € HabIoAaBaHo Npu THeBHA g03a 1,05 mg 6asza (1,5 mg
con). Ilo-HaTaTek n03aTta cieBa Jia ce afanTupa B 3aBUCUMOCT OT KJIMHUYHUS OTIOBOp U MOsiBaTa Ha
HEe)KeJaHW peaklMy. B KIMHUYHN U3NMUTBAaHUSA OKOJIO 5% OT MalMEHTUTE ca MOJy4YaBalIl JO3H MOJ
1,05 mg 6a3a (1,5 mg con). [Ipu Hanpeanana 6onect Ha Parkinson 1031 mpamuIiekcos mo-BUCOKU OT
1,05 mg 6a3a (1,5 mg comn) Ha JeH MOXe Ja ca MOIXOAALIN 33 OOTHH, IPU KOUTO Ie Ob/ic HamalsiBaHa
Jo3ara Ha JeBojona. [IpernoppuBa ce 103upoBKaTa Ha JEBOJONA Aa CE MOHMKaBa, KaKTo 10 BpeMe Ha
MOBUIIIABAaHE Ha J103aTa, TaKa U 10 BpeMe Ha nogabpxkamoTo Jeuenue ¢ MIRAPEXIN, B 3aBucuMocT
OT peakMHTE Ha OTACTHUTE MAMEeHTH (BXK. Touka 4.5).

Ilponychama doza

Koraro e mpomycHat npuemsbT Ha 1032, MIRAPEXIN TabneTku ¢ yabmKeHO 0CcBOOOXKIaBaHe TPSOBa
Jla ce mpueMaT B paMKuTe 110 12 gaca ot 0OnvaiftHOTO Bpeme 3a mpueM. Cies moBede ot 12 vaca,
IpOITyCHATaTa 03a Tpsi0Ba J1a ce MPECKOYHX U cieBaliara 103a TpsoBa J1a ce IpHeMe Ha ClieABaIs
JeH B 00MYaifiHOTO BpeMe 3a MPHEM.

Ilpekpamsasane na reyenuemo:

BHe3anHOTO npekpaTsBaHe Ha JONAMUHEPTHYHOTO JICYCHHE MOXeE Jia JOBEJIC IO Pa3BUTUETO Ha
HEBPOJICTITUYCH MaJMTHEH CHHAPOM. [IpaMumiekco TpsoBa Ja ObJic HaMalsiBaH MOCTETICHHO C
0,52 mg 6a3a (0,75 mg com) Ha JIeH, TOKATO JHEBHATA 103a ce pexynupa a0 0,52 mg 6aza (0,75 mg
coi). Cien ToBa jo3ara ce moHmkana ¢ mo 0,26 mg 6a3a (0,375 mg con) Ha neH (BX. Touka 4.4).

Hayuenmu ¢ 6Ovbpeunu yepescoanus:
EnvMuHMpaHeTo Ha MPaMUIIEKCOI 3aBUCU OT ObOpeyHaTa (QyHKIHMS. 3a 3al0o4BaHe Ha JICUYSHUETO Ce
MpernophyBa CjieIHaTa CXeMa Ha JI03UpaHe:

[Ipu naumeHTH ¢ KpeaTHHUHOB KIUpBHC Hal 50 ml/min He e He0OX0AMMO HaMassIBaHE Ha JTHEBHATA
71032 WIN Ha YecTOTaTa Ha IIpUeMaHe.

[Ipu nanmeHTH ¢ KpeaTHHUHOB KIMpBHC Mexay 30 u 50 ml/min nedeHrero TpsOBa 1a 3alovYHE C

0,26 mg MIRAPEXIN Tabnetku ¢ yapkeHO ocBoOOKJaBaHe mpe3 1eH. Heobxoaumo e moBuIeHo
BHUMaHUC U TpSIGBa Jla C€ HaIllpaBX BHUMATCIIHA OLICHKA Ha TCPAINICBTUYHUA OTTOBOP U MOHOCHUMOCTTA,
Npean Ja ce MOBUIIIN JHEBHATA J103a CIIE eHA CeMHIIA. AKO € HEOOXOANMO MO-HATATHIIHO
MOBHUIIIABAHE HA J103aTa, TS TPsAOBa Aa ObAe yBenuuasana ¢ 0,26 mg mpaMuIexcoln 6as3a mpe3
WHTEPBAJIM OT €IHA CEAMHUIIA 10 MaKCUMaTHa 103a oT 1,57 mg mpamunekcon 6a3a (2,25 mg coi)
JTHEBHO.

JleueHnueTo Ha MAIMEHTH C KpeaTUHUHOB KiIupbHC Mo 30 ml/min ¢ MIRAPEXIN tabnetku ¢
YABIKEHO OCBOOOYKIaBaHE HE ce MPEenopbyuBa, Thi KaTo HAMA JaHHU MPHU Ta3H MOIYJIALUs OT
naruentu. Tpsabsa na ce uma npensuy ynorpedara Ha MIRAPEXIN Tabnerku.

Ako 6p0peuHara ¢yHKIMS HaMaJIABa MO0 BpeMe Ha OAbPIKaIoTo JeueHne, Tpa0Ba /1a ce ciueBar

MPETIOPBKUTE, aJCHU TIO-TOpE.
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Hayuenmu ¢ yuepnoOpobHu yepexcoanus.

BeposaTHO He ¢ He0OX0IUMO alaliTUpaHe Ha 103aTa MPH MAlMeHTH ¢ YepHOPOOHA HETOCTATHYHOCT,
Thit kKaTo 90% OT aOCOPOUPAHOTO AKTUBHO BEILECTBO CE EKCKpETHpa Mpe3 ObOperumre.
[ToTeHIMATHOTO BIHSIHUAE HA YEPHOIPOOHATA HETOCTATHLYHOCT BBPXY (DapMakOKHHETHKATA HA
MIRAPEXIN obaye He € Mpoy4eHO.

[leouampuuna nonviayus

bezomacnoctra n epukacHocrra Ha MIRAPEXIN mpu nmera mox 18 roguHu He ca yCTaHOBEHH.
Yrorpebara Ha MIRAPEXIN TabieTku ¢ yabmkeHo 0cBoOOXKaaBaHe pu OosecT Ha Parkinson Hama
MIPAKTHYECKO MPIIIOKEHNE B MTEANaTPHIHATA MOIYJIAIIs.

Hauun Ha NMPUJI0KCHUE

Tabmerkure TpSI6Ba Ja CC noriaplart nejiu ¢ Boaa U HE Tp}l6Ba Ja CC AbBYAT, pasacisAT Uiin
pasTpomiaBar. TabaeTkure Morat Ja CcC MpueMarT KakToO C XpaHa, Taka 1 0e3 XpaHa n Tpi[6Ba Ja ce
nmpuemMat BCCKHU ACH HpI/I6J'II/I3I/IT€J'IHO o €IHO U CHIIO BPEME.

4.3 IIporuBomoxka3aHusi

CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSKOE OT TIOMOIIHUTE BEIIECTBA,
n30poeHH B TOUKa 6.1.

4.4 ChenuajaHu npeaynpexIeHUs U NpeIna3Hu MepKU Npu ynorpeda

Koraro ce npeanucea MIRAPEXIN Ha manuenTr ¢ 0b0peYHO YBpEXKIaHE 3a JICUCHUE Ha O0JIeCT Ha
Parkinson, ce npenopbyBa MOHMWKaBaHE Ha JJ03aTa KAaTo ce CeBaT yKa3aHUATa B TOUKa 4.2.

XaJroUUHAIIIA
W3BecTHO e, 4e MpH JICUCHUE C TONaMHUHOBH arOHUCTH U JIEBOJIOIA KATO HEXKETaH! peaKinu Omuxa

MOTJIH JIa c€ TIOSBAT XalfolHaIMY. [lainenTuTe TpsiOoBa 1a ObAaT MpenynpeeHn 32 Bb3MOKHOCTTA
OT MOsIBa Ha XaJIOIMHALNH (TIPEANMHO 3PUTENHH).

ZII/ICKI/IHCC‘!I/IH

[pu HanpenHana 6onect Ha Parkinson npu kKoMOWHHpaHO JieUeHHE C JICBOIONA € Bh3MOXKHA MOsBaTa
Ha IMCKMHE3Us 10 BpeMe Ha MbpBOHavdamHOTO TUTpupane Ha no3ata MIRAPEXIN. [1pu nosiBata um
Tps0Ba J1a ce HaMallu J103aTa Ha JIEBOJIONA.

Enuzonn Ha BHE3aHO 3aCNMBAHE U COMHOJIEHTHOCT

[Ipamunekcon ce CBbp3Ba ChC COMHOJIGHTHOCT ¥ €MTM30/11 Ha BHE3AITHO 3aCMHUBaHe, 0COOEHO MpH
nanueHTu ¢ 6onect Ha Parkinson. B penku ciydaun ce cpo011aBa 3a BHE3aITHO 3aclIMBaHe Npe3 JCHS,
MOHsAKOTa 0e3 MalMeHTHT J]a 0 OCh3HaBa WK 0e3 MpeaynpeauTenHy npusHamy. [lanuenturte TpsioBa
Ja ObJat npeaynpeieHu 3a TOBA U a ObAAT IIOCHBETBAHY JIa Ca BHUMATEITHH MTPU Io(QHUpaHe W
pabota ¢ mamuHu 10 BpeMe Ha Tepanusa ¢ MIRAPEXIN. [lanuenture, npu KOUTO ce TOSBABAT
CHHJIMBOCT W/WJIM €MTU30/]] Ha BHE3AITHO 3aCTMBaHE TPAOBA J]a ce BB3bPKAT Ja MOoQUPAT WIH PabOTST
¢ MamuHY. B nomrenHenue TpsOBa qa ce uMa NpenBU HaMassiBaHe Ha J103aTa U MpeKpaTsBaHe Ha
tepanusaTa. [lopagy Bb3MOXKEH aAUTUBEH eeKT MalueHTUTe, MPUEeMaIly IpYTH ceJaTHBHU
JIEKapCTBEHH MPOTYKTH UIIH aJIKOXO0J B KOMOMHAIMS C IPaMUTIEKCOJI, TpsiOBa Jja Ob1aT MOCHBETBAHU
na Ob1aT npeanazauBy (Bx. Touku 4.5, 4.7 u 4.8).

Hapyienns B KOHTpoJIa HA UMIYJICUTE

[Maruenture TpsOBa 1a OBAAT PEIOBHO HAOIIOIaBaHU 3a Pa3BUTHE HAa HAPYIICHUS B KOHTPOJIA HA
ummyscure. [laruentute u GomHOTIEAaUNTE TPsIOBA 1a OBIAT 3aMI03HATH, Y€ MOTAT Ja CE MOSBAT
MOBEJACHYECKNA CUMIITOMH Ha HapYIIEHUs B KOHTPOJIA HA UMITYJICUTE, BKIIFOUBAIIH NATOIOTUYHA
CKJIOHHOCT KBM Xa3apT, MOBHUIIEHO JIHOUI0, XUTIEPCEKCYaTHOCT, KOMITYJICHBHO Xap4yeHe U
nas3apyBaHe, IpesKIaHe U KOMITYJICUBHO MPEsKIaHe MPY MalUEHTH, JIEKYyBaHU C JONaMHUHOBU
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aronucty, BkIountesHo MIRAPEXIN. Tps6Ba na ce 06chau HaMansBaHe Ha J103aTa/TIOCTETIEHHO
CIIUpaHe, aKo Ce Pa3BUAT TAKMBa CUMIITOMH,

TlanmenTy ¢ ICUXOTUYHN HAPYIIICHUS

IlanmmeHTUTE C ICUXOTUYHU HapyumeHus Tpﬂ6Ba Ja CC JICKYyBaT C JOIMIaMUHOBH arOHUCTU CaMO B
CJIY4auTe, KOraTo O4aKkBaHaTa I1oJji3a € ro-rojisiMa OT MMOTCHIUAJIHUA PUCK. EILHOBpeMCHHaTa yHOTpC6a
Ha aHTUIICUXOTHUYHU JICKAPCTBCHU IMPOAYKTU U ITPAMUIICKCOJI Tpi[6Ba Ja ce n30srBa (B)K. TOYKa 45)

OdTaaMoJIOTHYHU Operaean
[IpenopruBat ce opTaaIMONOrHYHU MPETICN Ha PEIOBHI HHTEPBAJN WITH MPU MOSBA HA aHOMATTHH B
3PEHHUETO.

TeXKO ChPJACUYHO-CHIOBO 3a00/19BaHE

HpI/I TCKKO CbpACYHO-CHA0BO 3a00/9BaHe JICKapCTBOTO TpSI6Ba Aa CC Ipujiara BHUMATCJIHO.
HpenoquBa CC MOHUTOPHPAHE HA KPBBHOTO HAJIATAHE, 0CO00€EHO IIpU 3al10YBAaHC HA JICYCHUCTO,
rnopagu pucCK OT OPTOCTAaTUYHA XUIIOTOHHWA BB BPB3Ka C JICHCHUCTO C JOITAaMHUHCPIUYHU JICKAPCTBA.

Hesponentuuen MaaTurdeH CHHAPOM
CuMnOTOMH, IPEAIONaraiy HEBPOJICITUYCH MAIUTHEH CHHAPOM, Ca OIUCAaHU MPY BHE3AITHOTO
CIIUpaHe Ha JOTTAMUHEPTHYHOTO JieUeHHe (BXK. Touka 4.2).

4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHu HA B3aMMOJeHCTBHE

CBbp3BaHe ¢ IIa3MEHUSI IPOTEHH

[Ipamuriekcon ce cBbp3Ba B MHOTO HUCKA CTETeH ¢ Iuia3Menn npotenau (< 20%) u npu xopa
npeThpIsaBa Maiika Ouorpancdopmarius. [lopagu ToBa He ce OUAKBAT B3AMMOJICHCTRUS C APYTH
JICKapCTBEHH MPOAYKTH, TIOBJIHSBAIIN CBBP3BAHETO C MJIA3MEHHU MPOTEHHHU WM SITUMUHUPAHETO Ype3
ouotpanchopmanus Twil KaTO AHTHXONUHEPTHYHUTE JICKAPCTBA CE SINUMUHUPAT TIABHO MOCPEICTBOM
ouoTpanchopmanus, Bb3MOKHOCTTA 32 B3aMMOJICHCTBHUE C TSIX € OTPaHHUCHA, HO HE ca MPOBEICHH
NPOYYBaHUs B Ta3u Hacoka. HsaMa (apMakOKHHETHYIHO B3aMMOJICHCTBUE ChC CENICKUIINH U JICBOJIONA.

WHXnOUTOPH/KOHKYPEHTH Ha aKTUBHHUS ITBT 3a ENMMUHMpPaHe npe3 0p0penure

Humernany noHnxaBa ObOpeUHNsI KIUPBHHC Ha MPAMHUIIEKCOI ¢ MpUOIH3UTENnHO 34%, BEpOsSTHO
nopaay HHXUOWpaHe Ha KaTHOHHATa CEKPEeTOpPHA TPAHCIIOPTHA ccTeMa B ObOpeyHuTe TyOyu.
[lopanu ToBa JeKapcTBEHH MIPOAYKTH, KOUTO Ca MHXUOUTOPH HA TO3U AaKTUBCH BT 32 CIMMUHUPAHE
npe3 ObOpennTe WiIK, KOUTO CE EIMMHUHUPAT IIOCPEACTBOM HEr0, TAKUBA KAaTO LIMMETUANH, aMaHTaAMH,
MEKCHJIETUH, 3UJ0BY IUH, UCIUIaTHH, XWHUH, IPOKaWnHAMU MOTaT Ja B3aUMOAEHCTBAT C
NPaMHIIEKCOI, B PE3YJITAT Ha KOETO J1a c€ TOHIKU KIMPBHCHT Ha npaMunekcoin. [loHmwkaBane Ha
J103aTa Ha MPaMHUIIEKCOII CJIEABA Ja Ce MMa MPEIBHU IPH SAHOBPEMEHHA yHoTpeda Ha Te3u
nekapcTBeHu nponyktu ¢ MIRAPEXIN.

KoMOuHaius ¢ 1eBojomna

Koraro MIRAPEXIN ce naBa B koMOHWHAIM € JIEBOJIONIA CE MTPETIOphYBa HAMAISIBaHE Ha J103aTa Ha
JICBOJIOTIA U 3ala3BaHe Ha JIO3MPOBKATa Ha JIPYTUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHH MPOYKTH
nokaro ce rmosumasa go3ata Ha MIRAPEXIN.

IMopanu Bb3MOXKEH aIUTHBEH e(EKT MAIMEHTHUTE, TPUEMAIIH IPYTH CEaTUBHU JICKAPCTBEHH
NPOIYKTH WK aJTKOX0JI B KOMOUHAITUS ¢ TIPAMUIICKCON, TPOBa Ja ObJaT MOCHhBETBAHM Aa OBbAAT
npenna3nuBu (Bxk. Touku 4.4 , 4.7 u 4.8).

AHTHUIICUXOTUYHHU JICKApCTBCHU MMPOAYKTH
EHHOBpeMeHHaTa yrIOTpe6a Ha aHTUIICUXOTHUYHHU JICKAaPpCTBCHU IMMPOAYKTH U IMTPAMUIICKCOJI TpH6Ba Ja
ce n30srBa (B)I(. TOYKa 44), aKO Morart ga €€ O4akBaT aHTarOHUCTHYHU e(l)eKTI/I.
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4.6 DepTHanTeT, )PeMEHHOCT U KbPMEHe

BbpemenHoct
EdexTpT pu xopa 1mo BpeMe Ha OpeMEeHHOCT ¥ KbpMEHEe He € Mpoy4eH. [Ipamunexcon He € nMan

TepaToreHeH e(eKT MPH TUTbXOBE U 3alId, HO € OWII eMOPUOTOKCHYCH MPH TLTHXOBE B I03H, TOKCHYHH
3a MaikaTa (BX. Touka 5.3).

MIRAPEXIN He TpsiOBa [1a ce U3IT0NI3Ba IO BpeMe Ha OpEMEHHOCT OCBEH B CIy4ail Ha KaTeropuyHa
HEOOXOJMMOCT, T.€. KOraTo NOTeHLMATHATA I10J13a HaIBUILIaBa OYAaKBAaHHs PUCK [0 OTHOLICHUE Ha

(heryca.

