KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUS ITPOAYKT

B AR & ——

| V3IThFATETHA ATEHLNS N0 nE.wgrBAmJ
Panonep 2 mg Tab/ieTKH ¢ yABIHKEHO 0CBODOXK1aBaHe Lj;;r{'mm N ADMNICIIUCE HE (DO - TRl
i | ko pez t ... 2OLXO2 A\ 33 (3C
Panonep 4 mg tabiieTku ¢ yabmkeHO 0cBOOOXK1aBaHe | PaspeweHue Ne ‘ =
Raponer 4 mg prolonged-release tablets somame- 32823 ~L, U1 -03- 2076 |
Panonep 8 mg Ta6J1eTKH © Y IBJKEHO 0CBOBOK 1aBaAHE iL?ﬁ'ﬁﬁpnﬂn je L ......... __,_" ................................ l

Raponer 8 mg prolonged-release tablets

2. KAYECTBEH U KOJIHMECTBEH CbCTAB

Panonep 2 mg 1abJIeTKH ¢ VAb/KEHO 0CBOOOK1aBaHe

Besika TabneTka ¢ yab/KeHO 0CcBOOOK/1aBaHe ChAbpka 2 mg ponuHupoJ (ropinirole), karo
PONMUHUPOJ XHapoxJjopua (ropinirole hydrochloride).

[IOMOLIIHO BEIIECTBO C U3BECTHO J1IEHCTBHE:

Besika TabneTtka ¢ yab/pkeHo ocBoOokaaBaHe 0T 2 mg cbabpka 64,97 mg n1akTo3a MOHOXH/IpAT.

Panonep 4 mg TabaeTKH ¢ YAb/HKEHO OCBOOOXkK/1aBaHe

Besika Tabnerka ¢ yabmkeHO ocBoOOkK1aBaHe chabpka 4 mg ponuHupo (ropinirole), kato
pPONUHHUPOJ XHApoxjaopua (ropinirole hydrochloride).

[ToMOLIHO BELIECTBO C U3BECTHO JICHCTBHE:

Beska Tabnerka ¢ yabwmkeHo ocBoOok1aBaHe 0T 4 mg cbabpka 59,12 mg naKkTo3a MOHOXHIpaT

Panonep 8 mg tabjeTku ¢ yAb/KEHO 0CBOOOK1aBaHE

Besika TabsieTka ¢ yAb/kKeHO 0CcBOOOK/1aBaHe ChAbpaKa 8 mg pornuHUpON (ropinirole), kaTo
PONMHKUPOJ XHApoxsopua (ropinirole hydrochloride).

[ToMoLHO BeLEeCTBO ¢ U3BECTHO JIEHCTBHE:

Besika Tabnerka ¢ yabmkeHo ocBoOokaaBaHe OT 8 mg cbhabprka 55,88 mg nakro3a MOHOXH/IpaT.

Bcesika Tabnerka PanoHep ¢ yabnkeHo ocBoOOkK1aBaHe Chabpika 0kos10 0,2 mg rinokosa (chcraBka
Ha MaJIToAeKCTpHHA) U 50 mg XHUJAPOreHHpaHO PHLIHHOBO MAac1o.

3a MbJIHUA CIMUCHK HA TIOMOIIIHUTE BElleCTBa BHKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA
Tabnerka ¢ yabkeHO ocBOOOXK/1aBaHe

Panonep 2 mg tabneTku ¢ yab/KeHO 0cBOOOK/1aBaHe:
Po3oBa, nbeTpa, oBasiHa Tabnerka, 16,0 x 8,20 mm, ¢ 2X rpaBupaHO OT eJIHaTa cTpaHa.

Panonep 4 mg 1abeTKH ¢ YABIKEHO OCBOOOK/1aBaHE:
Kadssa, nbcrpa, oBanHa Tabnetka, 16.0 x 8,20 mm, ¢ 4X rpaBupaHo OT €/iHaTa CTpaHa.

Panonep 8 mg TabneTku ¢ yab/KeHO 0cBODOXK /1aBaHe:
I'sMHOpO30Ba, ¢ MO3aeuHa CTPYKTYypa, oBajiHa Tabnetka, 16,0 x 8,20 mm, ¢ 8x rpaBupaHo ot

e/lHaTa CTpaHa.
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4. KJHMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHN .

Jleuenue na Gonect Ha IlapkMHCOH NpH cieAHUTE CTyyaH:

- HayanHa MOHOTEPAIINA, ¢ lEN Aa C€ OTAOXKH BBB BPEMETO HEOOXOAMMOCTTA OT 3aNnoYBaHe Ha
JIEYEHHE ¢ 1EBOAOTIA.

- kOMOHHHMpaHa Tepanus ¢ JCBOAONa, KOraTo B XoJa Ha 3abosBaHeTo ¢beKTbT Ha JIEBOAONA Ce
M3YEPIIBA WK CTaBa HENOCTOAHEH M CE NOABABAT QUIYKTYAlIMH B TEPANCBTHUHHSA edeKT
(beHoMeHH Ha H3uepnBaHe Wik "on-off" nBUrarenHu peHoMeHH).

4.2 J103upoOBKA H HAYHH HA DPHJIOKEHHE

Ho3nposka

Bu3pacTHH

[IpenoptuBa ca HHAMBHAYATHO TUTPHPAaHE Ha 03aTa CboOpa3HO ePHUKACHOCTTA H TOHOCUMOCTTA.
Panonep tabnetku ¢ yabkeHo ocBobox aaBaHe TpAOGBa Aa ce NpHEMAT BEAHRK JHEBHO, M0 €HO H
CBINO BpeMe BCEKH AcH. TabaeTkure ¢ yarmkeHo 0cBOOOXKAABAHE MOraT 1a 6bAaT NPUEMaHH ChC
wiH 6e3 xpaHa (BX. Touka 5.2).

Havanino mumpupane

HauanHara 103a ponMHHPON TAOIETKH © YABIKEHO OCBOOOKJaBaHe € 2 mg BeJAHDbK JHEBHO Npe3
MbPBATA CEAMHULA; CJIE] TOBa TpAOBA 1a ce NOBULIK A0 4 Mg BEAHBAK AHEBHO OT BTOpaTa CeAMHLA
HA JEYEHHETO. TepaneBTHYEH OTroOBOP MOXKe Aa ce HabIiaaBa NpK A03a oT 4 mg pONMHHHPOI
TabieTkH ¢ yaABHKEeRO 0CBOOOXKIABAHE BEHDBK JHEBHO.

[launeHTH, NpB KOUTO JICYEHHETO 3aNOYHE € 1033 OT 2 Mg JHEBHO PONHUHHPO TabJETKH C
YABKEHO OCBODOXKAaBaHE H NPH KOHUTO C€ NOABAT HEXKEJIAHU PeakLUUH, KOWTO HE MOTaT Ja
MOHeCaT, MOXeE Aa HMAT MOJI3a OT NPEMHHABAHE KbM JIeYEHHUE C PONHHHPOJ PHIMHpaHH (C
He3abaBHO ocBOOOKAaBaHe) TabneTKU NpU NO-HUCKA JHEBHA 1034, pa3iefieHd Ha TPH PABHU
npuema.

Tepanesmuyen pexcum
[NaunenTnTe TpabBa na 6v0aT NOANBLPKAHU C Hal-HUCKATA 4032 POTHHHUPOS TAONETKH ¢ YABIKEHO
0CcBOGOXKAaBaHE, MPH KOATO € NOCTUMHAT CUMIITOMATHYEH KOHTPOJI.

AKO npH 103a oT 4 mg pONUHHPOS TAONETKH € YABRIKEHO 0CBOOOXK JaBaHE BEAHBX JHEBHO HE €
MOCTHIHAT WIH HE Ce NOAAbPKA 3a/I0BOJIMTENIEH CHMITTOMATU4YEH KOHTPOJ, JHEBHATA /1032 MOXe 2
ObIe NOBHIIABAHA ¢ 2 Mg CEAMUYHO WIHM Ha NO-AbITH HHTEPBAIM A0 AOCTUraHE HA 1034 OT 8 mg
PONMMHHPOI TabEeTKH ¢ YABDKEHO OCBOOOXKAaBaHE REAHBK JAHEBHO.

AKO npu a03a oT 8 mg ponHHUPON TabneTky ¢ yaAbIKEHO OCBOOOXK1aBaHEe BEAHBLXK JHEBHO BCE OLIE
HE € NOCTUIHAT HJIH HE C€ NOJABbPIKA 3aJJ0BOJIHTENIEH CHMITOMAaTH4YEH KOHTPOJI, AHEBHATa 1034
MOXe 1a ObAe NoBrlLIaBaHa ¢ 2 mg A0 4 mg Ha ABE CEAMHLIM KK Ha NO-TbJrH HHTEPBAJH.
MakcuManHaTa AHEBHA 1033 pONUHKUPOJ TableTkH ¢ yabbkeHo ocBoboxaaBaHe e 24 mg.,

IlpenopbuyBa ce Ha NAUMEHTHTE Ja CE NPEANUCBA MUHHMAIHHAT Opoii ponuHKpon TabneTkH ¢
YABKEHO OCBOOOKRaBaHe, HEOOXOAUMHM 33 OCTUraHe Ha HeoOXoauMaTa 1038, KaTo ce U3MO/3Ba
Hal-BUCOKATA HATHYHA KOHLICHTPAIHA Ha pONHHUpon TabneTku ¢ yawkeHo OCBOOOKaaBaKe.

Ilpn npeKnCcBaHe Ha JICYEHHETO 3a €4HH JeH WK noseve, TpadBa na ce 0OMHCIM NOBTOPHO
3aMoYBaHEe Ha THTPHpAHE HAa 1034Ta (BXK. No-rope).

Korato Panonep TabsieTkn ¢ yabkeHO ocBo00X/IaBaHE C€ NPHIAraT KaTo ChITbTCTBANIA TE
KbM JIEBOJIOMNA, MOXE Aa € HEOOXOAMMO 103aTa Ha JIEBOAONA Ja C€ NIOHHWXKH MOCTENEHHO B
3aBUCUMOCT OT KJIMHUYHHA OoTroBop. I1pH KIMHUYHH H3NWTBAHHA A03aTa Ha JIEBOAOTA €
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NoH1XaBaHa NMocTeneHHo ¢ NnpudansuTenHo 30% npu NAUMEHTH, NPHEMALLH €XHOBPEMEHHO
PONMHUPON TAabAETKH ¢ YABIKEHO 0OCBODOXKIaBaHe.