Kopmene
TBif KaTo JICYEHUETO C MPAMHUITEKCOI HHXHOMPA CEKPEeNHATa Ha MIPOJIAKTHH MTPH X0Pa, Ce 0YaKBa

CIIMpaHC HAa KbpMarta. He ca MPOBCACHU NNPOYUBAHUS IIPU KCHU IO OTHOLICHNWEC Ha CKCKPCIUATA HA
MMPaMHUIICKCOJI B KbpMarta. HpI/I IIJIBXOBC KOHICHTpAaHATA Ha CBbP3aHaTa C aKTUBHOTO BCIICCTBO
PaaAnOaKTUBHOCT B KbpMaTa € IIO-BUCOKaA OT Ta3U B IJIa3Mara.

Twii kato munceat ganau npu xopa, MIRAPEXIN He 6uBa na ce mpuiara B iepruojia Ha KbpMEHe.
[Ipu HanoxwurenHa ynotpebda, TpsiOBa 1a ce IPeyCTaHOBH KbPMEHETO.

DepTUanTeT
He ca npoBexnanu npoyuBanus 3a eekra Bpxy peprunmurera npu xopa. [lpu npoyuBanus npu

KUBOTHH TPAMHIIEKCOJI IOBIHUABA €CTPYC LIMKIUTE U HaMalsiBa QEepTUIINTETa IPH KEHCKUTE, KaKTO Ce
OYaKBa 3a JONaMUHOB aroHUCT. Te3u Mpoy4YBaHUs HE MOKA3BaT MPEKH WIIM KOCBEHH BPEIHH €PEeKTH
10 OTHOUICHUE HA (PEPTUIIMTETA IPU MBXKKHTE.

4.7 Edextn BbpXy cnoco0HOCTTa 3a IO(pHUpaHe U padoTa ¢ MAIINHH

MIRAPEXIN Mmoxe na moBirsie B 3HAYUTEITHA CTEIICH CIIOCOOHOCTTA 3a modupaHe u padora ¢
MAIUHH.

Bb3MoxxHa € mosiBa Ha CHHIIMBOCT WJIA XaJTFOITMHAITAH.

ITanmentute, nekyBarau ¢ MIRAPEXIN, mpu kouto ce HaOmI01aBa CHHIMBOCT W/HITH BHE3AITHO
3acTMBaHEe Tpe3 IeHs, TpsIOBa /a ObIaT MpeaynpeIcH 1a He modupaT 1 1a He yIpaKHIBAT
JNEHHOCTH, TPH KOUTO HapyIlIeHaTa OAUTEITHOCT OM M3JIOKMIIA TAX WM OKOJIIHUTE Ha PUCK OT CEPHO3HO
HapaHsIBaHE WIH CMBPT (HaIIpuMep padboTa ¢ MaIllMHK) A0 W3UE3BAaHETO HA TE3H IOBTAPSIITH CE
eITU301 ¥ CHHIMBOCT (BXK. CHINO TOUKH 4.4, 4.5 u 4.8).

4.8 HexenaHu JieKAPCTBEHU PeaKUNU

OuakBaHM HeXEJaHU PEaKINH

CrnenHuTe HeXeNaHU peakIuy ca oyakBaHu npu yrnorpeda Ha MIRAPEXIN: martonoru4ny chHHUIIA,
aMHE3Ms1, TIOBEJCHYECKH CUMIITOMH Ha HAPYILUEHUSI B KOHTPOJIUPAHETO HA UMITYJICUTE U
HATPAIYMUBOCTH KAaTO CKJIOHHOCT KbM MPEKIAAHE U IPEKOMEPHA CKIIOHOCT KbM I1a3apyBaHe,
XHUIEPCEKCYaTHOCT U MAaTOJIOTHYHA CKIOHHOCT KbM Xa3apT, Chp/AeYHa HEJOCTAThYHOCT, 00BPKBaHe,
3areK, HaJly THU9aBOCT, 3aMasHOCT, IUCKUHE3Us, AUCITHEs], yMOpa, XalIOLWHAIINH, TJIaBo0OITHE,
XbJIaHe, XUIIEPKUHE3US, XuTiepharus, XUIMOTOHHS, HapyIIeHa aHTHIUYPETUIHA XOPMOHAJTHA
cekpenysi, 0e3chbHHE, HApYIIECHHS B JIMOUJOTO, TajIcHe, TapaHos, nepudepeH OTOK, THEBMOHUS,
chpOex, OOpUB U APYTH peakluil Ha CBPbUYBCTBUTEIHOCT, OE3MOKONHCTBO, CHHIMBOCT, €ITM30AH Ha
BHE3AIHO 3aCMHUBAHE, CUHKOIIL, 3pUTEIHO HApyLIEHUE, BKIYUTEIHO JUIIINNS, 3aMBIJIEHO BIDKJIAHE U
HaMaJleHa 3pUTEIHA OCTPOTA, NOBPBIIAHE, [IOHUKABAaHE Ha TETJIOTO, BKIOYUTEIHO IIOHUKEH alleTHT,
MOKa4yBaHe Ha TErIoTo.

B®B3 ocHOBa Ha aHaNKM3M Ha COOPHU IUIAIC00 KOHTPOJIMPAHH MPOYUBAHUS, B KOUTO ca ydacTBaiu 1778
nareHTyu ¢ 6ojiect Ha Parkinson Ha mpamuniekcon u 1354 manueHTy Ha miamne0o, HeXeTaHu
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JICKapCTBCHU PCAKIIUU Ca C’BO6H_IaBaHI/I YCCTO U B ABCTC I'PYyIINA. 67% ot MAalUEHTUTE Ha MMPAMHUIICKCOJI
u 54% ot ManuCHTUTC Ha rmaue6o C’BO6IJ_IaBaT IMMOHEC €Ha HEKEJIaHa JICKAapCTBCHA PCAKIIUA.

Hexenanute JICKapCTBCHU PCAKIINH, ITOKa3aHU B Ta6J'II/II_IaTa IMo-A0Jy Ca OHE3HU C’L6I/ITI/I$I, KOHTO C€
MosABABaT MpU O, 1% wim moBeue ot MAalUEHTUTE, JICKYBAHU C IPAMHUIICKCOJ U Ca C’bO6IJ_IaBaHI/I
SHAYUTCIIHO IMO-4YE€CTO MPU MAIUCHTU, TpUCMAIIU ITPAMHUIICKCOJI B CPABHCHHUE C rmaue6o, NI KbACTO
CHLOUTHETO CE CMATA 3a KIMHUYHO 3HAYMMO. BOIIINHCTBOTO OT HEXEITAHUTE JICKapCTBCHU PCAKIINU Ca
JICKA 0 CPEAHO-TCIKKH, KATO OOMKHOBEHO 3aII0YBAT B HAYAJIOTO HA TCpamusiaTa 1 iMa TCHACHIUA 1a
n34€3BaT, JOPU KOTaTO TEpamurdaTa € MpoabJKCHA.

B pamkuTe Ha CHCTEMO-OpPTraHHUTE KJIAaCOBE, HEXKEJIAHTE JICKAPCTBEHHU PEAKIMU ca H30POCHH CIIOpe.
yectoraTa (Opos MAMEeHTH, IPU KOUTO CE OYaKBa Ja Ce MPOSBH PEAKIHATA), KATO ca H3MOJI3BAaHU
CIIEAHUTE KaTeropuu: MHoOro uectu (> 1/10), gwectu (> 1/100 mo < 1/10), newectr (> 1/1 000 mo

< 1/100), peaku (> 1/10 000 o < 1/1 000), muOTO penku (< 1/10 000).

Haii-uecto (= 5%) choOlaBaHuTe HEIKEIAHU PEaKIMU TIPU HalueHTH ¢ 6osect Ha Parkinson, mo-
YECTO MPH JICYCHUE C PAMUIIEKCOJ B CPaBHEHUE ¢ IU1a1e0o, ca rajicHe, TUCKUHE3HUs, XUTIOTOHUS,
3aMasHOCT, ChHJIMBOCT, O€3ChHHE, 3alleK, XaIOIMHAIINY, I1aBo0ore U yMmopa. CiyJanTe Ha
CHHJIMBOCT HAPACTBAT MPH JO3H IMO-BUCOKH OT 1,5 mg mpaMuIeKco coi Ha JeH (BxK. Touka 4.2). Ilo-
yecTa HeXXesIaHa PeaKilus pu KOMOMHAIIUS C JICBOJIONA € TMCKUHE3uATa. B HaYamoTo Ha JIeUCHUETO
MOJKe Jla ce HaOJro1aBa mosiBa Ha XUIIOTOHHUS, 0COOEHO MPpH OBbP30 TUTPUPAHE HA 103aTa
MIPAMHUITIEKCOJL.

CucremMo-opraniu
KJIacoOBe

Hexenanu JICKaPCTBCHU PCAKIIUUN

WNudexun n nabeCTAITN

Heuectn | ITHCBMOHU S

HapymeHI/m Ha CHAOKpPHUHHATA CUCTCMaA

Heuectn | HapyIIeHa aHTHANYPETHYIHA XOPMOHAIIHA CeKPEIs
TlcuxuyHu HapylIeHUs!
Yectu MATOJIOTHYHU CHHUIIA, TIOBEJICHUYECKN CUMIITOMH Ha HapyIISHUS
B KOHTPOJIMPAHETO HA UMITYJICUTE M HATPAITYUBOCTH,
00BPKAHOCT, XATIOIIUHAIINH, 0€3CHHUE
Heuectn CKJIOHHOCT KbM MPEsDKIAHE' , PEKOMEPHA CKITOHOCT KbM

1
nasapyBaHe, HATyTHUYABOCT, XUMepdarus , XUIepceKCyamHoCT,
HapyIlIeHUE Ha TUOU0TO, TAPaHOsl, MATOJIOTHYHA CKIIOHHOCT KbM
Xa3apT, 0E3MOKONUCTBO

Hapymenns Ha HepBHaTa cCUCTEMa

MHoro uectn

3aMasdHOCT, JMCKHMHC3HA, CbHINBOCT

Yectn

riaaBo0oIne

Heuectn

AMHE3Us, XUIICPKUHE3U A, CIIM30/IU Ha BHEC3AITHO 3aCIIMBAHEC,
CHUHKOII

Hapymenus Ha ounte

Yectn

3PUTETHO HApPYIIIECHHUE, BKIIIOYUTETHO JUILIOMNHS, 3aMbIIICHO
BIJK/IaHE U HaMaJICHa 3pUTENIHA OCTPOTA

CobpAedHn HAPYIIESHUS

I
Heuectn | CBpJI€YHA HEJOCTATBYHOCT
CpoBU HapyLICHUS
Yectu | XUIIOTOHUS

PecniuparopHu, rpbJHY ¥ MEIUACTHHAIHHI HAPYIICHHS

Heuectu

| JUCITHCA, XBJIIAHC

CroMaIlHo-4peBHU HApYLICHUS

MpHuoro uectu

rajicHe

Yectn

3aII€K, NIOBPBHINAHE

HapymeHI/m Ha KOXKaTa M IIOAKOXHaTa ThbKaH
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Heuectu | peaKkury Ha CBPbUYBCTBUTEIHOCT, ChPOEK, 0OpHB

O6]J_II/I HapymieHus 1 G(I)CKTI/I Ha MACTOTO HA MPUJIOKCHUC

Yectu | yMopa, nepudepeH 0ToK

N3cneasanust
Yectn MOHW)KABAHE HA TErJI0TO, BKIIFOYUTEIHO MOHWKEH AMETHT
Heuectn MOKAYBAHE HA TETJIOTO

'Tasu Hexenana peakims e HAGJTIO[ABAHA 1O BpeMe MocTMapKeTHHroBus orut. C 95% TouHOCT,
I'pynara Ha decToTa € He MMOBEYe OT HEeYecTa, HO MOXe 1a Ob/e U mo-Hucka. [IpennsHo n3ancnssane
Ha YecToTaTa He € Bb3MOXKHO, Thil KaTO He)KeIaHaTa peakius He ce € MOsABsIBIIIa B 0a3ara JaHHU OT
KIIMHAYHY W3MUTBAHUA Ha 2 762 manueHTH ¢ bomectra Ha Parkinson, iekyBaHU ¢ mpaMHUTIEKCO.

CBHINBOCT
[Ipamuriekcon e CBbp3aH 4eCTO ChC CHHIMBOCT U HEYECTO C€ CBHP3Ba C MPEKOMEpPHa CHHIIUBOCT IIpe3
JIeHs ¥ CIIU30/IM Ha BHE3aITHO 3aclHBaHe (BXK. CHINO TOUKa 4.4).

HapyiiieHvs B THOUI0TO
IIpamurnekcos Moxe aa Objie CBbP3aH HEUECTO ¢ HAPYIICHUS B THOUIOTO (MTOBUIIIABAHE WU
MTOHIKABaHE).

Hapyinienus B KOHTpoJia HA UMIYJICUTE

[TaTonmorndHa CKIOHHOCT KbM Xa3apT, MOBUIICHO JIMOHUIIO XUIIEPCEKCYaTHOCT, KOMITYJICHBHO Xap4eHe
W Ta3apyBaHe, IpeshKIaHe U KOMITYJICHBHO MpesDKIaHe MOTart Ja ce MOSBST MPH MaIleHTH, JISKyBaHH
C IOTMaMHUHOBH aroHucTH, BKIrounTelHo MIRAPEXIN (Bk. Touka 4.4).

B peTpocriekTHBeH CKpHHUHT Ha TPECTaBUTEIIHA U3BaJKa U MTPOyYBaHE CIIydal-KOHTPOIIa,
BkirouBamy 3090 manueHTH ¢ mapkoHcoHOBa OonecT 13,6% OT BCMYKH MAIMEHTH, TOAJIOKEHH Ha
JIOTIAMUHEPTHYHO JIEUeHUE WM He-JI0NaMHHEPTUYHO JICUCHUE UMaT CUMIITOMU Ha HapyIICHUE B
KOHTpOJIIa Ha UMITYJICUTE B TIEpPHO/Ia Ha MOCIIEAHATE IIecT Mecela. HaOmoaBaHuTe mposiBU BKITFOYBAT
MATOJOTHYHA CKIIOHHOCT KBbM Xa3apT, MPEKOMepHa CKIIOHHOCT KbM Ia3apyBaHe, KOMITYJICHBHO
MpeshKIaHe U HaTPAIMIYMBO CEKCYalTHO MoBeIeHHe (ITOBHINIEHA CeKCyalrHoCT). Be3MoxHuTe
HE3aBUCUMH PUCKOBH (DaKTOPH 32 HApYIICHUS B KOHTPOJIA Ha UMITYJICHTE BKIIFOYBAT JOMAMHUHEPTHIHO
JIeYeHUE U TI0-BUCOKH JIO3U Ha JOMIAMHUHEPTHYHO JICUeHHE, TI0-MIIajia B3pacT (< 65 ronuHu),
0e30paune u croOIIeHa (haMIITHA aHAMHE3a 3a CKJIOHHOCT KBbM Xa3apT.

CopaeyHa HEIOCTATHYHOCT

[To BpeMe Ha KITMHUYHU MPOYYBAHUS U TIOCTMAPKETHHTOBUS OITUT € ChOOIIaBaHa ChpAeYHA
HEJIOCTATHYHOCT IIPH MAIUEHTH ¢ mpamurnekcod. [lo Bpeme Ha dapMakoennIeMHOIOTHIHNTE
MPOYYBaHUs, MPUIIOKEHUETO Ha ITPAMHIIEKCOIT € CBBP3aHO C TIOBHIIICH PUCK OT ChpAeYHA
HEJIOCTATHYHOCT B CPAaBHEHHUE C HEMPUJIAraHeTO Ha IpaMHuIieKcol (Halmro1aBaHa CTereH Ha PUCKa
1.86; 95% CI, 1,21-2,85).

4.9 Ilpeno3upane

Hsma xrHIYeH ONHT ¢ TEXXKU CITydad Ha rpeno3upane. OuakBaHUTE HEXellaH! PEaKIiy ca Te3H,
CHOTBETCTBAIM Ha (hapMaKOIMHAMAYIHHS MPO(UI Ha JONTAMIHOB aroHKCT, BKIIIOUBAIIN Ta/ICHE,
MOBpBIIaHe, XUTIEPKUHE3HS, XaTIOIIMHALNHY, Bb30yAa 1 XUMOoTOHM. He e ycTaHOBeH aHTHAOT pu
Mpeao3upaHe ¢ JOMTaMUHOB aroHUcCT. [Ipyn Hanu4re Ha CHMITTOMH 33 CTUMYJIHpaHe Ha IIeHTpalHaTa
HEpBHA CHCTEMa MOXeE JIa Ce MPHUIIoKAT HeBposenTuiy. [Ipu npemgoznpane Moxe 1a ca HeoOOXOIMMH
00II¥ TOABPIKAIIN MEPOTIPUATHS B KOMOMHAIINS ChC CTOMAIITHA IPOMHUBKA, HHTPABEHO3HN MH(Y3HH,
MpujaraHe Ha akTUBEH BbIVIeH U1 MoHUTOpUpane Ha EKT'.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @apmakoaMHAMUYHH CBOMCTBA

®dapMmakoTepaneBTUYHa Ipyla: aHTUIIAPKHHCOHOBH JIeKapcTBa, JornamMmuHoBu aronuctu, ATC kox:
N04BC05

MexaHn3bM Ha JIEHCTBUE

[Ipamurekcosn e T0NaMHUHOB arOHKUCT, KOWTO C€ CBhP3Ba C BUCOKA CEIEKTUBHOCT U CHEIIM(DUIHOCT C
D2 nonaMrHOBUTE PELENITOPH, U MO-CIIEUATHO UMa aQUHATET KbM TeXHUS moaTun D3, u uma meiHa
BBTpELIHA aKTUBHOCT.

IIpamunekcon obiex4aBa mposiBuTe Ha [lapkrHCOHOBAa MOTOpPHA HEIOCTATHUHOCT Ype3 CTUMYJIMpaHe
Ha JONaMHUHOBUTE PELENTOPH B cTpuaTyMa. IIpoyuBaHus Ipy )KUBOTHU COYAT, 4€ IIPAMMIIEKCOJI
WHXUOHUPA CUHTE3a, OTACISHETO U MeTa00IM3Ma Ha JI0IIaMHHA.

(DaDMaKOIIHHaMHHHH ed)eKTI/I

IIpu noOpoBoK € HabII0AaBaHO 103a-3aBUCUMO HaMaJIeHHe Ha IIposlakTUH. 1lpy KiImHUYHO
W3MUTBaHE ChC 31paBu 1o0poBoinH, B koeto MIRAPEXIN Tabnerku ¢ yIbikeHO 0cBOOOKIaBaHe ce
TUTPHUpAT Mo-0bp30 (Ha BCeKH 3 IHM) OT IpenopbuyBanuTe 10 3,15 mg npamumnekcon 6a3za (4,5 mg
COJI) Ha JIcH, € HaOJII0JaBaHO MMOBHIIABaHE HAa KPHBHOTO HAJISITAHE U YCKOPSBAHE HA ChPACYHHS
puTbM. TakuBa edexTn He ce HAOIIOAaBaT MPH U3MUTBAHUS C MAI[USHTH.