I[Tpy nauwenTy ¢ HanpeaHana 6onect Ha [1apKUHCOH, KOUTO NpUEMAT POITUHUPON TAOAETKH ¢
yIb/DKeHO ocBoOOKaaBaHe B komOuHalma ¢ L-dopa Moxe aa ce Habmonasa AMCKAHE3HSA NPH
HaYaTHOTO THTPHPAHE HA POMUHUPON TAaDNETKH ¢ YALKEHO ocBoGoXaaBaHe. [Ipy KTHHHYHR
MPOYy4YBaHMs € NOKa3aHo, Ye NOHHXKaBaHe Ha ao3ara Ha L-dopa Moxke na obnexkus AHCKUHE3HATA
(k. TOUKa 4.8).

[Ipv npeMHHaBaHe OT JICYEHHE C APYT JAONAMHHOB arOHUCT KbM PONUHHPON, NIPEAH 3aMo4BaHe Ha
JIe4eHHE ¢ pONHHUPON, TpaOBa Aa ObAAT cieaBaHH NpenoperKUTe Ha IlpuTexarens Ha
pa3pelleHHETO 3a ynoTpeda 3a CnHpaHe Ha JICUEHHETO.

[TonoOHO HA OCTaHANHTE JONMAMHHOBK arOHUCTH, JIEUEHHETO C PONUHUpON TpaOBa aa ce
PeyCTAHOBABA NMOCTENEHHO Ype3 NOHH)XKaBaHE Ha JHEBHATA 032 3a NEPHOA OT €AHa CeaAMMLA (BXK.

ToUKa 4.4).

Ipemunasane om ponunipon purmupanu (¢ nesabasrno ocgoboxcoasane) mabremxu kom Panonep
mabnemxu ¢ YObANCEHO oceoboxcoasare

[TailMeHTHTE MOTAT @ MPEMUHAT BEJHAra OT PONUHUPOA GunMUpanu (¢ He3abaBHO
ocBoboxknapaHe) Tabnerku KkbM Panonep tabneTku ¢ yabDkeRo ocsoboxaapaHe. Jlozara Ha
PanoHep TabneTku ¢ yab/keHO ocBOOOkAaBaHe TpAOBa Na ce Da3zupa Ha odluaTa AHEBHa 1033
ponHHApon GuIMHpaHH (¢ HezabaBHO ocBoOOknaBaHe) TAONETKH, [IpUEMaHa OT NALIUEHTA.
Tabauuara no-goay Noka3ea NpenoprYMTEIHATa J03a Ha PanoHep TabneTku ¢ yabIkeHo
ocBobOXK1aBaHe 32 NAUMEHTH, KOUTO NPEMHHABAT KbM TOBA JICUCHHE OT NIEUECHUE C PONHHUPOI
¢rumHpanu (¢ He3abaBHO 0CBOOOXKaBaHE) TaONETKH:

IIpemunasane om nevenue ¢ ponunupon uimupanu (c vezabasno oceobocoasane) mabnremxu
KoM Panonep mabaemxu ¢ yoviceHo oceobooicoasane

Po;nunpm daamMupanu Panonep TabaeTkH ¢ ﬁmmeno ocBODOXKIaBAHE
(c He3a6aBHO ocBOOOKIABaARE) TabNETKH O6ma gHesHa no3a (mg)
OO0wa nquesHa no3a (mg)
0,75-2,25 2
' 34,5 ) 4 o
L 6 - 6 J |
[ T 75-9 ' g
12 | 12
— 15-18 | T 16
21 ] 20
24 N 24

Cnen npeMuHaBaHe KbM NpHeM Ha PanoHep tabsieTku ¢ yAbKEHO ocBo00KAaBaHe, 103aTa MOXe
na ObJae KopyurupaHa B 3aBUCHUMOCT OT TepaneBTHHHHA OTroBop (BxkK. no-rope “HauanHo

TUTpHpane” ¥ “TepaneBTHYEH peXuM™).

Ilpexpamasane na nevenuemo
BHe3anHoTO nNpeKkpaTABaHE Ha JONaMWHEPruYHOTO JICYEHHE MOXKE [1a JOBEJE 10 PA3BHTHETO HA
HEBPOIECNTHYCH MATTHTHEH CHRAPOM (BXK. TOUKa 4.4).

Ileouampuuna nonyrayus
. YnorpebaTta Ha PanoHep Tabnerkn ¢ yab/pkeHO ocBod0oxAaBaHe He ce NpenopbyBa Npy aeua
}OHOLIM NoA 18 roguHKW Nopany NUnca Ha JaHHH 3a O€30NacHOCT U e(UKACHOCT.
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Cmapuecka év3pacm
[1pn nauueHTH Ha 65 W NOBEYE FOAUHH KJIUPBHCHT HA PONTHHHPOI € HaMaleH ¢ okono 15%.

Brnpeku, ye aganTUpaHe Ha qo3aTa He € HeoDX0AHMO, f103aTa polTHHHpoA TpsaOBa ga Obae
TUTPHpPaHa HHAHWBHAYAIHO C BHUMATENHO HablogaBraHe Ha NOHOCUMOCTTa A0 AOCTUraHe Ha
ONTHMAaJIEH KIHHWYeH OTroeop. [Ipu nauneHTH Ha 75 ¥ noBeye roAHMHH MOXe Aa ce 0OMMCIIH No-
OaBHO TUTPMpaHE B HAYANOTO Ha JICUEHHETO.

bvbpevno yapeacoane

[Tpx naumeHTH ¢ Aeko a0 ymepeHo 6bOpevHO yBpekaaHe (KpeaTHHHHOB KIHPBHC Mexay 30
50 ml/min) ve ce HaOmoAaBa NPpOMAHA B KJIUPBHCA HA PONTHHHAPON, KOSTO NMOKa3Ba He He e
HeOOX0ANMO KOpMIrUpaHe Ha A03aTa NpPH Ta3H NOMmyJaLMs.

Ynorpebara Ha pONHHUPON NIPH NALMEHTH C TeKKO OBOpeUHO yBpekaaHe (KpeaTHHHHOB KIIUPBHC
noxa 30 ml/min), KOUTO HE NpPOBEXAAT PCOOBHA XEMOAHAIH3A HE € NpOoYy4BaHa.

[IpoyuBane 3a ynorpebarta Ha pONHHUPON NPH NAUMEHTH ¢ TEPpMHHAIHA O BOpeyHa HEZOCTATBYHOCT
(MaUMEeHTH HA XeMOJHaln3a) NOKa3Ba, Ye KOPUIrMpaHe Ha R03aTa € HeoOXOaUMMO, KAKTO ClleIBa:
NPeNnOPBbYHTEIHATA HA4AlIHA 1032 PONUHUPOI € 2 mg BeAHBK AHeBHO. TlocnenBauio nopuilapaHe
Ha ao3aTa Tps0OBa a ce OCHOBaBa Ha NOHOCUMOCTTA U eduKacHocTTa. [lpenopbunrenyara
MaKCHMaJlHa J103a POnMBUpon € 18 mg/neH npu nauHeHTH NOLIOKEHH Ha pelOBHA XeMOAHANIM3A.
He ca HeoOX0aUMH JOOBIHUTENHH JO3H CAeA XeMooHaln3a (BxK. TouKa 5.2).

Ha9unH Ha NpHIOKERHE
[TepopanHo npuoxKeHHeE

Panonep Tabnerku ¢ yabmkeHo ocroboxaaBaHe TpAOBa Aa ce NOrAbLIAT LeIH M He TpaOBa aa ce
I'bBYAT, pasTPOLLABAT HIIH Pa3lciIAT.

4.3 IlpoTuBonoxa3zanud

- CepbX4YBCTBHTEIHOCT KbM aKTUBHOTO BELUECTBO MM KbM HAKOE OT NMOMOLIHHTE BELIECTBA,
M30poeHH B ToukKa 6.1.

- Texxo 6L0peyHO yBpekaaHe (KpeaTHHHHOB KNHpBHC < 30 ml/min) 6e3 penornHa
XEeMOMANHK3Aa.

- YepHoapobHo yBpexKaaHe.

4.4 CoeunajHH npeaynpexieHHA H NpeANa3HH MEPKH NpH ynoTpeda

CBHIHBOCT H ClAv4aHn Ha BHC3ANHO 3aCTHBAaHC
PDI'IHHHPOJ] € CBEP3BAH CBC CHH/IMBOCT M CJTYHAH Ha BHE3AIMHO 3aCITHBAHE, NO-CNCLHAIHO PH

nauneHTH ¢ IlapxuHconosa donect. CrobLuaBa ce 3a BHe3anHo 3aClKBaHE N0 BpEME HA W3BBLPLUBaHE
Ha €XeJHEBHH JeHHOCTH, KOUTO B HAKOM CJIy4aH HacTBNBAT 6€3 npeaynpeaAdTe/IHH MPH3HaLUH (BXK.
Touka 4.8). [lannenture Tpabea na 6vaaT HHGOPMHUpPaAHH 3a TOBA U Ja OBbJaT NOCHLBETBAHH 1A
MOAXOXKAAT ¢ BHHMaHHe AOKATO LIOGHUPAT WK padoTAT C MALLIMHH N0 BPEME Ha JIEYEHHETO C
ponuHUpon. [lauHeHTHTE, IPH KOUTO €a ce NOABABATH ChbHNIMBOCT W/WIH €NU301HU Ha BHE3AMHO
3acnMBaHe TpsabBa aa H30ArBat Aa wodupat Wik Aa pabotaTt ¢ MaminHd. Moxe aa ce obcbau
NOHWKABAHE HA J03HPOBKATA MNH NPEYCTAHOBABAHE HA JICUCHHETO.

HcuxuyHH WIH NCUXOTHYHH pPa3CcTPOHCTRA
[launeHTHTE CHC CEPHO3HA NCHXWYHH WIH NMCHXOTHYHH pa3CTPOKCTBa, WAM C aHaMHe3a 32 TaKUBa

pa307poiic*rsa HC Tpﬂﬁﬂﬂ na o6bpar JACKYEaHH C A0MNaMHHOBH alroHHCTH, OCBCH aKO Bb3MOXHHTC
NOJ3H HaJABUUIABAT PHCKOBCTC,
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HapyuieHn kOHTpon Ha UMIYACHTE

[TaumenTure TpAOBa Na ObAAT HabMoAaBaHK PENOBHO 33 Pa3BUTHE HA HAPYIIEHHS B KOHTPOJIA HA
uMmyacure, [launeHTuTe K Te3H, KOMTO ce rpuxKar 3a T4x, Tpabra ga 6baaT nudopMUpanH 3a
Bb3MOXHOCTTA OT NOABA HA CHMIITOMH Ha MOBEAEHYECKH HAPYIUEHHS, CBbP3aHH C KOHTPOIA Ha
HUMITYJICUTE NPH JICYCHHE C NONAMHHOBH arOHUCTH, BKAKYUTENHO Panonep, kaTo naTonornyxa
CKJIOHHOCT KbM Xa3apT, MOBHILUIEHO NHOKUI0, XUNIEPCEeKCYATHOCT, arPeCUBHO NMOBEAEHHE,
KOMITY/ICHBHH Pa3Xx0/JH HJIH Na3apyBaHe, CKIIOHHOCT KbM MPEHKIaAHEe U KOMITYJICHBHO XpaHeHe (Bix.
Touka 4.8). [Ipu pa3ssuTHe Ha TakuBa cUMNTOMM TpsOBa Na ce OOMHMCIIHN NOHUXKABaHE HA A03aT2 WIH
CHOTBETHO NOCTENEHHO NPEKpaTABaHe.