Knnanyna edukacHocT v 6e30macHOCT npu GosecT Ha Parkinson

[Ipamunekcon HaMansiBa MPU3HALIMTE U CHMITOMHTE Ha HaUoNaTHYHaTa 6ojiect Ha Parkinson.
IIpoBenenu ca miane6o-KOHTPOIMPAHU KIMHUYHHA W3NUTBaHUS, BKItouBamy 1 800 naruedTa B craguit
Ha 3a0omsiBane [-V o Hoehn u Yahr, nekyBanu ¢ npamunekcoit. M3BbH T4x, okoio 1 000, kouTo ca
OWiM B HarpeHam cTanuil Ha 3a00JsIBaHETO, ca PUEMall eIHOBPEMEHHO JIEBOJIONA U Ca CTPAIad OT
JIBUTATEITHU YCIOKHCHHUS.

EdukacHocTTa Ha MPaMUIIEKCOI TIPH paHHA U HarpeaHana oonect Ha Parkinson ce momabpxa B
KOHTPOJIMPAHH KJIMHHYHU TIPOYYBAHUSI 32 TIEPUO] OT OKOJIO IIECT Mecela. B OTBOpeHHU OMIbIHUTEITHU
IMpOoy4YBaHU 3a NNEPHUOJ HAA TP TOAMHHU HE Ca oTOensi3aHu IMpU3Hal Ha IOHWKaBaHE Ha
e(pUKacHOCTTA.

[Ipu KOHTpONIHMPaHO ABOWHO CISNO KIMHUYHO MPOYYBaHE ¢ MPOABILKUTENHOCT 2 TOIMHH, HadaIHa
TCparus C MpaMUIi€KCOJI 3HAYMMO OTJjiara HaCTHIIBAHCTO HAa MOTOPHHU YCJIO)KHCHHA U CPAaBHCHO C
HavallHa Tepanws ¢ JIBOJIOMNA pelylupa TsXHaTa 1mosiBa. ToBa oTiaraHe Ha MOTOPHUTE YCIIOKHEHHS
NpY TIPAMHTIEKCOJ ClIefiBa Ja ce OallaHCchpa CIIPSIMO ITO-TOJSIMOTO 1Mo100peHre Ha MOTOpHATA
(GyHKUIMs pu neBogona (M3mMepeHo upes cpennara npomsHa mo UPDR-ckana). O6mara yectora Ha
XaJIIOIUHAIIUMKA U CBbHJIMBOCT HNPHUHIIUITHO € IMO-BUCOKA BHB (1)3321Ta Ha yYBCJIMYaBaHC HaA J03aTa IIpru
rpyrnara ¢ IpamMHIIeKcoi. Berpeku ToBa, He € MMallo 3HaYHTENIHA pa3liuKa Mpe3 MmoaabpKamara gasa.
Te3n JaHHU TpSIGBa Ja C€ uMaT npeABU NNpHr 3ario4BaHe Ha JICUCHUECTO C IPaMUIICKCOJI IIPU MallUECHTU
¢ 6onecr Ha Parkinson.

Eduracnocrra u 6e3omacaoctra Ha MIRAPEXIN Tabnetku ¢ yIbKeHO 0cBOOOKAaBaHE 3a JICUCHUE
Ha 6osect Ha Parkinson e olieHeHa B MyJITHHAIIMOHAIHA ITpOrpaMa 3a JICKapCTBEHA pa3paboTka,
BKJIIOYBalia Tpu paHIOMU3UPAHU KOHTPOJIHUPAHU UMM TBAHUA. I[BeTe H3IMUTBAHUA Ca IMPOBCACHU IIPU
MAIMeHTH ¢ panHa 6osect Ha Parkinson u e1HO U3MKUTBAaHE € IPOBEICHO MPH MAIMEHTH C HAMIPEIHATA
bosect Ha Parkinson.

IIpeBw3xoactBo Ha MIRAPEXIN TabneTku ¢ yabIKEHO 0CBOOOKIaBaHEe CIIPSIMO Iarebo ce
HabmogaBa cien 18 cemMuIy Ha JiedeHre 1o oTHomeHue 1 Ha mbpBuuHuTe (UPDR-CcKana, ckop mo
yact [I+]1I) u Ha ocHOBHUTE BTOpHYHHM (ouieHKH Ha pecrionaepute 3a CGI-I u PGI-I) kpaitau Touku 3a
e()MKaCHOCT B JIBOWHO CJIAIO, IJ1aie00-KOHTPOJIUPAHO U3IUTBAHE, BKIFOYBAIIO0 0010 539 marueHTu ¢
panHa G6onect Ha Parkinson. [Toxabpixane Ha eukacHOCT ce HaOMIO1aBa IPU NAIIMCHTUTE, JICKYBaHU
33 cenmuru. MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE ca HE MO-MaJKO e(pUKacHU OT
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MIPaMUIIEKCOJT TabNeTKH ¢ He3a0aBHO 0CBOOOXKIaBaHe, onieHeHo Ha ceamuiia 33 mo UPDR-ckana, ckop
o 4gact II+III.

[pu aBoitHo cismo, mianedo-KOHTPONUPAHO U3MUTBAHE, BKIIOUBAIIO 00110 517 manuenTy ¢
HampenHana 6oject Ha Parkinson, KOUTO ca Ha CHITBTCTBAILO JIEYCHHUE C JIEBOJIONA, TPEBB3XOACTBO Ha
MIRAPEXIN TabneTku ¢ yIbIKEHO 0CBOOOXKIaBaHE CIIPSAMO TUIane0o ce HaboqaBa cien 18
CeIMULIM Ha JieueHue U 1o oTHomeHue u Ha mppBudHNTE (UPDR-CcKana, ckop no gact II+I1I) u
OCHOBHHUTE BTOPHYHH (BpeMe Ha M3KIIIOYBAaHE) KpaiHU TOUKHU 32 €(pUKacHOCT.

Eduxacnocrra 1 noHocumoctta Ha npemuHaBaneto oT MIRAPEXIN tabnetkn Ha MIRAPEXIN
TabJEeTKU C yABIDKEHO OCBOOOKAAaBaHE Ha CIeIBAILKS JICH CYyTPUHTA [IPH ChIIAaTa THEBHA /1032 ca
OLICHEHH B JIBOWHO CIIATO KIMHUYHO [IPOYyYBaHe NPpH MaleHTH ¢ paHHa Oosiect Ha Parkinson.
Eduxacnoct ce nognbpxa npu 87 ot 103 naunentu, npemunan Ha MIRAPEXIN Tabnetku ¢
YABIDKEHO OCBOOOXKMaBaHe, M3BbH Te3u 87 nanuentH, 82,8% He npoMmeHsT no3ara cu, 13,8%
yBenuuasar u 3,4% HaMansBat qo3arta cH.

IIpu nonoBuHarta ot 16-Te MaMeHTH, KOUTO HE OTIOBAPST HAa KPUTEPUUTE 3a OJABPIKAaHE Ha
eukacHoct no UPDR-ckana, ckop no wacr II+111, npomsiHaTa oT Ha4aIHUTE CTOMHOCTH HE CE CUUTA
3a KIIMHUYHO 3HaYuMa.

Camo enuH nanueHT, Koito e npemunan Ha MIRAPEXIN tabnetku ¢ yabKeHO 0CBOOOXKIaBaHE €
MOJTYYHJI JIEKApCTBEHO CBBP3aHO HEXeJaHO ChOUTHE, TOBEJIO 10 MPEeKpaTsIBaHe Ha JICUSHUETO.

IlennaTpuyHa nonyJaanus

EBporneiickara areHuus 10 JieKapcTBaTa 0CBOO0XK1aBa OT 33b/KCHUETO 3a IIPEJOCTABSIHE Ha
pesynrature ot npoyuBanusaTa ¢ MIRAPEXIN BBB BcHUKH NOATPYNH Ha MeaUaTpUYHATA MOy Ianus
npu 6onect Ha Parkinson (Bxk. Touka 4.2 3a uHGOpMaINKs OTHOCHO yIoTpeOa B eIUATPHAITA).

5.2 ®apmMakoKWHETHYHHM CBOIicTBa

AGcopbuns
IIpamurniekco ce pezopOrpa OBP30 U U3ILUIO CIIEe TIepopalieH mpreM. AOCOIIOTHATa OMOHATTIHOCT €

roseue ot 90%.

IIpu m3nutBane aza I, mpu KOETO IPAMUIIEKCOIT ¢ He3a0aBHO OCBOOOKIaBaHE M TAOICTKH C
YABIKEHO OCBOOOYKIaBaHE Ce OIEHSBAT B ChCTOSHIE Oe3 IMpreM Ha XpaHa, MUHUMAalTHaTa U THKOBAaTa
miazMena KOHTEHTPAIHS (Ciyin, Chax) B ekcnio3urusta (AUC) npu eHaKBH THEBHU 103 HA
MIRAPEXIN Ta0neTku ¢ yaObpDKEHO 0CBOOOXK TaBaHe, MpUeT BeAHBK AHeBHO 1 MIRAPEXIN
TaOJIeTKH, MPUET TPH IIHTH HA JIEH Ca eKBHBAJICHTHH.

IIpuemsT HAa MIRAPEXIN TabneTku ¢ yaObDKEHO OCBOOOXKTaBaHE BEAHEK JHCBHO HaMajIsIBa
yecToTara Ha (IIyKTOAIlMU Ha TUTa3MEHHUTE KOHIIEHTPAIlMU Ha MTPAMHUIIEKCOIT 3a TIepruo oT 24 Jaca, B
CpaBHEHHE C MIPHEM TPH ITBTH Ha JIeH Ha MTPAMHUIIEKCOJI ¢ He3a0aBHO OCBOOOKIaBaHE.

MaxkcuMaTHUTE TUIa3MEHH KOHIICHTPAIIMH e JIOCTUTAT CJIe]] OKOJIO 6 Yaca cliell IpueM Ha
MIRAPEXIN Ta0neTKu ¢ yIbDKEHO 0CBOOOXKTaBaHe BEAHEK JHEBHO. CTallHOHAPHO CHCTOSTHUE Ha
EKCTIO3UIHS Ce JIOCTHra Hali-MaJIKo clie]l 5 JTHU Ha HeMPEeKbCHAT TPUEM.

EnHOBpeMeHHUAT pHeM Ha XpaHa He TIOBJIHsIBa OMOHATMYHOCTTAa Ha IpaMuItiekcol. [IpueMbT Ha Meco
C BHCOKO ChIbpKaHNE Ha Ma3HWHU MpEIN3BUKBA MOBHIIaBaHe Ha T1a3MeHaTa KOHIEHTPAIHS (Cpax) C
oxoJo 24% cien mpuiarase Ha eIHOKpaTHa J103a u ¢ okoio 20% citlez; MHOTOKPATHO TIpHIIaraHe u
BOJIY 10 3a0aBsiHE € OKOJIO 2 Yaca Ha BPEMETO 3a JOCTHTaHe Ha MIMKOBa KOHIEHTPAIIHS ITPH 3/IPaBH
nmobposomu. O6mara excriosutius (AUC) He ce MoBIUABa OT €IHOBPEMEHHUS IIPUEM Ha XpaHa.
IToBumasaneTo Ha Cy,,y HE €€ CMATA 332 KIIMHUYHO 3HauMMoO. [1pu nmpoyuBanusra ¢aza III, konto
ycTaHOBsBaT Oe3omacHocTTa B eprkacHocTTa HAa MIRAPEXIN TabnmeTku ¢ yabmkeHO
0CBOOOX/TaBaHe, MAMEHTHTE Ca HHCTPYKTUPAHH J1a TpUeMaT M3CIIeABAHNS JIEKAPCTBEH MPOTYKT
HE3aBHCUMO OT IIpHeMa Ha XpaHa.
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Hoxkato TenecHoto Terio He Biusie Ha AUC, ycTaHOBEHO e, ue MOBNIMsIBa oOeMa Ha pa3npeacieHue u
CJICIOBATEIHO Y TMKOBUTE TUIa3MeHN KOHLUEHTPAaUuH Cy,x. Il0-HHCKO TenmecHo Terio ¢ 30 kg Boau 1o
noBumaBade Ha Cy,x ¢ 45%. Bornpeku ToBa, B nzcnensanus ¢asa 1l nmpu nanuenTn ¢ Oomnect Ha
Parkinson He ce ycTaHOBsIBa KIMHUYHO 3HAYMMO BJIMSHHUE HA TEIECHOTO TETJIO BBPXY TePaneBTHUHHS
edexT u moHocumoctta Ha MIRAPEXIN TabneTku ¢ yIbKeHO 0CBOOOKAaBaHE.

Pasnpenenenue
IIpamunekcodn € ¢ TMHEHA KUHETUKA U C MAJIKU Pa3jinyus B IUIA3MEHUTE KOHIIEHTPALUHU [IpU

pasnuuHuTe nanueHTH. CBbP3BaHETO HA IPAMHIIEKCOJ ¢ IPOTEHHUTE MIPH X0pa € MHOT'O HHCKO
(<20%), a 06embT Ha pasnpenenenue e roism (400 1). [Ipu mrpxoBe ca HaOMIOAABaHU BUCOKH
KOHLIEHTPAIlMX B MO3bYHATA THKaH (OKOJO § MTH MO-BUCOKHU OT TE3H B IIa3MaTa).

Buorpanchopmars
IIpaMuriekcos ce MeTaboNnu3nupa B HUCKA CTEIICH B YOBEIIKHUSI OPTaHU3BM.

Enuvunupane
OCHOBHUST HaUWH HA EIMMUHUPAHE ¢ ObOpeUHaTa eKCKpEeIUs Ha HEMPOMEHEH MPAMHUIIEKCOIL.

[pubnuzutenno 90% ot 6enszanata ¢ 14C no3a ce ekckpeTupa upe3 Ob0penute, a mo-mManko ot 2%
ce OTKpHUBaT BbB (pekanuute. TOTATHUAT KINUPBHC HA paMumeKcon e okoiao 500 ml/min, a
OBOpeUHUAT KIUPBHC - Tpubam3uTenHo 400 ml/min. Bpemero Ha monmyenumuHupane (t72) Bapupa ot 8
Jaca pyu MIIaJM Xopa a0 12 Jaca mpu Bb3pacTHU.

5.3 IlpenkJuMHUYHM JAHHU 32 0€30MACHOCT

[IpoyuBaHusTa 32 TOKCHYHOCT P MHOT'OKPATHO MPUJIOKEHHUE TIOKA3BAT, Y€ MPAMHIICKCOI BIIUsC
riaBHO BbpXy (pyHkuuTe Ha [IHC 1 skeHckaTa penpoayKTUBHA CHCTEMa U BEPOSATHO CE AbJDKAT Ha
IpeKaneHo CHiIeH (hapMakoIMHAMUUEH e(peKT Ha MPaMHUIIEKCOII.

HpI/I MaJIKU IIpaceHla € Ha6J'IIO,I[aBaH0 INOHMXKCHHEC Ha JNUAaCTOJHOTO M CUCTOJIHO HAJISIraHE v Ha
ChpACYHAaTa 4€CTOTA, a TCHACHI N 3a XUITIOTOHNYCH e(l)eKT e 3a0ensg3aHa npu MaﬁMYHI/I

[HoreHumanHUAT eEeKT Ha MPAMUIIEKCOJ [0 OTHOLICHUE HA PENPOAYKTUBHATA QYHKLUS € IPOy4eH
[P U3cIeIBaHNUS BbPXY IUTbXOBE U 3aiiy. [1pu mirbpxoBe U 3ailii MpaMHUIIEKCOI He TI0Ka3Ba
TepaTOreHeH e(eKT, HO € eMOPHOTOKCHYEH NPH ILTHXOBE B JI031, TOKCHYHHM 32 MalikaTa. [lopagu
nondopa Ha BUJIA )KUBOTHH ¥ OTPAHUYECHUTE U3CIICABAHH NTapaMETPH HEXXEIaHUTE PEeaky Ha
NPaMHIIEKCOJI 110 OTHOIICHHE Ha OPEMEHHOCTTa M MB)KKaTa PENPOAYKTUBHA CIIOCOOHOCT HE ca
HAITBJIHO U3SCHEHHU.

HpI/I IJIBXOBE € Ha6J'IIO,I[aBaH0 3a0aBsHE Ha MMOJOBOTO pa3BuTHUC (T.e. Pa3aciiAHe Ha penynuuyma u
BarvHaJHO OTBapﬂHe). 3Ha4YCHUETO IIpu XO0pa HE € U3BCCTHO.

[Ipamunexcoin He e reHoToKcHueH. [Ipy mpoyuBaHus 32 KApLUUHOT€HEH MOTEHIIUAT MBXKKH IITbXOBE
pa3BHUBAT XUIeEpIUIa3us Ha KieTkuTe Ha Leydig u aneHOME, KOETO ce 00ACHIBa ¢ MHXUOUpaIIus edext
Ha MIPaMUIIEKCOJI BbPXY NMPOIaKkTHHA. Ta3u Haxo[Ka HE € peJeBaHTHA KbM KIMHUYHATa yHOoTpeoa.
ChbI10TO MpOyYBaHe MOKa3Ba, ue B 703U 2 mg/kg (Com) v Mo-BUCOKH OT TSAX MPAMHUIIEKCOJI CE CBBP3BA C
JereHepanus Ha peTHHaTa py IIbXoBe anouHocu. [locaenqHara Haxoaka He ce cpela Mpu
NUTMEHTUPAHH IUTHXOBE U HE € HaOJ0AaBaHa Y 2-TOAUIIHO MPOYYBAaHE 3a KaHIEPOI'€HHOCT MPH
MUILIKY aJTONHOCH, KAKTO U IPH HUTO €IUH OT APYTHTE H3CIeIBAaHU BUAOBE.

6. ODAPMAIUEBTUYHU JAHHU
6.1 ChnucbKk HA MOMOIIHUTE BeleCTBA

Xumnpomenosza 2208
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apeBHUYHO HULIECTE
kapOomep 941

CHJTULIMEB TUOKCH], Oe3BOACH
MarHe3ueB cTeapaT

6.2 HecbBmMecTHMOCTH
He e npunoxxumo.

6.3 Cpok Ha rogHoCT

3 roauHu

6.4 Cpoenuajnm ycJIOBHSI HA CbXpaHeHHe

I[a CC ChbXpaHsABa B OpUTrMHAJIHATa OIIAKOBKaA, 3a J1a C€ Ipcara3Ba OT Bjiara.
To3u JICKaPCTBCH IMMPOAYKT HC M3MCKBA CIICIIUATIHU YyCJIOBHA 3a CbXPAaHCHHEC.

6.5 JlanHM 32 omakoBKaTa

OPA/anymunnii/PVC anymunueBu 6aucrepu

Bcesika 6mucrepHa nenTa chabpxka 10 TabNeTKH ¢ yABIKEHO OCBOOOKIaBaHE.

Kapronenu xytun, ceappxkamu 1, 3 unu 10 6xuctepan ientu (10, 30 unu 100 TabneTku ¢ yIbIHKEHO
0cBOOOKTaBaHE)

He Bcruky BUOBY ONakOBKY MoOrat 1a ObIaT MyCHATH B MPoJakoa.

6.6 CrennaJiHu NpeANa3HA MePKH NPH U3XBBbPJIsAHE

Hsama CIICIUaJIHU M3UCKBAaHM.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/97/051/025-027

9. JATA HA ITBPBO PASPEINABAHE/ITIOAHOBSABAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

JlaTa Ha MEpBO pasperniaBaHe 3a ynorpeda: 23 depyapu 1998

Jata na mocnenno nogHoBsiBaHe: 23 deBpyapu 2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Moapo6ua nHpOpManus 3a TO3U JEKapCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBporeiickata
areHIus 1o JiekapcTBara http:/ www.ema.europa.eu.
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INPUJIOKEHMUE 11

MPOU3BOJUTEJI(1), OTTOBOPEH(HU) 3A
OCBOBOKJIABAHE HA IAPTUIU

YCJIOBUSA NJIX OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI' YCJIOBUSA U N3UCKBAHUS HA
PASPEHIEHUETO 3A YIIOTPEBA
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A. [POM3BOJMUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA APTUIU

HmMe u aapec Ha MPOU3BOAUTEINS, OTTOBOPEH 32 OCBOOOK/IaBaHE HA MAPTUIUTE

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

D-55216 Ingelheim am Rhein

T'epmanus

b. YCJIOBUS WA OI'APHUYEHMUA 3A YIIOTPEBA

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

B. JPYI'U YCJIOBUs U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

Cucrema 3a JiekapcTBeHa 6€30IMacHOCT

ITIPVY 1psbBa ma rapanTHupa, 4e CUCTEMaTa 3a JIekapCcTBeHa Oe30macHOCT, npeactaBeHa B Momyr 1.8.1
Ha Pazpemiennero 3a ynorpeba, e BHeApeHa U (YHKIIHOHUPA TIPEIU U JOKATO JIEKAPCTBEHUST MPOITYKT
€ Ha mazapa.

IInan 3a ynpasiaenue Ha pucka (ITYP)

[IPY TpsibBa na M3mbIHSABA ICHHOCTUTE, CBBP3aHHU C JIEKApCTBEHATa O0e30macHoCT, chritacHo I[TYP,
npeacraBeH B Mopyn 1.8.2. Ha Pa3pemieHuero 3a ynorpe0a, KakTo U IPHU BCSAKO CIIEIBAIIO
akryanusupane Ha [IYP, cermacyBano ¢ Komurera mo nekapcTBeHUTE IPOAYKTH 33 XyMaHHa
ynorpeba (CHMP)..

CowriaacHo ykazanusita Ha CHMP oTHOCHO crucTeMu 3a yrpaBiieHHE Ha PHCKa IPH JIEKapCTBEHU
NPOLYKTH 3a XyMaHHa ynoTpeba, aktyanusupanusat [1YP ce mogaBa eqHOBpEeMEHHO ChC CICABAILUS
aktyanusupad Ileproanden poxnaz 3a 6esonacHoct (I11B).

OcgeH ToBa akTyanusupas [IYP ce nonasa:
® [IpU MOJTy4YaBaHe Ha HOBA HH(OPMAIIKs, KOSITO MOXKeE J1a MOBIHse HacTosmara CreruduKarus
3a 6e3zomacHOCT, [Tnana 3a nekapcTBeHa 6€30MACHOCT WM AEHHOCTHTE 32 MUHIUMHU3UPaHE Ha
pucka
= B pamkuTe Ha 60 THU cien choOIaBaHe Ha BaYKHO ChOUTHE (BBB BPh3Ka ¢ JIEKapCTBEHATA
0€30IacHOCT WJIM MUHUMU3HPaHe Ha PUCKa)
= [Ipu MOMCKBaHe OT EBpomnelickara areHmus 1o jekapcraara

. YCJIOBUSA NJIX OT'PAHUYEHUSA 110 OTHOINEHUE HA BE3OITACHATA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA NPOAYKT

Henpunoxumo.
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HPUJIOKEHHME I11

O3HAYEHUSA BbPXY OITAKOBKATA U JINCTOBKATA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,088 mg tabnetku
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/MTE BEIIECTBO/A

Bcesika tabnetka cpabpxa 0,125 mg npaMUNeKCoa TUXUIPOXIOPUT MOHOXHIPAT, CKBUBAJICHTCH Ha
0,088 mg npamurmnekco.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn
100 TabneTkn

5. HAYMH HA ITPUWIAT'AHE U ITBT/MIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIHHEINUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEY OT NNOTJVIEJA U TOCEI'A HA JTEITA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

Ja He ce cpxpanssar Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAITHATA OMIAKOBKA, 3a Jla C€ Tpena3Ba OT CBETIUHA.
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10.

CIHHELHUAJIHU ITPEAITAZHU MEPKHU IIPU NU3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

HUME U AIPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/97/051/001 [30 Tabnerkw]
EU/1/97/051/002 [100 TabmeTku]

13.

IMAPTUJAEH HOMEP HA ITPOU3BOJUTEJIA

ITaptunen Ne

14.

HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAILIUS HA BPAIJIOBA A3BBYKA

MIRAPEXIN 0,088 mg
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 0,088 mg Tabnerku
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,18 mg Tabnetku
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika Tabnetka cbhappxa 0,25 mg mpaMUIekcoll AMXUAPOXIOPU] MOHOXUIPAT, CKBUBAJICHTCH Ha
0,18 mg npaMunexco.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn
100 TabneTkn

5. HAYMH HA ITPUWIAT'AHE U ITBT/MIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIHHEINUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

Ja He ce cpxpanssar Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAITHATA OMIAKOBKA, 3a Jla C€ Tpena3Ba OT CBETIUHA.
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10.

CHHEIIUAJIHU ITPEAITAZHU MEPKHU IIPU NU3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NI OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

HUME U AIPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/97/051/003 [30 Tabnerkw]
EU/1/97/051/004 [100 TabmeTku]

13.

IMAPTUIAEH HOMEP HA ITPOU3BOJUTEJIA

ITaptunen Ne

14.

HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAILIUS HA BPAIJIOBA A3BBYKA

MIRAPEXIN 0,18 mg
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 0,18 mg Tabnetku
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,35 mg TabneTku
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika Tabnetka chabpxa 0,5 mg npaMHIIeKCoa JUXUAPOXIOPHI MOHOXUAPAT, CKBUBAJICHTEH Ha
0,35 mg npamunexcos.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn
100 TabneTkn

5. HAYMH HA ITPUWIAT'AHE U ITBT/MIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIHHEINUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

Ja He ce cpxpanssar Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAITHATA OMIAKOBKA, 3a Jla C€ Tpena3Ba OT CBETIUHA.

158



10.

CHHEIIUAJIHU ITPEAITAZHU MEPKHU IIPU NU3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NI OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

HUME U AIPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/97/051/011 [30 Tabnerkw]
EU/1/97/051/012 [100 tabmeTku]

13.

IMAPTUIAEH HOMEP HA ITPOU3BOJUTEJIA

ITaptunen Ne

14.

HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAILIUS HA BPAIJIOBA A3BBYKA

MIRAPEXIN 0,35 mg
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUS HPOAYKT

MIRAPEXIN 0,35 mg TabneTku
IIpamunekcon

| 2. NME HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 4. TAPTHUJIEH HOMEP

ITapT. Ne

5. JPYrO
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,7 mg tabnetku
IIpamunekcon

2. OBSIBSABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika Tabnetka cpabpxa 1,0 mg mpaMUNeKCON TUXUIPOXIOPUT MOHOXHIPAT, CKBUBAJICHTCH Ha
0,7 mg mpaMHUIIEKCOI.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn
100 TabneTkn

5. HAYMH HA ITPUWIAT'AHE U ITBT/MIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIHHEINUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

Ja He ce cpxpanssar Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAITHATA OMIAKOBKA, 3a Jla C€ Tpena3Ba OT CBETIUHA.
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10.

CHHEIIUAJIHU ITPEAITAZHU MEPKHU IIPU NU3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NI OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

HUME U AIPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/97/051/005 [30 Tabnerkw]
EU/1/97/051/006 [100 TabmeTku]

13.

IMAPTUIAEH HOMEP HA ITPOU3BOJUTEJIA

ITaptunen Ne

14.

HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAILIUS HA BPAIJIOBA A3BBYKA

MIRAPEXIN 0,7 mg
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUS HPOAYKT

MIRAPEXIN 0,7 mg TabneTku
IIpamunekcon

| 2. NME HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 4. TAPTHUJIEH HOMEP

ITapT. Ne

5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 1,1 mg tabnetku
IIpamunekcon

2. OBSIBSABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika TabneTtka chabpxa 1,5 mg npaMHIieKcoa JUXUAPOXIOPHI MOHOXUAPAT, CKBUBAJICHTEH Ha
1,1 mg npamumnexcon.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn
100 TabneTkn

5. HAYMH HA ITPUWIAT'AHE U ITBT/MIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIHHEINUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

Ja He ce cpxpanssar Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAITHATA OMIAKOBKA, 3a Jla C€ Tpena3Ba OT CBETIUHA.
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10.

CHHEIIUAJIHU ITPEAITAZHU MEPKHU IIPU NU3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NI OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

HUME U AIPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/97/051/009 [30 Tabnerkw]
EU/1/97/051/010 [100 TabmeTku]

13.

IMAPTUIAEH HOMEP HA ITPOU3BOJUTEJIA

ITaptunen Ne

14.

HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAILIUS HA BPAIJIOBA A3BBYKA

MIRAPEXIN 1,1 mg
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 1,1 mg tabneTku
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JIPYTO

166



JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,26 mg TaOneTku ¢ yIbIKEHO OCBOOOXKIaBaHe
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika Tabnietka ¢ yapmkeHO ocBoOOKAaBaHe chabpika 0,375 mg mpaMUIeKco AUXUAPOXIOPU]
MOHOXUPAT, CKBUBaJICHTEH Ha 0,26 mg nMpaMUIIEKCOI.

| 3. CHHUCBHK HA IOMOIIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/013 [10 TabneTku ¢ yIbJIKEHO OCBOOOKIaBaHE |
EU/1/97/051/014 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/015 [100 TabieTku ¢ yabIHKEHO 0CBOOOKIaBaHE |

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 0,26 mg TabieTku ¢ yIBIKEHO 0CBOOOXKIaBaHE

168



MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 0,26 mg Ta0ieTku ¢ yIBJIKEHO OCBOOOXKJ1aBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 0,52 mg TaOneTku ¢ yIbIKEHO OCBOOOXKIaBaHe
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika TabneTka ¢ yapibkeHO ocBoOoknaBaHe chabpika 0,75 mg npaMHIIeKCON JUXUAPOXIOPH]
MOHOXHJpAT, eKBUBaJIeHTeH Ha 0,52 mg nmpaMUmeKco.

| 3. CHHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT IOTJIEJA U JOCET A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/016 [10 TabneTku ¢ yIbIKEHO OCBOOOKIaBaHE |
EU/1/97/051/017 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/018 [100 TabieTku ¢ yabIKEHO 0CBOOOKIaBaHE |

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 0,52 mg TabieTku ¢ yIBIKEHO OCBOOOXKIaBaHE
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 0,52 mg Ta0ieTku ¢ yIBJIKEHO OCBOOOXKJaBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 1,05 mg TabneTku ¢ yabKeHO OCBOOOXKIaBaHe
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bceska Tabnerka ¢ YABILKECHO OCB060)K,I[aBaHe CbAbpiKa 1,5 mg NpaMUIeKCOJI JTUXUAPOXIOPU]
MOHOXUApAT, CKBUBAJICHTCH Ha 1,05 mg npaMHUuIicKCoJI.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/019 [10 TabneTku ¢ yIbJIKEHO OCBOOOKIaBaHE |
EU/1/97/051/020 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/021 [100 TabieTku ¢ yabIHKEHO 0CBOOOKIaBaHE |

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 1,05 mg TabieTku ¢ yIBIKEHO OCBOOOXKIaBaHE
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 1,05 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXK1aBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 1,57 mg TabneTku ¢ yaIbIKeHO OCBOOOXKIaBaHe
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika TabneTka ¢ yObpbKeHO OCBOOOXKIaBaHe ChIbpiKa 2,25 mg NpaMHIIEKCOT JUXUAPOXIOPH]
MOHOXMJpPAT, EKBUBAJIECHTEH Ha 1,57 mg npaMumnexco.

| 3. CHHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/028 [10 TabneTku ¢ yIbJIKEHO OCBOOOKIaBaHE |
EU/1/97/051/029 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/030 [100 TabieTku ¢ yIbIKEHO 0CBOOOKIaBaHE |

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 1,57 mg TabieTku ¢ yIBIKEHO OCBOOOXKIaBaHE
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 1,57 mg Ta0ieTku ¢ yIBJIKEHO OCBOOOXKJaBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 2,1 mg TabneTku ¢ yABIKEHO 0CBOOOKJaBaHE
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bceska Tabnerka ¢ YABILKECHO OCBO60)K,I[aBaHe CbAbpiKa 3 mg NpaMUIICKCOJI TUXHUAPOXJIOPHU]
MOHOXUApAT, CKBUBAJICHTCH Ha 2,1 mg nNpaMHUuIicKCoJI.

| 3. CHHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/022 [10 TabneTku ¢ yIbIKEHO OCBOOOKIaBaHE |
EU/1/97/051/023 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/024 [100 TabneTku ¢ yABIKEHO OCBOOOKIaBaHE ]

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 2,1 mg TabneTku ¢ yAbIKEHO 0CBOOOKIaBaHe
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 2,1 mg TabneTku ¢ yAbIHKEHO 0CBOOOKIaBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

MIRAPEXIN 2,62 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXK1aBaHe
IIpamunekcon

2. OBABABAHE HA AKTUBHOTO/UTE BEIIHECTBO/A

Bcesika TabneTka ¢ yabhKEHO 0CBOOOKIaBaHe ChIBbpKa 3,75 mg MpaMHUIIEeKCoN JUXUAPOXIOPHT
MOHOXHUPAT, CKBUBAJICHTEH Ha 2,62 mg MpaMUTIEKCOI.

‘ 3. CIIMCBK HA IOMOIIHUTE BEIHLIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JHA OITAKOBKA

10 TabneTKu ¢ YABIDKEHO OCBOOOKIaBaAHE
30 TabieTKH ¢ YIBIKEHO OCBOOOXKIaBaHE
100 TabieTkn ¢ yABIHKEHO OCBOOOKIaBaHE

‘ 5. HAYUH HA ITPUJIATAHE U ITBT/UIINA HA BbBE/KJAHE

3a mepopasHO MPUITIOKEHHE.

Bennbx THEBHO.

[la ce morreIaT ey, 1a He Ce IbBYAT, 1a He Ce EJSIT Ha YacTH WK Pa3TpoIlaBar.
IIpenan ymotpeba mpodeTere TUCTOBKATA.

6. CHELUAJIHO NPEAYHPEKIEHME, YE JIEKAPCTBEHMSIT TPOIYKT TPSIBBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEY OT MOTJIEJA U JOCETA HA JELIA

I[a CC CbXpaHsBa Ha MsACTO, HCAOCTBIIHO 3a ACHA.

‘ 7.  JAPYI'YM CIIEDMAJIHU NPEAYINIPEXJIEHUS, AKO E HEOBXOJAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:
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‘ 9. CIHHEIHUAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpcra3Ba OT Bjiara.

10. CIELOUAJIHU IPEAIIAZHU MEPKU I1PU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HMME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
T'epmanus

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/97/051/031 [10 TabneTku ¢ yIBJIKEHO 0CBOOOKIaBaHE |
EU/1/97/051/032 [30 TabaeTKu ¢ yIBIKSHO OCBOOOKIaBaHE |
EU/1/97/051/033 [100 TabieTku ¢ yABIKEHO 0CBOOOKIaBaHE |

13. TNAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptugen Ne

14. HAYMH HA OTITYCKAHE

.HGKapCTBeHI/IHT MIPOAYKT CC OTITYCKa IT0 JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BYKA

MIRAPEXIN 2,62 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXKJaBaHe
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 2,62 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXK1aBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

Kapronena onakoBka

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

MIRAPEXIN 3,15 mg TabneTku ¢ yabKeHO OCBOOOXKIaBaHe
IIpamunekcon

2. OBSIBABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

Bcesika TabneTka ¢ yabpbKeHO OCBOOOXKAaBaHe ChAbpiKa 4,5 mg MpaMUIIEKCO AUXUIPOXIOPU
MOHOXHJpAT, EKBUBAJIEHTEH Ha 3,15 mg npamMunexco.

| 3. CHHUCBHK HA IOMOUIHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 TabJIeTKH ¢ YABIKEHO 0CBOOOXKTaBaHE
30 TabxeTKu ¢ yIBIDKEHO OCBOOOXKIaBaHEe
100 TabmeTky ¢ yaBIHKEHO OCBOOOKIaBaHE

‘ 5. HAYMH HA ITPUWIAT'AHE U ITBT/UMIINA HA BbBEXKJ/IAHE

3a nmepopasHo MPUIOKEHHUE.

Benanbx 1HEBHO.

Ja ce moryipLuaT uenu, Aa HE Ce AbBYAT, 1a HE C€ JENAT Ha YaCTH WM pa3TpollaBar.
[Ipenu ynoTtpeda mpoverere IMCTOBKATA.

6. CHEIUAJIHO INTPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT HOTJIEJA U JOCET' A HA IELIA

I[a C€ CbXpaHsaBa Ha MACTO, HCAOCTBITHO 3a A€Ha.