Manus

[TauneHTHTE TPAOBA PEAOBHO 1a ce NPOCAECAABAT 32 pa3BHTHE Ha MaHUA. [TauneHTHTE U
OonHorneaaunre TpadBa Aa 6b0aT HHOOPMHUpPaHH, Ye NMPU MALHEHTH, JEKYBaHH C PONHHHUPOI
CHMIITTOMHTE Ha MaHHs MOTaT J1a ce NOABAT ChC WIH 0e3 CHMNTOMHTE Ha HapylIeH KOHTPO/ Ha
nMmyacHre. Tpsbsa na ce obMHcIH NoHKaBaHe Ha A03aTa/NOCTENEHHO NPEKpaTABAHE Ha
JIEYECHHETO, aKO CE PA3BUAT TAKHBA CHMIITOMH.

HesponenTuyeH MATHIHEH CHHAPOM
IIpH BHe3anHOTO CnupaHe Ha AONAMHHEPrHYHOTO ICUEHHE Ca ONTUCAHH CHMITTOMH, OT KOHTO Ce

npeanosara nogBaTa Ha HEBPOJICTTHYEH MaJIMIHEH CHHAPOM. ETo 3awo e npenoprunrenHo
JICYEHHETO [1a Ce MpeKpaTABa NMOCTerneHHo (BX. Toyka 4.2).

bbp3o_MpeMHHABAHE NPE3 CTOMALIHO-YPEBHHS TPAKT

Tabnerkure Panonep ca cr3nanenn ¢ uen oceoboxaasane Ha JIeKapcTBEHOTO BEILIECTRO B
npoawbKeHHe Ha 24 4aca. I1pu 6bp30 npemuHaBaHe Nnpe3 CTOMALIHO-YpEBHHS TPAKT, MOXE Ja HMa
PHCK OT HEMBJIHO OCBOOOM/IaBaHe Ha NEKAPCTBEHOTO BELUECTBO, H OCTAThLM OT HEro a NMPEMHHAT
B U3NPaAKHEHUATA.

XHUNOTOHUSA

[Tpy nauMEeHTH ¢ TEXKO ChPACUHO-CBHAOBO 3a00nsBaHe (0COGEHO NPH KOPOHAPHA HELOCTATHYHOCT)
CC NpenopbyBa NpocieasBaHe Ha KPLBHOTO Halsraie, 0coOE€HO B HAYAIOTO Ha JIEYEHHETO, NOPAIH
PUCK OT XHITOTOHHKA.

CHHAPOM Ha OTHEMaHe Ha JonaMuHoB aroureT (Dopamine agonist withdrawal syndrome, DAWS
3a DAWS ce cho611aBa npy AonaMHHOBHTE arOHHCTH, BKNIOYHTEHO POTTIMHHPON (BX. TouKa 4.8).
3a J1a ce NPEKPaTH JICYEHHETO NMpH nauMeHTHTe ¢ Gonect Ha Parkinson, ponunnpon Tpa6sa na ce
Hamain (BX. To4ka 4.2). OrpaHu4eHH JaHHH NOKA3BaT, Ye NALMEHTHTE C PasCTPOICTBA B KOHTPOJIa
Ha UMITYJICUTE H TaKMBA, NPHEMALIIY BHCOKa AHEBHA 1033 U/MJIW BUCOKH KYMYJIATHBHH J03H OT
AONaMHUHOBH arOHHCTH, MOXE a ca U3N0XKEHH Ha NO-BHCOK PUCK OT passHTHe Ha DAWS.
CHMNTOMHMTE Ha OTHEMAHE MOXKE J1a BKIIOUBAT anaths, 6e3nokoiicTeo, aenpecus, yMopa,
H3NOTABaHe H D0/IKa, H HE ce NOBAHABAT OT JeBogona. IIpean HaMangBaHETO WIH NPEKpaTABaHE Ha
[pHeMa Ha PONHHHPOJ, NALHEHTHTE TPAOBa na ObAaT HHGOPMHPAHH 32 NOTEHLHATHH CHMITTOMH
Ha oTHeMaHe. [lo BpeMe Ha HaManABaHETO W NPeKpPaTABaHETO Ha MPHEMA Ha JIEKAPCTBOTO,
nauueHTHTe TpAOBa Aa ObAAT BHUMATENHO NpocneasBaHy. B ciyuvait Ha TexKo M3pazeHH Wi
NEPCUCTHPALLH CHMATOMH HA OTHEMaHe, MOXKe J1a Obae 00ChAeHO BpeMEeHHO HOBTOPHO
NPHIOKEHHE Ha PONTHHHPON B Hal-HHCKaTa edeKTHBHA A03a.