‘ 7. JAPYI'M CHEIWMAJIHU NNPEAYIPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHHEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

I[a CC€ ChbXpaHsABa B OpUIrMHAJIHATA OIIaKOBKaA, 3a 1a C€ MIpeCra3Ba OT Bjiara.
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10. CIEIDMAJIHA IPEJANTAZHU MEPKU ITPU U3XBBPJIAHE HA HEN3TIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NI OTIHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/97/051/025 [10 TabneTku ¢ yIbJIKEHO OCBOOOKIaBaHE |
EU/1/97/051/026 [30 TabneTku ¢ yIbKEHO 0CBOOOKAaBaHE |
EU/1/97/051/027 [100 TabieTku ¢ yabIHKEHO 0CBOOOKIaBaHE |

13. TIAPTUJAEH HOMEP HA TIPOU3BOJUTEJIA

ITaptunen Ne

14. HAYHMH HA OTIIYCKAHE

JlexapcTBEHUAT IPOLYKT €€ OTIIyCKa IO JEKAPCKO IPEAIUCAHUE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIMJIOBA A3BYKA

MIRAPEXIN 3,15 mg TabieTku ¢ yIBIKEHO 0CBOOOXKIaBaHE
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MUHHMMYM JAHHHU, KOUTO TPABBA JA CbABPKAT BJIMCTEPUTE U JIEHTUTE

Bbaucrep

| 1. HUME HA JIEKAPCTBEHUA NPOAYKT

MIRAPEXIN 3,15 mg Ta0ieTku ¢ yIBJIKEHO 0CBOOOXKJaBaHe
IIpamunekcon

| 2. NME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (JIoro)

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 4.  TIAPTMJEH HOMEP

ITapT. Ne

5.  JPYro
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b. IUCTOBKA
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JIncroBka: naopmanus 3a noTpeduTeNs

MIRAPEXIN 0,088 mg TadjeTkn
MIRAPEXIN 0,18 mg Tad/1eTkn
MIRAPEXIN 0,35 mg TadaeTku
MIRAPEXIN 0,7 mg TadjaeTkn
MIRAPEXIN 1,1 mg TabaeTrkn
Pramipexole (Ilpamumnekcon)

IIpoyeTeTe BHUMATEIHO USJIATA JUCTOBKA MPeIU 1A 3all0YHETe a IpUeMaTe TOBA JeKapPCTBO,

Thil KaTO T CHABPKA BaxkHa 3a Bac undopmanus.

- 3amazere Ta3u TUCTOBKA. MOXe /1a ce HAJIOXH Ja S MTPOYeTeTe OTHOBO.

- AKO mMaTe HJIKaKBH JOMBIIHUTENHN BBIIPOCH, TIONUTalTe Bamms nexap mim dapMarienT.

- ToBa nekapcTBO € MpeANrMcaHo eIMHCTBEHO U IndHO Ha Bac. He ro mpeorcrbnBaiite Ha Ipyru
xopa. To MoXke Ja UM HaBpeI¥, HE3aBUCUMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JIsIBaHE Cca CHITUTE
KakTo Bamure.

- AKO TOTy4nTe HIKAKBH HE)XXEJIaHW JIEKapCTBEHH PEakIny yBeaoMeTe Bamus exkap uimu
¢apmarieBT. ToBa BKIIFOUBA M BCHYKH BB3MOKHU HEKEIIAaHU PEAKIINHU, HEOTIMCAHU B Ta3H
JUCTOBKA.

KakBo cbabpika Ta3u JUCTOBKA!

Kaxkgo npencrasinsisa MIRAPEXIN u 3a kakBO ce M3M0JI3Ba
Kakgo TpsioBa na 3Haete npenu na npuemere MIRAPEXIN
Kak na npuemare MIRAPEXIN

BB3MOXXHU HEXETaHU PeaKIiny

Kaxk na cwxpansisate MIRAPEXIN

ChapprkaHre Ha OMAKOBKATa W JIOMBIHUTETHA WH(OPMAITUL

A e ad e

1. Kaxsu npeacrasiasiBa MIRAPEXIN u 3a kakBo ce u3noJizasa

MIRAPEXIN cbabprka akTUBHOTO BEILIECTBO MPAMUIIEKCOI U Ce OTHACS KbM IpyIa JIEKapCcTBa,
Hape4yeH! JONaMHUHOBU arOHUCTH, KOUTO CTUMYJIMpPAT JOMIAMUHOBUTE PELENITOPU B MO3bKa.
CTuMynupaHeTo Ha TONMaMUHOBHUTE PELENTOPHU MIPEeIU3BUKBA HEPBHU UMITYJICH B MO3bKa, KOETO
crioMara 3a KOHTPOJIMpaHe Ha JBUKEHUSTA Ha TAJIOTO.

MIRAPEXIN ce u3nonsBa 3a:

- 3a JIeYeHNe Ha CUMITOMUTE Ha TbpBrYHa [lapkuHcoHOBa GoecT mpu BB3pacTHH. Moxe aa ce
M3II0JI3BA CAMOCTOSATEIIHO WIM B KOMOMHAIIMS C JIEBOZOMA (IPYTO JIEKapCTBO 3a JeYeHHEe Ha
[NapkuHCOHOBa OOJIECT).

- JeYeHNe Ha YMEPEeH JI0 TeKbK IbpBudeH CHHIPOM Ha HECIOKOWHH KpaKa IPH Bb3PAaCTHH.

2. Kakso TpsadBa na 31aere, npeau ga npueMmere MIRAPEXIN

He npuemaiite MIRAPEXIN
- aKO CTC AJICPTUYHU KBbM IMPAMUIIEKCOJI WX KbM HAKOS OT OCTAHAJIMTE CbCTaBKH HAa TOBa
JIeKapcTBO (M30pOCHM B TOUKA 6)).

IIpenynpexaeHus U nNpeana3sHu MepKH

ToBopete ¢ Bamms nexap, npeaun na npuemere MIRAPEXIN. Undopmupaiite Bamms nekap , ako

uMare (MMajiil CTe) WU pa3BUETe HAKAKBH MEIUIIMHCKN CHCTOSHHS UIIM CHMITOMH, OCOOCHO

CIEIHUTE:!

- O0BOpeuHo 3a001sIBaHe

- XaJIOIMHAIMY (BIKIAaHe, YyBaHEe WM yCellaHe Ha Hella, KOUTo He ca TaMm). [loBeueTo
XQJIIOLUHALYY €A 3pUTEIHMU.
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- JIVCKUHE3Us (HampuMep HeoOMYaiHu, HEBOJICBU ABMKCHUS Ha KpaHHUILINTE)
Axko nmate HanpenHana [lapkuHcOHOBa OOJIECT M TpHEMAaTe CHIIO JIEBOJIOIA € Bh3MOXKHA
MosiBaTa Ha IUCKUHE3Us M0 BpeMe Ha moBuiiaBaHe Ha qo3ata Ha MIRAPEXIN.

- CBHJIMBOCT U €IIU3044 HA BHE3AIIHO 3aCIIUBaHE

- MICUXO03H (HalpuMep CPAaBHUMH ChC CUMIITOMHUTE MIPH MNU30PPEHUS)

- 3pUTEIHU HAPYIICHHUS
Tpsi0Ba penoBHO Ja NpaBUTE OYHH Mperieny B epuoaa Ha neueHne ¢ MIRAPEXIN.

- TEXKO ChPJEYHO WU CHA0OBO 3a00JIIBaHE
Heo6xoauMo e peJoBHO KOHTpOJIMpaHe Ha KPbBHOTO CH HAJISITaHE, 0COOCHO MU 3allouBaHe Ha
neyeHneTo. ToBa e HEOOXOAMMO 32 J1a ce M30erHe OpToCTaTHYHA XUIOTOHUS (CHal B KPBBHOTO
HaJAraHe Mpy U3MpaBsHE Ha Kpaka).

- BJIOILIABAHE HA ChCTOSHUETO
Moske Aa IO4yBCTBATe, Ye CUMIITOMUTE 3all04YBAT HO-PaHO OT OOMKHOBEHO, Ja ca Mo-
VHTEH3UBHU U J1a CE MPOSIBAT U B APYT'U KPAWNHUIIN.

Wndopmupaiite Bamms nekap, ako Bue unu cemetictBoto Bu/6onHornenaust Bu, 3abenexure, ye
pa3BUBaTEe CKIIOHHOCT WJIM HEMPEOJ0INMO KeJaHue Jla ce IbPKUTE 10 HeoOnyacH 3a Bac HauuH u He
MOKETE J]a CE YCTOUTE Ha UMITyJICA, IOATUKA WU U3KYILIEHUETO Ja U3BBPIIBATE ONPEACICHU
JEWCTBHSI, C KOETO MOXKE /1a HaBpeauTe Ha ceOe cu Wi Ha npyrute. Te ce HapuJaT HapyLIeHHs B
KOHTPOJIa Ha UMITYJICUTE ¥ MOXE J1a BKJIFOUBAT MTOBEJEHUE KAaTO IIPUCTPACTEHOCT KbM Xa3apT,
NPEKOMEPHO sIJICHE WM Xap4yeHe, HeOOMYaifHO CHITHO CEKCYaJTHO KeJaHue Wik 00ceOBaHe OT
CEKCyalHU MUCIIU U 4yBCcTBAa. MoKe Jja ce Halou Bamusr nekap a Kopurupa 103ara Wid Jia CIpe
JICYECHHETO.

Jlena v roHOIIIM
He ce npenopruBa ynorpedara Ha MIRAPEXIN npu gena u roHommw mox 18 roanHu.

JApyru aexkapcrea u MIRAPEXIN

Wudopmupaiite Bammms gexap unu ¢papMmaneBT, ako IpueMaTe, HACKOpO CTe MpueMalli WId €
BB3MOXKHO J1a IpueMaTe Apyru JICKapCTBa. ToBa BKIIIOUBa JICKapCTBCHU NPOAYKTH, OUJIKOBU
JIeKapCTBa, JIeueOHU XpaHU WIH J00aBKU, KOUTO CTE TIONYyYWIIn Oe3 perenTa.

Tpsab6sa na uzdsreare npuema Ha MIRAPEXIN enHoBpeMEHHO C aHTUIICUXOTUYHH JIEKapCTBa.

bpiere BHUMaTeHU, aKO MTpUEMaTe CIeIHUTE JIEKApCTBa:

- MUMETHIMH (32 JIeueHHe Ha MOBUIIIEHA CTOMAIIIHA KHCEIWHHOCT U CTOMAIITHH SI3BH)

- aMaHTaJiH (KOeTO MOXKe Aa OBbJe U3MOI3BaHO 3a JeueHue Ha [lapkuHcoHOBa 00JECT)

- MEKCHJIETHH (32 JIeYUeHUE Ha HapyIlIeH ChbPACUYCH PUTHM, ChCTOSTHAE U3BECTHO KaTO
BEHTPHUKYJIapHa apUTMHS)

- 3UI0BYIHH (KOETO MOXe J1a Ob/ie M3IIOI3BAHO 32 JIEYeHHE Ha CHHAPOM Ha MpUAoOuTaTa MMyHHa
HepoctarpuHocT (CIIMH), 3a0onsBane Ha UMyHHATa CHCTEMa Ha YOBEKaA)

- UCIIATUH (32 JIeueHHEe Ha Pa3IUIHH BUIOBE PaK)

- XMHUH (KOEeTO MOXe Jja O'bJie M3MOI3BAHO 32 MPEJOTBPaTsIBaHe Ha OOJIE3HEHH, HOIIIHU KPaMITH
Ha Kpakarta ¥ 3a JIeYeHHUE 32 ONpe/IesieH BUI Malapys, N3BeCTHA KaTo Mayapus (aamumnapym
(3MoKkavyecTBEHA Malapus)

- MpoKanHaMUJ (3a JIeYeHNe Ha ChpeuHa apUTMHUS)

AKo mpuemare JIeBOJI0TIa, IPETOPHUUTETHO € Ja C€ HaMaJllH J103aTa Ha JICBOJI0Ia, KOraTo 3alo4YBaTe
neuenne ¢ MIRAPEXIN.

bbnere BHUMaTeNHU, ako MpUeMaTe KaKBUTO U Ja € JIEKapCTBa, KOUTO Bu AeiicTBaT yCroKosBanio
(uMaT cemaTHBEH eeKT) WK ako nuete ankoxodl. B te3u cimyyau MIRAPEXIN moxe na nosmiuse

Bamute criocoOHOCTH 32 mohupane U padoTa ¢ MaIIMHU.

MIRAPEXIN ¢ xpanu, HAUTKH U AJTKOXO0JI
Tps6Ba na ObAETE MpEaNa3IuBH, KOTaToO MHUETE ANKOXO0J 0 BpeMe Ha jJeueHneTo ¢ MIRAPEXIN.
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MIRAPEXIN moxxe 1a Ob/iec mpueMaH ¢ uin 0e3 XpaHa.

BpeMeHHOCT M KbpMeHe

AKo cTe OpeMeHHa Wik KbPMHTE, CMsTaTe, 4e MOXe Jla cTe OpeMeHHa WM TUIaHupaTe OpeMeHHOCT,
nockBeTBaliTe ce ¢ Bamus nekap uinn gapmaneBt, mpeau yrnorpedaTa Ha TOBa JeKapcTBo. Bamwst
nexap mie oochau ¢ Bac nanmm tpsoBa na nmpoabmkute na npuemare MIRAPEXIN.

Edexrsr Ha MIRAPEXIN BBEpXY HEpoZieHOTO fieTe He € u3BecTeH. [lopaau ToBa, He MpueMaiite
MIRAPEXIN, ako cre OpemMeHHa, OCBEH KoraTo Bammsr jiekap B € Ka3al Jia TO TIpaBuTe.

MIRAPEXIN He TpsiOBa na ce mpueMa B iepuoja Ha kbpmene. MIRAPEXIN moxe na Hamanu
KOJIMYECTBOTO Ha OTAeNeHaTa KbpMa. ChIO Taka MOKE 1a IPEMUHE B KbpMaTa U Aa MOBIIUAE HA
Bameto nere. Ako e Heooxonumo nedeHue ¢ MIRAPEXIN, kppMeHeTo TpsiOBa 11a ce crpe.
ITocwBeTBatiTe ce ¢ Bamms nexap wim hapMarieBT pean ynorpedara Ha KOETO | Jia € JISKapCTBO.
Hlopupane u paéoTa ¢ MAIIUHU

MIRAPEXIN Moske na npeausBUKa XalioUHALNN (BUXKAAHE, YyBaHE WIH ycelllaHe Ha Hellla, KOUTO
He ca TaM). AKO TOBa ce CITy4H, He modupaiite uim He paboTeTe ¢ MalllHU.

MIRAPEXIN ce cBBp3Ba ChC CHHIUBOCT U €MM30/1 HAa BHE3AIHO 3aCIMBaHE, 0COOCHO NPH MAallUEHTH
c [TapkunaconoBa Oonect. Ako npu Bac ce mosiBsiBaT Te3u HeXKeNIaHU peakLuy, He TpAOBa Ja
modupaiite uian ga padorere ¢ MamnHu. TpsoBa na naGopmupaTe Bamms nekap, ako ToBa ce CIy4H.

3. Kak na npuemate MIRAPEXIN

Bunaru aneMaﬁTe TOBaA JICKAapCTBO TOYHO KAKTO Bu e xazan Bamms JICKap. Axo He cTe CUTYPHHU B
HEIIO, nonuTaite Bamms JICKap. Bammsr JICKap mIe Bu moceBerBa 3a MMPaBUIIHOTO JO3HUPAHC.

MIRAPEXIN moxke na 0b1e mpreMaH che Win 0e3 xpana. [lorrsiaiite TabeTkuTe ¢ Boja.

IHapkuHcoHoBa 6oJiect
JlHeBHaTa 103a ce pasnpeess 10 PaBHO HA TPH OTIACIHH [IpHUeMa.

OO6uvaifHaTa JHEBHA 032 Mpe3 mhpBaTa ceamuiia ¢ 1 Tadirerka MIRAPEXIN 0,088 mg Tpu obTH
IHEBHO (exBUBajeHTHA Ha 0,264 mg THEBHO):

1™ cenmuua
bpoii Tabnerku 1 Tabnerka MIRAPEXIN 0,088 mg tpu
BT JTHEBHO

OO6mra qaeBHa 032 (M) 0,264

Jlo3ara 1ie Ob/ie yBennuaBaHa Ha BCEKHU 5-7 JHH, KaKTO € MPernopbYaHo oT Barms inekap, 10KaTo
cumnTomMu Bu Obaar oBnaasau (OAABpIKAIIa 1033).

27 ceqmumna 3™ ceqmumna
Bpoii TabneTku 1 rabmetka MIRAPEXIN 1 rabnerka MIRAPEXIN 0,35 mg Tpu mbTH
0,18 mg Tpu bTU THEBHO AHEBHO
Uiu nim
2 tabnetka MIRAPEXIN 2 tabnerka MIRAPEXIN 0,18 mg Tpu bt
0,088 mg Tpu mbTU JTHEBHO AHCBHO
OO1a nHeBHA 103a 0,54 1,1

(mg)
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Oo6wuuaitnara nojuepikania no3a ¢ 1,1 mg Ha neH. Bernpeku ToBa, MOXe Ja ce Hajlara rmo-HaTaThIIHO
yBenu4yaBaHe Ha Bamrarta no3a. Ako € HeoO0xouMo, Bammsar iekap MoXxe J1a YBEJIH4H 103aTa
Ta0JIETKHU 10 MaKCHUMYyM 3,3 mg mpaMuniekcol Ha JieH. ChIo € Bb3MOXHA MOITbpKaIla J103a 1mo-
Hucka ot Tpu Tabnerku MIRAPEXIN 0,088 mg Ha neH.

Haii-Hucka nogabp:kaia 103a

Haii-Bucoka

nmoaabpskamia 103a

Bpoii TabneTkn

1 Tabnerka MIRAPEXIN 0,088 mg tpu
'BTH THEBHO

1 Tabnerka MIRAPEXIN 1,1 mg

TpU I'bTU JHCBHO

OO0ma nHeBHa 103a (Mg)

0,264

3.3

Tlayuenmu c 6v6peuno yspescoane
AKO mMaTe yMepeHo WM TeXKO OBOpedHo yBpexxaaHe, Bammsr nexap me Bu mpeanuime mo-Hicka
no3a. B To3m ciywaii me TpsOBa na npuemare TaONIEeTKUTE CaMO €IWH UK JIBa THTH JHEBHO. AKO
uMaTe ymMepeHo Ob0pedHo yBpexmane, oonyaitnaTa HadaiaHa mo3a € 1 tabimerka MIRAPEXIN
0,088 mg mBa mbTH HHEBHO. [Ipw Texxko OBOpPEUHO YBpeXKAaHe oOMYaifHaTa HayaHa 103a € caMo 1
tabierka MIRAPEXIN 0,088 mg eawH mbTH AHEBHO.

CHHAPOM HA HECTIOKOITHHN KpaKa
Jlo3aTa ce mpueMa 0OMKHOBEHO SAWH BT JHEBHO, Beuep, 2-3 gaca mpeau JsraHe.

OO0wuuaiinara JHEBHA 1032 nipe3 mbpBarta cenmuna e 1 radnerka MIRAPEXIN 0,088 mg enun nbT
nIHEeBHO (exBuBaneHTHA Ha 0,088 mg nHEBHO):

17 cenmuna

Bpoii TabneTkn

1 rabnetka MIRAPEXIN 0,088 mg bt

O6ma nHeBHa 103a (mg)

0,088

Jlo3ara 1ie Ob/e yBennuaBaHa Ha BCEKH 4-7 JHH, KaKTO € MPernopbyaHo oT Barms nekap, 10KaTo
cumnTomMu Bu Obaar oBnagsau (OAAbpIKaIIa 1033).

27 ceqmumna 3™ cenmMuna 4™ cenMuua
Bpoii Tabnetku | 1 tabmerka MIRAPEXIN 1 rabnerka MIRAPEXIN 1 TabmeTka
0,18 mg 0,35 mg MIRAPEXIN 0,35 mg
NIin WIn u 1 Tabnerka
2 ragnerxu MIRAPEXIN | 2 ragnercn MIRAPEXIN | MIRAPEXINO,18 mg
0,088 mg 0,18 mg . PEJIH
TabIeTKN
nm MIRAPEXIN 0,18 mg
4 tabnerku MIRAPEXIN WIN
0,088 mg 6 TabneTku
MIRAPEXIN
0,088 mg
OOmia nHeBHA 0,18 0,35 0,54
no3a (mg)

JlHeBHarta no3a He TpsAOBa na Haaumasa 6 Tabnerkn MIRAPEXIN 0,088 mg umu mo3a ot 0,54 mg
(0,75 mg mpamumnexco:n moxa hopMata Ha COI).

AKo crpeTe ImpreMa Ha TabJIeTKH 3a IOBEeYE OT HAKOJIKO THH U MCKaTe a Bb300OHOBUTE JICUCHUETO,
TpsOBa Ja 3all0yHeTe OTHOBO C Hali-HUCKaTa jo03a. Ciel ToBa OTHOBO MOXKETE J1a yBEIUUUTE 103aTa,
KaKTO CTe ro HanmpaBwin nbpBus 0bT. Kocynarupaiite ce ¢ Bamus nekap.
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Bammusar JICKap 1ie mpepasricia JSYCHUETO Bu cien 3 MEcCClla 1 1€ peIln AaJIr Ja TPOAbJIKA
JICUCHUCTO UK HE.

Tlayuenmu c 6v6peuno yspescoane
Axo nMate Texko 0n0peuHo yBpexmane, teueHneTo ¢ MIRAPEXIN Moxe na He Ob/1e TOIXOIAIIO 3a
Bac.

AKoO cTe mpueJu nmoBeue oT HeoOxoaumara q103a MIRAPEXIN

AKo cimydaifHO TIpreMeTe TBHPJIC MHOTO TabJIeTKU

- TpsIOBa HE3a0aBHO J1a Ce CBBpPIKETE C Barmmwis rekap wim 1a OTHIETE 10 Hall-Oau3Kus IICHTHP 32
CIIEIITHA TIOMOTII, 32 JIa TIOTHPCUTE CHBET.

- MOTaT J1a Ce MOSIBAT rajicHe, 0€3[MOKOWCTBO HITH HAKOS OT HEXXEJaHUTE PEaKIluu, KOUTO ca
OTIMCaHU B TOYKA 4 (Bb3MOICHU HeNCeNaHU peaKyulr).

Axo cte nponycHau n1a npuemere MIRAPEXIN
He ce tpeBoxete. Camo mpoITycHETe Ta3| 03a HAIIBJIHO U IIpUEMeTe cie/Baliara CH 103a B
oOuyaiiHoTO BpeMe. He ce onmuTBaiite qa KOMIeHcHpaTe MpoIycHaTaTa 103a.

Axo cte cipesu npuema Ha MIRAPEXIN

He cniupaiite npuema Ha MIRAPEXIN, 6e3 mppBo n1a ce koHCyATHpaTe ¢ Bamus nekap. Ako TpsiOBa
Jla CIpeTe IpueMa Ha TOBa JIEKapCTBO, BamusaT jiekap e HaManu A03ara NOoCTeneHHo. Tosa
MIOHM>KABa PUCKA OT BJIOLIABAHE HA CUMIITOMUTE.

Axo nmare [lapkuHcoHoBa OoJect, He TpsOBa BHe3amHo Aa cnupare JeueHnero ¢ MIRAPEXIN.
BreszanHOTO criupaHe MOXeE J1a € IPUYMHA Ja Pa3BUETE ChCTOSIHUE, HAPEUEHO HEBPOJIECIITUYEH
MaJIUTHEH CUH/IPOM, KOETO MOXKE J]a IPEICTaBIsABa 3HAUYUTEIIEH PUCK 3a 3ApaBeTo. CHUMITOMUTE
BKJIIOYBAT:

- aKkuHe3us (3ary0a Ha MyCKYJIHA TIOJIBUKHOCT)

- CKOBaHU MYCKYJIH

- Tpecka

- HECTaOMIIHO KPHBHO HaJISITaHE

- Taxukapaus (yCKOpeHa ChpJedHa 4ecToTa)

- CBCTOSIHHC Ha OOBPKBaHE

- MOHM)KEHO HUBO Ha Ch3HaHHE (KOoMa)

AKO MMate HSKaKBH JOITBIHUTEIHN BBIIPOCH, CBBP3aHU C yroTpedaTa Ha TO3H MPOAYKT, MOJIS
nornuraiite Bamus nexap nim hapmanesT.

4. Bb3MoKHM HeKeJTaHU peakunu

Kakro Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE Ia MPEAN3BUKA HCXKCIIAHU PCAKIINU, BBIIPEKH Y€ HE

BCCKHU I' ITOJIy4YaBa.
OHCHKaTa Ha TE3M HEKEJIaHU pC€aKIuu € 6331/IpaHa Ha CJICAHUTC YECTOTHU KaTCTrOPpUU:

MHoro yecTu: Morar Ja 3acersar nosede ot 1 Ha 10 gymm
YecrH: Morar aa 3acertar Ao 1 xva 10 nymu
Heuectn: Morar aa 3acertarao 1 Ha 1 00 qymu
Peaxu: Morar aa 3acersar 1o 1 Ha 1 000 gymm
MHoro peaku: Morart aa 3acersar 1o 1 Ha 10 000 nymmum

Axo cmpaoame om Ilaprxunconosa 6orecm, npu Bac mooice 0a ce noseéam cieOHume Hedvicelanu
peakyuu:
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MHoro gecTu:

JUCKUHE3Us (HeOOWYaliH!, HEBOJICBH JIBM)KCHUS HA KPAHUIIUTE)
CHHJIMBOCT

3aMastHOCT

rajcHe

YecTn:

MOpPUB 32 HEOOMYAITHO TIOBEICHHE

XaIoIHAIMK (BUKJIaHE, YyBaHE WK YCEIIaHe Ha Hellla, KOUTO HE ca TaM)
CBHCTOSTHHE Ha OOBbpPKBaHE

yMmopa

Oe3chHUE (MHCOMHUS)

3aJ[pbKKa Ha TCYHOCTH, OOUKHOBEHO B JIOJIHUTE KpalHUIM (TIepudepeH 0TOK)
riaBoOome

XUTIOTOHUS (HUCKO KPHBHO HAJISTAHE)

MATOJIOTHYHU CHHUIIA

3areK

3pUTEIHO HApyIICHHE

MOBpBIIaHE

3ary0a Ha TerJI0, BKJIIOYUTEIHO MTOHIKEH alleTUT

HeuecTn:

napaHos (Harmp. MPEeKOMEPEH CTpax 3a COOCTBEHOTO 3/IpaBe)
HAJTy THOCT
MpeKajieHa ChHJIMBOCT IIPe3 ICHS U €MM30/1 Ha BHE3AITHO 3aCIIMBAaHE
aMHe3us (HapyIIeHre Ha TTaMeTTa)
XHUMEPKUHE3Us (YUCCTSHHU IBYKCHUS U HECTIOCOOHOCT 3a YCTAHOBSIBAHE B MOKOM)
MOKaYBaHE HA TETJIOTO
aJIepTUYHM PeakUuy (Harp. o0puB, ChPOEK, pEaKIUU Ha CBPHUYBCTBUTEITHOCT)
MpUIIOIIaBaHe
Chp/ICYHA HEJJOCTATHYHOCT (CHPACYHU TPOOIIEMH, KOUTO MOXKE JIa MPEIU3BUKAT YUSCTECHO
JIUIIIAHE UK MTOTyBaHE Ha TJIC3CHUTE)*
HapyIIeHa CEKpeIys Ha aHTHINYPETHUCH XOPMOH *
0E3IMOKOICTBO
ACITHES (3aTPYIHEHO IUIIAHE)
XbJIIIaHE
nHeBMOHUs (MH(EeKIus Ha Oenute ApoOoBe)
HECIOCOOHOCT 3a YCTOSIBAHE HA UMITYJICA, TIOJATHKA WM U3KYIICHUETO JIa Ce N3BBPIIBAT
OIpeaACICHA ,I[eﬁCTBI/ISI, KOHMTO MOKE a HaBpCIAAT Ha Bac niu na APYIrUuTe 1 MOXKE J1a BKIIIOUBAT!
— CHWJICH UMIIYJIC 32 TIPEKOMEPEH Xa3apT, HE3aBUCUMO OT 3aHAYMTEITHUTE MOCIIECTBUS 32
Bac nnu cemeiictBoro Bu.
— MPOMEHEH WJIM MOBHUIIICH CEKCYaJIeH HHTEPEC U MOBEACHHUE, KOCTO € OT ChIECTBEHO
3HaveHHe 3a Bac wiu Apyrure, HampuMep MOBUIICHO CEKCYATHO JKEJaHue.
— HEKOHTPOJIUPYEMO MPEKOMEPHO Ma3apyBaHe UM XapueHe
— TpespKaaHe (M3sOKIaHe Ha TOJIEMH KOJIMYECTBA XpaHa 3a KpaThK MEPHO] OT BpeMe) WIn
KOMITYJICUBHO IpeshkaHe (M3sDKIaHe Ha TIOBede XpaHa OT OOMKHOBEHO HITH IIOBEYE
OTKOJIKOTO € He0OXOJMMO 3a JIa 33JJ0BOJIUTE Tiaja cu)*

HUndopmupaiite Bamus jJexap, ako yceTuTe HAK0e OT Te3H ChCTOAHHUSA; TOH 111e 00CHIM HAYMHHU
3a OBJIAJsIBaHE HJIU HAMaJsiBaHe HA CUMIITOMHTE

3a HeXKETaHUTE PEaKIny, 03HAUCHH ¢ * TPEIM3HO OTpEeIIsTHE Ha YeCTOTaTa € HeBh3MOXKHO, ThI KaTo
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TC3U HCIKCJIaHU PCAKIIUU HE Ca Ha6J'IIO,E[aBaHI/I 10 BpEMEC Ha KIIMHUYHHUTE NNPOYUBaHUA HA 2762
MalreHTH JICKYyBaHU C MIPAMUIICKCOJI. prnaTa Ha 4eCTOTaTa BEPOATHO HE € MOBCYC OT ,,HC‘lCCTI/I”.

Axo cmpadame om Cunopom Ha HECNOKOUHU KPAKa, Modice 0a NOAYYuUme cleOHume Hextceranu
peaxkyuu:

MHoro yecTu:
- rajicue (IIOBAUTaHe)

Yecru:

- MIPOMEHH B ChHS, KaTo O0e3chHUE (MHCOMHUS) U CHHIMBOCT
- yMOpsSIeMOCT (YMopa)

- riaBoboime

- SAPKU CHHUILIA

- SPKU CHHHUIIA

- 3ameK

N 3aMasHOCT

- MOBpBIAaHE

Heuecrn:

- MaTOJIOTUYHA CKJIOHHOCT KBM Xa3apT, ocodbeHo npu npueMaiin MIRAPEXIN BB BHCOKH 1031

- CHJTHO TIOBUIIIEHA CEKCYaTHOCT ™

- IIPEKOMEPHA CKJIOHOCT KbM IazapyBaHe™

— MOpPUB 3a HeOOMUYatHO TToBeIeHNe™

- Chbp/ICYHA HEJOCTATHUHOCT (CHPACYHU IPOOIIEMH, KOUTO MOXKE Ja MPEIU3BUKAT YYECTEHO
JWILIaHe WU MTOyBaHe Ha TIe3eHuTe)*

- MPEKOMEPHO sifieHe (CKIIOHHOCT KbM TpesbKIane, xumepdarus)*

- HapyIlIeHa CeKpelys Ha aHTUINYPETHUEH XOPMOH *

N JUCKHUHE3Us (HaprMep HEeeCTECTBEHH, HEBOJIEBU IBIKECHUS HA KpAaHHULIUTE)

- XHIIEPKUHE3Us (YUecTeHH ABMKEHHUSI K HECTIOCOOHOCT 3a yCTaHOBSBaHE B MOKOi)™*

- napaHos (HanmpuMep NMPeKOMepeH CTpax 3a COOCTBEHOTO 3pase)™

- HaJTyTHAIaBOCT*

- aMHe3us (HapylleHHne Ha maMeTTa)™®

- XaJIOIMHAIMY (BIXKIIaHEe, YyBaHE MM yCellaHe Ha Hella, KOUTO PEalHO HE ChILECTBYBAT)

- 00BpPKaHOCT

- IpeKaneHa ChHIMBOCT IIPe3 JCHS U €MU301 Ha BHE3AIIHO 3aCIIUBaHE

N MOKa4YBaHE Ha TETJIOTO

- MOBHIIIEHO CEKCYAJIHO eJaHue (HampuMep MOBUIIEHO JTHOHIO)

- XHUIIOTOHUS (HUCKO KPBBHO HAJISITaHE)

- 3aIphKKa Ha TEYHOCTH, OOMKHOBEHO B JOJHUTE KpaitHUIH (TTeprudepeH OTOK)

N AIEPTUYHH PeakLuH (HanmpuMep oOpuB, ChpOEK, peakMu Ha CBPbUYBCTBUTEIIHOCT)

- NpUIOIIaBaHe

- 0e3mOKONHCTBO

- 3PUTENHO HapylIeHUE

N 3ary0a Ha Terjo, BKIIOUUTETHO TOHMKEH alleTUT

- JucIiHes (3aTpyIHEHO IUIIAHE)

- XbJIIIaHe

- MHeBMOHUS (MHGEKHs Ha OenuTe qpodose)™

3a HeXKETaHUTE PEaKIny, 03HAYCHH ¢ * MPEIM3HO ONpeeNITHEe Ha YeCTOTaTa € HeBh3MOXKHO, ThH KaTo

TE3W HEeXKEJIaHW PeakInK He ca HabJroIaBaH! 110 BpeMe Ha KIIMHUIHUTE Mpoy4yBaHus Ha 1 395
MAIMEeHTH JIEKYBaHU C IPAMHUIIEKCOIL. ['pymaTa Ha 4ecToTaTa BEpOSITHO HE € TIOBEYE OT ,,HEUeCTH .
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Axo MOJTYYUTEC HAKAKBU HCIKCIIAHU JICKAPCTBCHU pCaKIUU, YBEAOMCTC Bamus JICKap uiin (I)apMaLIGBT.
ToBa BKJIIOYBA BCUYKH BB3MOXHU, HCONMHMCAHU B Ta3W JIMCTOBKA HCKCIIAHU JICKAPCTBCHU PCAKIIUU.

5. Kak na cexpansiBate MIRAPEXIN
[a ce cpxpaHsiBa Ha MICTO, HEOCTBITHO 32 JeLa.

He u3non3BaiiTe ToBa IeKapcTBO Cllel CPOKA HA TOJHOCT, OTOEISA3aH BhPXY KapTOHEHATa OITaKOBKa
cien ,,l'onen mo:”. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCJEIHUS JIeH OT ITOCOYSHHS Mecell.

Ha ne ce cpxpansBar Hag 30°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 J1a CE MPeana3saT Ta0JIeTKUTE OT CBETINHA.

He HU3XBBPJATEC JICKApPCTBAaTa B KaHAJIM3aluATa U B KOHTCﬁHepa 3a JOMAIllHU OTIIaaABbIIH. Ilonmraiite
Bamms (bapMaueBT KaK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BCYUC HC U3IIOJI3BATC. Te3n MCPKH 1IC
CIIOMOI'HaT 34 OI1a3BaHC Ha OKOJIHATA Cpeaa.

6. ChabpxaHue HA ONIAKOBKATA U AON'bJIHHUTE]IHA HHpopManus

Kaxkso chabpka MIRAPEXIN
AKTHBHATa CbCTaBKa € MPAMHUIIEKCOJ.

Bcska tabnerka cpappxka 0,088 mg, 0,18 mg, 0,35 mg, 0,7 mg wium 1,1 mg mpaMHUIeKCOIT O/
¢dopmara na 0,125 mg, 0,25 mg, 0,5 mg, 1 mg wmu 1,5 mg npamMunekcon TMXuAPOXIOPUL
MOHOXHJIPAT, CbOTBETHO.

Jpyrute cbCcTaBKU ca: MAaHUTOJ, [IAPEBUIHO HUIIECTE, KOJIOUICH, O€3BOJACH CUITUITUECB JUOKCHI,
noBuaoH K 25 u Mmarue3ueB creapart.

Kak u3raexna MIRAPEXIN n kakBo cbIbpiKa ONIaKOBKATAa
MIRAPEXIN 0,088 mg Tabnerku ca 6enu, ¢ Kpbria popma, IIOCKUH 0e3 IeIMTeNHa YepTa.

MIRAPEXIN 0,18 mg Tadnetkn 1 MIRAPEXIN 0,35 mg tabnetku ca 6emnu, ¢ enuncoBuana Gopma,
U miocky. TaOneTkuTe UMat AenuTelHa YepTa OT ABETE CTPAaHU U MOTaT Jia ObJaT pas3leisiHi Ha JIBE
paBHH NOJOBUHH.