XaMOoUHHALHH
XanrUUHALMUTE Ca U3BECTHH KaTo HeXenaHa peakiig Ha JICYSHUETO ¢ AOMAMHHOBH ArOHHCTU U

nesoaona. Ilauventure TpsbBa na GvaatT HHOOPMUpPaHH, Ye € Bb3IMOXKHO J1a Ce NOABAT
XaJOLIMHALIMM,
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[loMOLIIHH BEIIECTBA

Jlakmosa
To3u nekapcTBeH NPOAYKT ChbAbprka NaKkTo3a. [lauMeHTH ¢ pekH HacneACTBEHH NpoOaeMH Ha
HEMNOHOCHUMOCT KbM rajlakTo3a, MbjleH NaKTa3eH AeDHMUMT HIH MI0KO30-ralakTo3Ha Manabcopouua

He TpaOBa n1a MpUEeMAT TO3M JE€KAPCTBEH NPOIYKT.

I'moxko3a (cvcmaska Ha MAIMOOeKCMpuna)
To3U nekapcTBEeH NPOOYKT ChAbLPKA rM10Ko3a. [lallMeHTH ¢ paaKka rmoKO30-rajakTo3Ha

MHJ'IHGCOPGU.HH HE "I‘p}'lﬁﬂﬂ A4 IIpHEMaAT TOBa JICKApPCTBO.

Puyunoeo macno
To3u nexapcTBEH NPOAYKT ChbABbPKA PULIHHOBO MACTIO, KOETO MOXKe Na NPHUHHH CTOMALLHO

HEPA3NOJA0KCHHUC H AHApHAL.

Hampuii |
To3u nekapcTBEH NPOAYKT ChAbpKa No-Masko oT 1 mmol HatpHil (23 mg) Ha TabneTka ¢
 YOABDKEHO 0cBOOOXKIaBaHE, T.€. MOJKE Jla CE€ K&XKE, Ye NMPAKTHYECKH He ChAbLPKa HATPHIA.

4.5 BiauMoaeHcTBHe ¢ APYIH J1eKAPCTBEHA HPOAYKTH B ApYrH dopMu Ha B3aHMoaeHcTBRE
Jieponona ¥ AoMnepuaoH

He e Habmoaasano gpapMakoOKMHETHYHO B3aHUMOACHCTBHE MEXIY POMHHHPON H JIEBOAONA HIIH
OOMIIEPHIIOH, KOETO OW HAJTOXKHUII0 KOPMIMpaHe Ha T03MPOBKATa HAa HAKOE OT JIEKApCTBRATA.

Hesponentuiuy W APYry LEHTPANHO AeHCTBALLM JONAMHUHOBH AHTArOHHCTH

Hesponentuire W ApyrH UEHTPATTHO aKTHBHH JIONAMHHOBH aHTarOHHUCTH KaTO CYJINUPHA WIH
- METOKJIOTIPAMK]I MOTAT 12 HAMAJAT €QUKACHOCTTa Ha pOITHHUPO K 3aTOBa €IHOBPEMEHHATA
yrnorpeba Ha Te3W nekapcTBa TpsAOBa na ce W3bATBa.

EcTporenu

[ToBHLIEHN M1a3MeHH KOHLIEHTPAaLMHY Ha POIMHHMPON ¢a Ha0MIoAaBaHH MPH NALUEHTH, JIEKYBAHH ¢
BHCOKH A03H €CTpOreH. IIpu nauMeHTH Ha XOpMOHO-3aMECTHTEITHA TEPATNUS JICYEHHETO C
PONMHUPON MOXE Aa 3anoyHe no oOuYaiHug HauuH. ODaue, ako XOPMOHO-3aMeCTHTETHATA
TepanHa 6ble CrpsHa WK BEBEACHA [0 BPEME HA JICYEHUETO C PONMUHHPOI, MOXKE Ja CE HAJIOKH
KOpHMrHpaHe Ha JO03UPOBKaTa Ha PONHHHPON B CHOTBETCTBUE ¢ KIIMHUYHOTO NMOBJIMABAHE.

CYP 1A2 nuxuburopu

Ponuuupon ce Merabonnsnpa OCHOBHO upe3 U3oeH3HM uutoxpom P450 CYP 1A2.
DapMakOKBHHETHYHO NMPOYUYBAHE {C pONHHUPON GUIMUpaHH (¢ He3abaBHO OCBRODOKaBaAHE)
TaONETKH OT 2 mg, TPH MLTH AHEBHO) NpHU nauueHTH ¢ [lapkHHcOHOBa DoecT NoKa3ea, ye
LUnpogaokcauuH ysennyaBa Cnax 4 AUC Ha ponuHHpon ¢cboTBeTHO ¢ 60 % 1 84 %, ¢
MOTEHLIMANEH PHCK OT HexXenaHu peakumu. OT TOBa cjieBa, Y€ NPH NALLMEHTH, KOUTO Be4e NpHEMAT
POTTHHHPON, MOXKE Ja C€ OKaXxe HeoOX0aAMMO A03HPOBKATA J1a C€ KOPHUIMpa, B clyyai ue ce 3anousa
HJIH CTIMpA JICYEHHUE C JIEKAPCTBA, 3a KOUTO ce 3Hae, ye HHXuOMpaT CYP 1A2 kato

nunpodnokcaldH, eHOKCaALUHH WiH (J1yBOKCAMHH.

B npoy4Bane npu naumeHTH ¢ ITapkrucoHoBa 6onect Ha PapMAKOKMHETHYHHTE B3aMMOACACTBHS
Ha porHHUpon (¢ ponuHupon ¢puwimupany (¢ HezabaBHO ocBobOXKaaBaHe) TabNeTKH OT 2 mg, TpH
MbTH AHEBHO) H TeOPHNHH, kaTo cybeTpaTr Ha CYP 1 A2, He ca HaGnoaaraHH NpOMeHH BLB
¢papMaKOKHHETHKATa HUTO Ha POTIMHHPOJ, HUTO Ha TeOdHIHH.