MIRAPEXIN 0,7 mg tabnetkn u MIRAPEXIN 1,1 mg tabneTku ca 6enu, ¢ Kpbria GopMa U TIaaKH.
TabneTkuTe UMaT IeNIUTENHA YepTa OT ABETe CTPAaHH U MOTraT Ja ObJaT pa3JelssHu Ha JBE PaBHU
TIOJIOBUHH.

Benuku TabneTkn uMaT rpaBUpaH cuMBOJ Ha komnanusaTa Boehringer Ingelheim ot eqnara crpana u
kox P6, P7, P8, P9, unu P11 ot apyrara ctpana, mpacTaBisBalil KOJIMYECTBOTO HA aKTUBHOTO
BeIecTBO B TabneTkute, cboTBeTHO 0.088 mg, 0.18 mg, 0.35 mg, 0.7 mg u 1.1 mg.

Benuku konuenTpauun Ha MIRAPEXIN ce npemnarar B amyMiUHHEBH ONUCTEpHU JIeHTH OT 10
TabJeTKU B JICHTA, IOCTABEHU B KAPTOHEHU KyTUH, chabpikama 3 win 10 6nuctepuu nentu (30 wiu
100 Tabnetkn).

He Bcruky BUZOBY ONMAakOBKK Morart 1a ObIaT MMyCHATH B MPoJakoa.

I[puTe:xaTes Ha pa3pelIeHNETO 32 YHOTpeda
Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein

T'epmanus
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IIpoussoaguren

Boehringer Ingelheim Pharma GmbH & Co. KG
D-55216 Ingelheim am Rhein

I'epmanus
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3a JOITBJIHUTCIHA HH(bOpMaL[I/I}l OTHOCHO TO3HU JICKApCTBCH MPOAYKT, MOJId CBBPIKETE CC C JIOKAJTHUA
MIpeACTAaBUTECII HA MPUTECIKATECIIA Ha pa3pCIICHUCTO 3a yHOTpC6aZ

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Bbbarapus

bropunrep Uurenxaiim PLIB I'm6X u Ko KT -
KJIOH bbarapust

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland

BIOTHERAX biochemisch-pharmazeutische
Gesellschaft mbH

Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 60 80 940

EALGdo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.
Tél: +33 3 26 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel.: +370 37 473922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel.: +36 1 299 8900

Malta
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

Polska
Boehringer Ingelheim Sp.zo.o.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda.
Tel: +351 21 313 53 00

Romania

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 2800

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00



island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija
Boehringer Ingelheim RCV GmbH & Co KG
Latvijas filialeTel: +371 67 240 011

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG,
organiza¢na zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

I[aTa Ha MOCJICAHO NMpepasrjaexkKiane Ha JUCTOBKaTa

[onpobna uHpopManus 3a TOBa JIEKapCcTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus

o Jekapcrteata http://www.ema.europa.eu.
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JIncroBka: nHopmanus 3a noTpeduTE s

MIRAPEXIN 0,26 mg Ta0/1eTKU ¢ yIbJKEHO 0CBO00KIaBaAHE
MIRAPEXIN 0,52 mg TadJieTKH ¢ YIbJKEHO 0CBOOOKIaBaHe
MIRAPEXIN 1,05 mg Ta0JieTKH ¢ YABJKEHO 0CBOO0KIaBaHe
MIRAPEXIN 1,57 mg Ta6JeTKH ¢ yIbJIKEeHO 0CBOOOXKAaBaHe
MIRAPEXIN 2,1 mg 1a0JIeTKH ¢ YABJIKEHO 0CBO0OKIaBaHe
MIRAPEXIN 2,62 mg TadJieTKH ¢ YIbJKEHO 0CBO0OKIaBaHEe
MIRAPEXIN 3,15 mg Ta6/1eTKH ¢ yIbJIKEeHO 0CBOOOKAaBaHe
Pramipexole (IIpamumnekcor)

IIpoyereTe BHUMATEJHO USAJATA JUCTOBKA NPeAU A2 3all0YHeTe a IpueMaTe TOBA JeKapCTBO,

Thil KaTo TS ChAbPKA BaxkHa 3a Bac ungopmanus.

- 3anaszeTe Ta3u JUCTOBKA. MOXKe J1a Ce HAJIOXKHU [ 51 MPOYETEeTe OTHORO.

- AKO uMare HIKaKBH JIOBIHUTEHU BBIPOCH, TIonuTaiiTe Bamst nexap nnu apmarnesT.

- ToBa nekapcTBO € MPeaNrMcaHo EAMHCTBEHO U JIMYHO Ha Bac. He ro npeorcrenBaiite Ha Ipyru
xopa. To Moke J1a UM HaBpeaH, HE3aBUCUMO , Ue MPU3HAINTE HA TAXHOTO 3a00IIsABaHe ca
ChLIMTE KakTo Bamure.

- AKO TOTy4YuTe HIKAKBU HEKEIaHU JIEKAPCTBEHU PEaKIUH, MOJIS yBegoMeTe Barus nekap uin
(apmarieBT. ToBa BKIIFOUBA U BCHYKU BH3MOXKHU HEIKEIIAHU PEAKIIMU, HCOIMCAHU B Ta3H
JINCTOBKA.

KakBo chabpika Ta3u JIMCTOBKA!

Kakso nmpencrasnsisa MIRAPEXIN u 3a kakBo ce u3noissa
Kakgo Tps6Ba na 3naete npenu aa npuemere MIRAPEXIN

Kaxk na mpuemare MIRAPEXIN

BB3MOKHH HEXETaHN peaKkuu

Kak na cexpansasare MIRAPEXIN

CpabpprkaHne Ha OMaKOBKaTa U JIOMBIHUTETHA HH(OPMAITHUS

SNk L=

1. Kakso npexncraBiassa MIRAPEXIN u 3a kakBo ce M3Mo0J13aBa

MIRAPEXIN cbabprka akTUBHOTO BELIECTBO MPAMUIIEKCOJI U CE OTHACS KbM I'pyIa JIeKapcTBa,
Hape4YeHH JOTTaMHUHOBH arOHUCTH, KOUTO CTUMYJIMPAT JOMAMHHOBUTE PEIIENITOPHA B MO3bKa.
CTtuMynupaHeTo Ha TOTTAMHHOBHUTE PEIETITOPH MPEAN3BUKBA HEPBHU UMITYJICH B MO3bKa, KOETO
crioMara 3a KOHTPOJIMpaHe Ha IBIKCHUATA Ha TSIOTO.

MIRAPEXIN ce n3mon3Ba 3a JiedUeHHEe Ha CHMIITOMHUTE Ha MbpBUYHA [lapkuHCOHOBA OO0NIECT TTPH
BB3pacTHU. MoOXKe Jla ce M3MO0JI3Ba CAMOCTOATEHO FITH B KOMOMHAIIHSA C JIEBOIoNA (APYTO JIEKAPCTBO
3a edeHue Ha [lapkuHCOHOBA O0MTECT).

2. KakBo TpsoBa n1a 3Haete, mpeau aa npuemere MIRAPEXIN

He npuemaiite MIRAPEXIN
- aKo CT€ AJIEPTUYHHU KBbM MPAMHUIIEKCOJ WM KbM HAKOS OT OCTaHAJIUTE ChCTaBKH HA TOBA
JieKapcTBO (M30pOeHH B TOUKA 6) .

IIpenynpesxkaeHust U NpeANa3HA MePKH

I'oBopere ¢ Bamus nexap, npenu na npuemere MIRAPEXIN Mudopmupaiite Bamus ekap, ako

uMare (MMajiil CTe) WM pa3BUETE HAKAKBH MEIULMHCKU ChCTOSHHS WIIM CHMIITOMH, OCOOCHO

CIICAHUTE:

- 0B0peuHo 3a00msBaHe

- XaIOLUHALNHY (BIDKAAHe, YyBaHE WM yCelllaHe Ha Hellla, KOUTO He ca TaMm). [ToBedero
XaIIOLUHALNN Ca 3pUTETHU.
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- JIVCKUHE3Us (HampuMep HeoOMYaiHu, HEBOJICBU ABMKCHUS Ha KpaHHUILINTE)
Axko nmate HanpenHana [lapkuHcOHOBa OOJIECT M TpHEMAaTe CHIIO JIEBOJIOIA € Bh3MOXKHA
MosiBaTa Ha TMCKUHE3Us 110 BpeMe Ha MoBuIaBase Ha qo3ara Ha MIRAPEXIN.

- CBHJIMBOCT U €IIU3044 HA BHE3AIIHO 3aCIIUBaHE

- MICUXO03H (HalpuMep CPAaBHUMH ChC CUMIITOMHUTE MIPH MNU30PPEHUS)

- 3pUTEIHU HAPYIICHHUS
Tpsi0Ba penoBHO Ja NpaBUTE OYHH Mperieny B epuoaa Ha neueHne ¢ MIRAPEXIN.

- TEXKO ChPJEYHO WU CHA0OBO 3a00JIIBaHE
Heo6xoauMo e peJoBHO KOHTpOJIMpaHe Ha KPbBHOTO CH HAJISITaHE, 0COOCHO MU 3allouBaHe Ha
neyeHneTo. ToBa e HEOOXOAMMO 32 J1a ce M30erHe OpToCTaTHYHA XUIOTOHUS (CHal B KPBBHOTO
HaJAraHe Mpy U3MpaBsHE Ha Kpaka).

Wndopmupaiite Bamms nekap, ako Bue unu cemetictBoto Bu/6onHornenaust Bu, 3abenexure, ye
pa3BUBaTEe CKIIOHHOCT WJIM HEMPEOJ0INMO KeJaHue Jia ce IbPKUTE 10 HeoOnyacH 3a Bac HauuH u He
MOKETE J]a CE YCTOUTE Ha UMITyJICA, IOATHUKA WU U3KYILIEHUETO Ja U3BBPIIBATE ONPEACICHU
JEUCTBHSI, C KOETO MOXKE /1a HaBpeauTe Ha ceOe cu Wi Ha Ipyrute. Te ce HapuJaT HapyLIeHHs B
KOHTPOJIa Ha UMITYJICUTE ¥ MOXE J1a BKJIFOUBAT MTOBEJECHUE KAaTO IIPUCTPACTEHOCT KbM Xa3apT,
NPEKOMEPHO sIJICHE WM Xap4yeHe, HeOOMYaifHO CHITHO CEeKCYaJTHO KeJaHue WiIH 00ceOBaHe OT
CEeKCyalHU MUCIIU U 4yBCcTBAa. MoKe Jja ce Halou Bamusr nekap a Kopurupa 103ara Wid J1a CIpe
JICYECHHETO.

Jlena ¥ FOHOIIIH
He ce mpenoppuBa ynorpedbata Ha MIRAPEXIN mpu gena u roHom oy 18 roawHm.

dpyru nexapcrea u MIRAPEXIN

Undopmuparite Bamms nekap unu gpapmaneBT, ako IpuemMare, HaCKOpO CTe IpUeMaH W €
BB3MOXKHO JIa IpHeMaTe APYTH JeKapcTBa. ToBa BKIIOUBA JIEKAPCTBEHU MPOAYKTH, OMITKOBH
JIeKapcTBa, JIeueOHU XpaHU WM J0O0aBKU, KOUTO CTE TONy4niIn Oe3 perenra.

Tps6Ba na uzdsareare npuema Ha MIRAPEXIN eqHOBpeMeHHO ¢ aHTUIICUXOTHYHH JIEKapCTBa.

bbaere BHUMaTENHH, ako IIpUeMaTe CIeIHUTE JeKapcTBa:

- LIUMETHIUH (32 JeUeHNE Ha MOBUIIIEHAa CTOMAIIIHA KUCEIMHHOCT ¥ CTOMAILIHU SI3BH)

- amMaHTaJuH (KOeTo MOKe Ja ObJe N3MON3BaHo 3a JeueHue Ha [lapkuHcoHOBa OomecT)

- MEKCHJIETHH (3a JIeueHHe Ha HapyIlIeH Chp€YEeH PUTHM, ChbCTOSHUE U3BECTHO KaToO
BEHTPHUKYJIapHa apUTMHS)

- 3UA0BYIUH (KOETO MOXe Ja ObJic M3MOI3BaHO 3a JICUSHNE Ha CHHAPOM Ha MpuAoOuTaTa UMyHHA
HenocrarbuHocT (CIIMH), 3a00nsBaHe Ha UMYHHATa CHCTEMa Ha YOBEKA)

- LUCIUIATUH (32 JICueHHEe Ha Pa3ITudH BUIOBE paK)

- XMHUH (KOEeTO MOXe Ja ObJie N3MOA3BAHO 3a MPEeJOTBpaTsIBaHe Ha O0Ie3HEHH, HOIHU KpaMIIH
Ha KpakaTa U 3a JICUCHHUE 3a OnpeJielieH BUJ Malapusi, U3BeCTHa KaTo Manapus Qaiuunapym
(37m0KauecTBEHa Maylapus)

- MpOKanHAMUI (32 JIeYeHHE Ha ChpJeYHa apUTMHUS)

AKo npuemare JIeBOJ0Ta, MPENOPHUUTETHO € Ja c€ HaMaJjlH J103aTa Ha JIEBOJI0Ma, KOraTo 3aro4yBaTe
neuenune ¢ MIRAPEXIN.

bbrere BHUMaTenHH, aKo IPpUEMATE KAKBUTO U A € JIEKapCcTBa, KOUTO BU NEHCTBAT yCIIOKOABAIILO
(uMaT cemaTHBEH eeKT) WK ako nuete ankoxoil. B tesu cimyyau MIRAPEXIN moxe na nosiuse
Bammre criocoOHOCTH 32 modupane 1 paboTa ¢ MalINHH.

MIRAPEXIN ¢ xpaHu, HAUTKHA U aJIKOXO0JI

Tps6Ba na 6baeTe Mpeana3uBy, KOTaTo MUETE aTKOX0J 1Mo BpeMe Ha nedeHueto ¢ MIRAPEXIN.
MIRAPEXIN Mosxe n1a 0b/1e mpueMaH ¢ uim 06e3 XpaHa.
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BpeMeHHOCT U KbpMeHe

AKo cTe OpeMeHHa Wi KbPMHTE, CMsTaTe, 4e MOXKe Jla cTe OpeMeHHa WK TulaHupaTe OpeMeHHOCT,
nockBeTBaliTe ce ¢ Bamus nekap unn gapmaneBt, mpeau yrnorpedaTta Ha TOBa JeKapcTBo. Barmwst
nexap mie oochau ¢ Bac nanmm tpsoBa na mpoabmkute na npuemare MIRAPEXIN.

Edexrsr Ha MIRAPEXIN BBEpXY HEpoJieHOTO fieTe He € u3BecTeH. [lopaau ToBa, He mpuemaiite
MIRAPEXIN, ako cre OpemMeHHa, OCBEH KoraTo Bammsr jiekap B € Ka3al Jia TO TIpaBuTe.

MIRAPEXIN He Tpsi6Ba fa ce mpueMa B niepuoja Ha kbpmene. MIRAPEXIN moxe na Hamanu
KOJIMYECTBOTO Ha OTAeNeHaTa KbpMa. ChILO Taka MOKE 1a IPEMUHE B KbpMaTa U Ja MOBIIUAE HA
Bameto gere. Ako e Heooxonumo nedeHue ¢ MIRAPEXIN, kppMeHeTo TpsiOBa 11a ce crpe.
[TocwBetnaiite ce ¢ Bamus nexap win apMareBT npean yrnorpedara Ha KOETO U J1a € JEKapCTBO.
Ilopupane u padoTa ¢ MAITHHA

MIRAPEXIN moxe na mpeau3BUKa XTIOIUMHAINY (BIDKIaHE, YyBaHE WM yCelllaHe Ha HEeIa, KOUTO
He ca TaM). AKO TOBa ce CITy4H, He mogupaiite Wim He paboTeTe ¢ MallliHH.

MIRAPEXIN ce cBbp3Ba ChC CHHIUBOCT U €MIM30AM HA BHE3AITHO 3aCITUBaHe, 0COOEHO MPH MallMeHTH
¢ IlapkuuconoBa OGomnect. Axko mpu Bac ce mosBABaT Te3W HEXEJTaHW peaklUWH, HE TpsAOBa Ia
mogupaiite wim aa paborere ¢ Marmuu. TpsiOBa na uadopmupare Barst iekap, ako TOBa €€ CITyYH.

3. Kak na npuemate MIRAPEXIN

Bunaru HpI/ICMaﬁTC TOBA JICKApCTBO TOYHO KAKTO Bu ¢ xazan Bamms JICKap. Axo He cTe CUTYpHHU B
HEHIO, nonuraiite Bamus JICKap. Bamusar JICKap mie Bu nocsBerBa 3a MMPaBUJIIHOTO JO3UPAHEC.

[Ipuematite MIRAPEXIN TabneTku ¢ yABIHKEHO OCBOOOXK/TIaBaHE CaMO BEJIHBXK JTHEBHO U BCEKH JICH
MPUOJIM3UTEITHO TI0 €IHO H ChINO BpEME.

MIRAPEXIN mosxe aa 6bae npueMaH cbe uin 06e3 xpana. [lormpiiaiite TabaeTKUTe LENU ¢ BOJA.

TabneTkure ¢ yIbKEHO OCBOOOKJaBaHE HE

TpsIOBa J1a ce IbBYAT, JCJIAT HA YaCTH WU Q @
pastpoiaBar. AKo To HarmpaBuTe, Bue Moxe 1a

IpHeMeTe M0-ToJIsIMa 1034, Thil KaTo

JIEKapCTBOTO MOXE J1a ce 0cB00OO M BB Bamieto @
TS0 TBBpAE OBP30.

Oo0wnuaitnara AHEBHA J03a Ipe3 hpBarta cenmuna e 0,26 mg npamunexcon. [lo3ara e 0b/1e
yBeJIMYaBaHa Ha BCEKHU 5-7 IHH, KaKTO € MPernopbh4YaHo oT Bamms nekap, mokato cumnromu Bu 0bpnat
OBIAsHA (TIOJIBPIKAIIIA 11032).