AHTArOHHUCTH Ha BUTAMMH K
[Ipy nauKeHTH, npHeMaily KOMOHHALIHA OT AHTArOHHUCT HA BUTaMUH K M ponuHHpOn, ca
cpodLaraHu ciydau Ha nucbananc B INR. Uma ocHoBaHMA 3a noBHlleH KIHHMYEH H ODHONO

HaI30p.
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TroTIOHONYIEHE
HaeecTHO €, ye TroTrIoHOmyweHeTo HHAyLuHpa CYP 1A2 merabonusma, nopaau ToBa, ako
NaUHEHTHT 3aM0YBA WIH CITHUPA TIOTIOHOMYILCHE MO BPEME HA JIEUEHHETO C POINIHHHPOJT, MOXKE J1a Ce

HaJ1OKH afaliITHpaHc Ha 403arta.

4.6 DepTHINTET, OPEeMEHHOCT A KhPMeEHe

bpeMeHHOCT
Hsma gaHHu 3a ynorpebaTa Ha ponUHHPOS MO BpeMe Ha 6PEMEHHOCT. KoHueHrpauunTe Ha

PONTHHHPOJ MOraT MOCTENEHHO Aa C€ YBEJAWYARaT IO BpeMe Ha OpeMeHHOCT (BXK. Touka 5.2).

H3nuTBaHUA BLPXY XKHBOTHH Ca OKA3a/IH pENpOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). Thi kato
MOTCHUHAIHUAT PHCK 34 XOPaT4 HE € U3BECTEH, NPpenopbyuBa ¢€ POMHUHAPOI [1a HE Ce NPHJIara Mo
BpeME Ha OpeMEeHHOCT, OCBEH ako NOTEHLUAJIHATA NOJ13a 3a NalMEHTa NPEBULIABA NOTEHLHAIHUA
PHCK 3a IJ101a.

KbpMeHe
Jloka3zaHo €, e BEWECTBA, CBbP3aHH C POITUHHPOII, C€ NTPEHACAT B MIAKOTO HAa JAaKTHPaLUH

neXoBe. He € U3BeCTHO Qv POIMMHAHHPOI H HEeITOBHTEC MeTaboNuTy ce CKCKPCTHPAT B KbpMara. He
MOXKC Ad CC H3KNHOYH pHUCK 34 KbDMAYCTO. PDI'IHHHPOH HE Tpnﬁna Aa C€ Ipyujiara 1no BpemMe Ha
KbPDMCHC, TbH KATO MOKE J1a NMOTHCHE 1aKTALUUATA.

DepTHIANUTET

Hsama nanHu 3a BIHAHKETO Ha pONMHHHpON BLpXY depTUanTeTa NpH Xopa. ITpu npoyuBaHus
OTHOCHO (PEPTHIIMTETA MPH IUTHXOBE OT KEHCKH NoN ce HabntoaaeaT eQeKTH BEpXY
MMILIAaHTALMATA, HO He ce Habnoaaeat epeKTH Bbpxy PepTHAHTETA MPH TUTBXOBE OT MBXXKH MO

(BX. TOUKa 5.3).
4.7 EdexTn BbpXY cnocobHOCTTA 32 modupaHe B paboTa ¢ MAILIHAH

[TauneHTHTE, NJEKYBAHH C PONMMHHPON, NMPH KOKUTO C€ NOABAT XATIOLHHALMH, CHHAHBOCT WHIH
€N130JH Ha BHE3aNHOo 3acnHBaHe, TpAOBa 1a ObAaT MOCHBETBAHH A4 C€ BB3ObPXKAT OT WIOPUpPaHE
HJIM OT AEHHOCTH, NPH KOUTO HapyllaBaHe HA BHUMAHHETO MOXE 13 NOCTABH TAX CAMMTE WK
APYTH XOpa B PHCK OT CEPHO3HO HapaHABaHEe WiIH CMbPT (Hanp. paboTta ¢ MallMKH), IOKATO
CLHJIWBOCTTa H NOBTaPSALIHTE C€ €NH30AX HA BHE3AIHO 3acnMBaHe He 6vaaT npeonoieHH (Bx.
TOUuKa 4.4).

4.8 HexenaHn NexKapcTBeHH peaknHH

Hexenanure 1ekapCTBEHH peakLud ca U36pOeHH 1o-101y Nno CUCTEMH M OPraHH M O 4E€CTOTA.
[losicHeHO € 1anu HeXENAHUTE PeakLiMM ca ChboOLIABAHK N0 BPEME Ha KIIHHHYHHTE H3NHTBAHHA
KaTO MOHOTEpaNU WiH KaTo KOMOWHHpaHa Teparnud ¢ JIeBoJONa.

Hexxenanure peakuuu ca AeHHUPaAHY NO YeCTOTa KAaTo: MHOTO YecTH (> 1/10), uectu (> 1/100 no
< 1/10), neuectn (> 1/1 000 go < 1/100), peaxu (= 1/10 000 no < 1/1 000), MHOrO peaku

(< 1/10 000), c Hen3BecTHA YecTOTa (OT HATHYHHUTE JaHHH HE MOXKe Ja Ob/ie HaNpaBeHa OLieHKa Ha
4yecToTarTa).

BB BcAKka rpyrna 1o 4eCToTa HEKCIAHHUTC PEAKLIHU Ca NMPEACTABCHH O pena Ha HaMaJlisBatla
TECHKCCT.