Cxema Ha noszupane Ha MIRAPEXIN TabneTku ¢ yIbImkeHO 0CcBOOOKIaBaHEe Upe3 MOBUIITABAHE Ha
JIO3UTE

Cenmuna | /IneBHa no3a Bpoii Tabnetn
(mg)
1 0,26 Enna Tabnetka ¢ yasmkeHo ocBoboxaaBane MIRAPEXIN 0,26 mg
2 0,52 Enna tabnerka ¢ ynbmkeHo ocBoboxnaBane MIRAPEXIN 0,52 mg
nJIn
JBe Tabnetku ¢ yapmkeHo oceoboxaaBane MIRAPEXIN 0,26 mg.
3 1,05 Enna tabnetka ¢ yasmkeHo ocBoooxaaBane MIRAPEXIN 1,05 mg
nJIn
JlBe Tabnetku ¢ yapmkeHo ocBoboxaaBane MIRAPEXIN 0,52 mg
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150051
UYetupu tabnetku ¢ yapmkeHo ocsobokaasane MIRAPEXIN 0,26 mg..

OO6wuvaifHata moambpikaria go3a e 1,05 mg ra neH. Benpeku ToBa, MOXKe J1a ce Hajlara Imo-HaTaThITHO
yBenuvaBaHe Ha Bamrara qo3a. Ako e HeoO6xoauMo, BammsaT rekap Moke 11a YBEIIMYH J103aTa
TabJeTKH 10 MakcuMyM 3,15 mg nmpamuriekcon Ha feH. CBINo € Bh3MOXKHA IOTbprKalia 103a 1Mo-
HUCKa OT eIHa TabJieTKa ¢ yabbkeHo ocBobokmaBane MIRAPEXIN 0,26 mg Ha neH.

Hayuenmu c 6v0peuno yepesicoane

AKo umare yBpexnaHe Ha 0b0pennte, Bamusat nexkap moke na Bu npenoppua ga mpuemare
obuuaitHara HavanHa 1o3a ot 0,26 mg TabieTku ¢ yIbIKeHO 0CBOOOKAaBaHe Mpe3 JeH Npe3 IbpBarta
cenmuna. Crie ToBa Bammst iekap Moke Jja yBEJTMYM YeCTOTaTa Ha IPHEM Ha J03aTa J0 eIHa
TabJIeTKa ¢ YABDKEHO 0cBOOOXnaBaHe oT 0,26 mg BCeKH JieH. AKO € HEOOXOIUMO JOMBJIHUTEITHO
MOBHIIABaHEe Ha J03aTa, BamusaT nexkap Moxke Aa s kopurupa ¢ 0,26 mg mpaMHIIeKcoll.

Axo nMare cepro3Hu 0H0peuHu mpobIeMu, MOXe Ja € Heooxoaumo Bamusr nekap na Bu nmpeHacoun
KBbM JIPYTO JICKApPCTBO, ChABPIKAIIO IPAMHUIICKCOI. AKO TI0 BpeMe Ha JIeueHneTo, Barmre Ob0peuHu
npobiemu ce Biomart, Bue Tps6Ba 1a ce cBbpxkeTe ¢ Bammus iekap, KOJIKOTO € Bb3MOXKHO MO-CKOpPO.

Axo npemunasame om neuerue ¢ MIRAPEXIN (c nezabasno oceoboxcoasane) mabremxu

BammusT nexap uie onpeaenu nozata MIRAPEXIN TabneTku ¢ yabbKeHO 0CBOOOX/1aBaHe Ha Oa3aTa
Ha nto3ata MIRAPEXIN (c He3abaBHO 0CBOOOX /1aBaHe) TaOJIETKH, KOSTO MMpUeMare.

IMpuemere MIRAPEXIN (c He3a0aBHO 0CcBOOOKIaBaHe) Ta0NETKH, KAKTO OOMKHOBEHO, MTPEIU JICHS Ha
npomsHaTa Ha neuerneTo. Cnen ToBa npueMere MIRAPEXIN tabneTku ¢ yAbIKEHO 0CBOOOXKIaBaHE
Ha cieBamara cyTpuH u He npuemaiite mosedye MIRAPEXIN (c He3abaBHO 0CcBOOOXIaBaHE)
TaOJIeTKY.

AKo cTe mpuesu nosevye oT Heooxoaumara g103a MIRAPEXIN

AKO cy4aiiHO TIpUeMeTe TBhPIC MHOTO TaOIeTKH

- Tps0Ba He3a0aBHO J1a Ce CBBPIKETE ¢ Bammus nekap win 1a oTHAeTe 10 Hal-Oau3KUs IISHTHP 3a
CIICIIIHA TIOMOIII, 32 JIa TOThPCUTE CHBET.

- MOTaT J1a CE MOSIBAT rajicHe, OE3MOKOWCTBO MM HAKOS OT HEXKEJIaHUTE PEaKIIMU, KOUTO ca
onucaHu B TOUKA 4 (Bb3MOCHU HedcenaHu peakyuu).

Axo cte nponycHaju a1a npuemere MIRAPEXIN

Axo cre mporrycHanu fa npuemere go3a MIRAPEXIN, Ho cu cnoMHute B pamkute A0 12 gaca ot
00MUaiiHOTO BpeMe 3a IpueM, B3eMeTe TabieTKaTa ci He3a0aBHO U IPUEMeTe cieBaliara B
0o0nuaitHOTO BpeMe. AKO cTe 3a0paBHiIM U ca U3MHHAIN TIOBeYe OT 24 yaca, caMo IpHeMeTe
clleiBalllaTa eJMHUYHA 1033 B 00MYAfHOTO BpeMe.

He mpuemaiite nBoiiHa 103a, 32 Ja KOMIIEHCHpATE MPOITyCHATaTa Ta0JIeTKa. .

Ako cte cipesin npuema Ha MIRAPEXIN

He crnmpaiite mpuema Ha MIRAPEXIN, 6e3 mbpBo 1a ce koHCynTupare ¢ Bamms nekap. Ako TpsaOBa
Jla cIpeTe IprueMa Ha TOBa JIEKapcTBO, BamumsaT jgekap mie Hamaiau Jo3aTa nocrerneHHo. Tosa
MOHIDKABa PUCKa OT BJIOIIABaHE HA CUMIITOMUTE.

Axo umare [lapkuHCcoHOBa Goect, He TpaOBa BHe3anmHo Aa crupate nedenneTo ¢ MIRAPEXIN.
BHe3anHOTO crimpaHe MOJKe J1a € IpUYrHA Ja Pa3BHETe ChCTOSIHNE, HAPEYEHO HEBPOJIETITUICH
MaJIUTHEH CUHIPOM, KOETO MOKE Ja MIPEICTaBIIsABA 3HAUYUTEIECH PUCK 3a 31paBeTo. CUMIITOMUTE
BKJIIOYBAT:

- akuHe3ud (3ary0a Ha MyCKyJIHa TTOJBHKHOCT)

- CKOBaHH MYCKYJIH

- Tpecka

N HECTaOMIIHO KPBHBHO HAJISTaHE

- TaxuKapaus (yCKOpeHa ChpJeuHa 4ecToTa)

- CBHCTOSTHHE Ha OOBbpPKBaHE
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- MOHIKEHO HUBO Ha Ch3HAHHE (KOMa)

AKO MaTte HIKaKBU JOIMBIHUTEIHUA BBIIPOCH, CBHP3aHH C YIOTpedaTa Ha TO3H MPOAYKT, MOJIS
nonuTaiite Bamus nexap wiu dhapmariesT.

4. Bb3MOKHH HeXKeJTaHH peaKkuumn
Kakro Bcuukn JICKApCTBa, TOBA JICKAPCTBO MOXKC 1A MPEAN3BUKA HCKCIIAHU PCAKIINU, BBIIPEKU Y€ HE

BCCKHU I'M IIOJTyYaBa.
OI.[GHKaTa Ha TE3U HEKCJIaHU peaKuu € 6a3HpaHa Ha CJICAHUTC YECTOTHU KAaTCrOpUU:

MHoro yecTu: Morar fa 3acersar nosede ot 1 Ha 10 gymm
YecTn: Morar fa 3acersar 1o 1 Ha 10 gymm
Heuectn: Morar aa 3acersar 1o 1 Ha 100 nqymm
Penxu: Morar aa 3acersar 1o 1 Ha 1 000 mynm
MHoro peaku: Morar aa 3acersar 1o 1 Ha 10 000 nymnm

IIpu Bac Moxe aa ce NosSIBAT CIEAHUTE HEKETaH! PEaKIINU:

MHoro yecTu:

- JMUCKUHE3Us (HeOOWYaliH!, HEBOJICBH JBM)KCHUS Ha KpaHUIIUTE)
- CHHJIMBOCT

— 3aMasHOCT

— rajcHe

Yecru:

- MOPHB 32 HEOOWYaliHO MOBEACHHUE

- XaJIOIMHAIMY (BIKIIAHE, YyBaHE WM yCellaHe Ha Hellla, KOUTO HE ca TaM)
- CBCTOSIHHC Ha OOBPKBaHE

N yMopa

- Oe3chHUE (MHCOMHUS)

- 3aJ]pbKKa Ha TEUHOCTH, OOMKHOBEHO B JIOJIHUTE KpaHUIHM (TiepudepeH 0TOK)
- ri1aBo0ome

N XHUIIOTOHMSA (HUCKO KPBHBHO HANATAHE)

- MaTOJIOTUYHU CHHUIIA

- 3arek

- 3PHUTEIHO HapyIIEeHUE

N MOBPBLIAHE

- 3ary0a Ha Terjo, BKIIOUUTETHO TTOHMKEH alleTUT

Heuecrn:

- napaHosi (Hamp. IPeKOMEPEH CTpax 3a COOCTBEHOTO 3/1paBe)

- HaITy THIYaBOCT

- npeKaneHa ChHIUBOCT Mpe3 JICHS M e300/ Ha BHE3aITHO 3aCIIUBaHe

- aMHe3us (HapylleHHe Ha TaMeTTa)

- XHIEPKUHE3Us (YUeCTeHH ABMKEHUSI M HECTIOCOOHOCT 3a YCTaHOBSBaHE B MOKOH)

- MOKa4YBaHE Ha TETJIOTO

- aJIepTUYHH peaknuu (Hamp. 0OpuB, ChpOeK, pEaKINK Ha CBPHUYBCTBUTEITHOCT)

- MPUJIOIIABaHE

- CBbp/ICYHA HEJOCTATHUHOCT (CHPACYHU POOIIEMH, KOUTO MOXKE Ja MIPEIU3BUKAT YYECTEHO
JUILIaHe WU MOyBaHe Ha TIe3eHuTe)*

- HapyIlleHa CeKpelrs Ha aHTHINYPETHUCH XOPMOH™*

- 0e3MOKOHCTBO

— JUCTIHEeS (3aTPyAHEHO TUIIIaHe)
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- XBJIaHE
- MTHEeBMOHUS (MHGEKIHs Ha OenuTe IpoOoBe)
- HECTIOCOOHOCT 3a YCTOSsIBAaHE Ha MMITYJICA, TIOATHKA WM U3KYIISHHETO JIa Ce U3BHPIIBAT
OTIpe/IeTICHN JEMCTBHSA, KOUTO MOXeE Jla HaBpeAAT Ha Bac niu Ha ApyruTe U MoXKe /1a BKITIOYBAT:
— CHWJICH UMITYJIC 3a MPEKOMEPEH Xa3apT, He3aBUCUMO OT 3aHAUYUTEITHUTE MOCIEICTBUS 3a
Bac unu cemeticrBoro Bu.
— TIPOMEHEH WJIH MOBUIIEH CEKCyalIeH HHTEPEC U MOBEACHHE, KOETO € OT ChIIECTBEHO
3HaueHue 3a Bac unm npyrure, HampuMep MOBHUIIICHO CEKCYaITHO JKEeTIaHUE.
— HEKOHTPOJIIPYEMO NMPEKOMEPHO Ma3apyBaHe WITH XapueHe
— mpesbkaaHe (M3sDKIaHe Ha TOJIEMH KOJIMYEeCTBa XpaHa 3a KpPaThK MEepHOJT OT BpeMe) HITH
KOMIIYJICUBHO TIpesDK/IaHe (M3sDKIaHe Ha TIOBeYe XpaHa OT OOMKHOBEHO WITH TIOBEYE
OTKOJIKOTO € He0OXO MO 3a J1a 33JJ0BOJIUTE Tiaa cu)™*

HNudopmupaiite Bamus jexkap, ako yceTuTe HsIKOe OT Te3U CbCTOSTHUSA; TOM 11e 00CHIM HAYUHU
3a OBJIaJAsIBAHEe MJIM HAMAJIABAHE HA CHMIITOMMTE

3a He)KeNaHUTE PEaKIMU, 03HAUCHH C * MPEU3HO ONpe/IelITHE Ha YecTOTaTa € HeBb3MOXKHO, Thil KaTo
Te3M HEeXKEJTaHU PeaKlHy He ca HaOJIroAaBaHu M0 BpeMe Ha KIIMHUYHHUTE Mpoy4YBaHus Ha 2 762
MAIMEeHTH JIEKYBaHU C MIPaMUIIEKCOoJI. ['pymaTa Ha 4ecToTaTa BEpOSITHO HE € TIOBEYE OT ,,HEUeCTH .
AKO TONTyuHTe HSIKaKBH HEXXENaHH JICKApCTBEHH PeaKlny, yBenoMeTe Bamms ekap wim gpapmanesT.
ToBa BKIIIOYBA BCHYKH BB3MOKHH, HEOTIMCAHU B Ta3H JUCTOBKA HEKETAHU JIEKAPCTBEHH PEAKIIIH.

5. Kak na coxpanssate MIRAPEXIN

ﬂa CC CbXpaHsBa Ha MACTO, HEAOCTBIIHO 3a ACHA.

He u3non3paiite ToBa JICKApCTBO CJIC CPOKa Ha T'OJAHOCT, oTOeNnsI3an BBPXY KapTOHCHATA OIIaKOBKaA.
CpOKa Ha TOAHOCT OTTOBaps Ha MOCJICAHNA JCH OT MMOCOYCHUS MECCII.

D;a CC ChbXpaHsBa B OpUTMHAJIHATA OIMMAKOBKA, 3a a CC€ MpcAmna3n OT Bjiara.
Tozu JICKaPCTBCH MPOAYKT HC M3UCKBA CIICIIUAIIHU YyCJIOBUS Ha ChbXpPaHCHUC.

He U3XBBPJATE JICKAPCTBATA B KaHAJIU3aludATa UJIU B KOHTeﬁHepa 3a JoMallHu otnaabiy. IlonuTaiTe

Bamus (l)apMaLICBT KaK J1a U3XBBPJATEC JICKAPCTBATA, KOUTO BCUC HEC U3IIOJI3BATC. Te3n MCPKH 1IIC
CIIOMOIr'HaT 34 OI1a3BaH€ Ha OKOJIHATa Cpeaa.

6. Cbabp:kaHue HA ONAKOBKATA M AONbJIHUTEIHA HHpOpPMaNus

Kakso cbabp:xa MIRAPEXIN
AKTHBHATa ChCTAaBKa € IPAMHUIIEKCOJL.

Bcska tabierka cpappxka 0,26 mg, 0,52 mg, 1,05 mg, 1, 57 mg, 2,1 mg, 2, 62 mg wiu 3,15 mg
npamunekco moxa gopmara Ha 0,375 mg, 0,75 mg, 1,5 mg, 2, 25 mg, 3 mg, 3, 75 mg wm 4,5 mg

IIPaAMHUIIEKCOJI JUXUAPOXTIOPUI MOHOXUAPAT, CbOTBETHO.

Jpyrute cbeTaBKu ca xutpomMenosa 2208, apeBudHo HUIIeCTe, kapoomep 941, komonmeH, 6€3B0ICH
CIIIAITNEB TUOKCH/I, MarHe3nueB cTeapar.
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Kaxk nm3rne:xxna MIRAPEXIN u kakBo cbabp:Ka OaKOBKATA

MIRAPEXIN 0,26 mg u 0,52 mg TabIeTku ¢ yABIHKEHO 0CBOOOXKAaBaHe ca Oer 10 OUYTH Oelu C
KpbIriia (opMa, CbC CKOCEHU PHOOBE.

MIRAPEXIN 1,05 mg, 1,57 mg, 2,1 mg 2,62 mg u 3,15 mg TabneTku ¢ yIBIKEHO 0OCBOOOXKIaBaHE ca
0enu 10 oYTH OeJH ¢ eNUTICOBHUIHA (opMa.

Bcenuku Tabnerkn umaT BATBOHAT, penedeH Ko Ha cuMBoiia Ha komnanusTa Boehringer Ingelheim u
konosere P1, P2, P3, P12, P4, P13, unu PS5 ot npyrara crpaHa, MoKasBalld KOHIEHTpAIUsTa Ha
aKTHBHOTO BeliecTBO ¢hoTBeTHO 0,26 mg, 0,52 mg, 1,05 mg, 1,57 mg, 2,1 mg, 2,62 mg u 3,15.

Benuku konnenTpanun Ha MIRAPEXIN ce npeanarat B amyMuHHEBH OMUCTepHH JeHTH OT 10
TaONIEeTKH B JICHTA, IOCTaBEHHN B KAPTOHEHU KyTHH, chabpkama 1, 3 wnm 10 6xucreprn nentu (10, 30
i 100 TabIeTKH ¢ yABIKEHO 0CBOOOXKIaBaHe).

He Bcruku BUIOBY OAaKOBKK Morart a ObIaT IyCHATH B MpoJaxoa.

IIpuTexxares Ha pa3pelieHUETO 32 ynorpeda
Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein

T'epmanus

IIpousBoauren

Boehringer Ingelheim Pharma GmbH & Co. KG
D-55216 Ingelheim am Rhein

I'epmanus
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3a JOITBJIHUTCIHA HH(bOpMaL[I/I}l OTHOCHO TO3HU JICKApCTBCH MPOAYKT, MOJId CBBPIKETE CC C JIOKAJTHUA
IpeACTaBUTECII HA MPUTECIKATECIIA Ha pa3pCIICHUCTO 3a yHOTpC6aZ

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Bbbarapus

bropunrep Uurenxaiim PLIB I'm6X u Ko KT -
KJIOH bbirapust

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland

BIOTHERAX biochemisch-pharmazeutische
Gesellschaft mbH

Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 60 80 940

EALGdo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.
Tél: +33 3 26 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel.: +370 37 473922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel.: +36 1 299 8900

Malta
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

Polska
Boehringer Ingelheim Sp.zo.o.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda.
Tel: +351 21 313 53 00

Romania

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 2800

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00



island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija
Boehringer Ingelheim RCV GmbH & Co KG
Latvijas filialeTel: +371 67 240 011

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG,
organiza¢na zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

I[aTa Ha MOCJICAHO NMpepasrjaexkKiane Ha JUCTOBKaTa

[onpobna uHpopManus 3a TOBa JIEKapCcTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus

o Jekapcrteata http://www.ema.europa.eu.
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