CneannTe HexenaHH peaklMy ca cboONIABAHK KAKTO B KIWHHYHH U3NUTBAHWA NPH NaLMEHTH C
bonect Ha [lapkHHCOH, MpHeMalLlK PpOTHHUPON TAONETKH ¢ YABHKEHO 0CBOOOXKAaBaHE WU
¢uimupanH (¢ He3abaBHO ocBoOOkaaBaHe) TabaeTKH B A03H A0 24 mg AHEBHO, TAKA H B
NOCTMAPKETHHIOBH CHOOLLIEHUA:
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I1pn MmoHOTEpanna Ipr koMOuHHpaHA Tepanus

Hapyweuuﬁ HA UMYHHAamMd Cucmema

Peakuun Ha CBpbX4YYBCTBHTEIHOCT { BKJIFOYMTENHO YPTHKAPHS,

C HeuzBeCcTHA YeCcToTAa
| aHrnoeaeM, cOpHB, NPypHTYC)

HHcuxuunu napyuenus

XanmouHHalMH

YectH |
OObpKkaHoCT

[IcHXOTHYHH peakuuH (OCBEH XAMOUMHALMK) BKI. AC/IUDHYM,
ACTIO3UA, NApaHOos

HapylueH kOHTpoOn Ha UMIIYJIca: MATONONHYHA CTPACT KbM
Xa3apT, NOBHLLIEHO THOUI0, XHMEPCEKCYANHOCT, arpecHs,
KOMITYJICHBHO XapveHe WIH KyMmyBaHe, OOWITHO XpaHEHEe WK
KOMINYJICHBHO XpaHEHe MOTaT ja Bb3HHKHAT NMPH NMalHeHTH,
C HeM3BeCTHA 4eCTOTa | NeKyBaHM ¢ JONAMHHOBU ArOHACTH BKJIOUHTENIHO PONHHUPOIT
(BXK.TOYKA 4.4) r

Heyectn

Manns (Bx. Touka 4.4), arpecus’', CHHAPOM Ha NONaMHHOBA

| Ancperynais L
Hapywenun na nepgnama cucmema
MHoro yecTu ChLHJIHBOCT, CHHKOI CbHIMBOCT?, AUCKMHE3uA®
Yectu 3aMasgHOCT (BICTHOUHUTEIHO BEPTUIO), BHE3ANMHO 3aCMUBAHE
Heuectu [IpekoMepHa CHHIHBOCT MNpe3 AeHA
Cs008u HApPYEH I
y OptocraTHyHa XUNOTOHMH,
¢CTh | XMIOTOHHA
OprocTaTH4Ha XHINOTOHUA

Hevectn ’

i XHMIMOTOHHUS _ _
Pecnupamopnu, 2peOnu 4 MeOUGCMUuHQIHU HAPYUIEHUR
Heuectn l XBb/LaHe I
Cmomauno-ypesnu HapyueHus
MHoro yectu anene I "anene?

L L *

Banelc, KHCCIIHHH B CTOMAaxa
|

Yectu
[loeprbiliane, Oonka B KopeMa

Xenamobwiuapnu Hapyiuenun

Peakuuu ot CTpaHa H4 YCPHHA IIPOG, rmaBHO NOBHUICHHA

C HeW3BeCTHA YeCTOTA
HEPHD,EEPOGHH eH3UMHHU MMOKa3aTeNN

Hapywenus na sv3npouseooumennama cucmema u 2epoama

C Hewn3BecTHa yecTOTa l CRoHTaHHa €PEKLMA Ha NMEHHUCA
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Obwu napyutenus u eghexmu Ha MACIMOMO HQ RPUIOICEHUE

!

[lepudepen oTok

Yectn
OToOK Ha KpakaTa

CHHﬂpGM Ha OTHCMAHC Ha AONAMHHOB arOHUCT, BKJIKOYHTEITHO

allaTHA, TPCBOXKHOCT, ICTIPpCCHA, YMOpa, H3NOTABAHE H bonka’.

' Arpechs € CBbp3aHa ¢ NCHXOTHYHH PEAKLIMK ¥ KOMITYJICHBHH CHMIITOMH.

2 CLHAMBOCT € ¢hOOIAaBaHa MHOTO YECTO B KIHHHYHH H3MHTBaHHA ¢ 1o0aBbuna Tepanua ¢ GopMH
¢ He3abaBHO ocBOOOXKIaBaHE U YECTO B IWIHHUYHHW H3MATBAHHA ¢ JobaBbuHA Tepanusa ¢ GOPMH C
YABIKEHO OCBOOOXKAaBaHE,

3 Mpw nauveHTH ¢ HanpeaHana 6onect Ha [TapKHHCOH, AMCKMHE3MH MOXKE Na Bb3HUKHAT 1O BPEME
Ha MMbPBOHAYANHOTO THTPHpPaHe Ha POMUHHPOJ. KNHHHYHH U3NMTBaHUA NOKA3BAT, Y€
NMOHIKABAaHETO HA A03aT4 Ha JIEBOAONA MOXKE Ja NoAoOPH AUCKMHE3nATa (BXK.TOYKa 4.2).

* TageHe e cLOOLABAHO MHOIO YECTO B KJIMHWYHH M3NHTBaHKA ¢ 100aBbYHa Tepanus ¢ GopMH ¢
He3a0aBHO OCBOO0XKaBAHE ¥ YECTO B KIIMHHYHH W3NMHTBAHKA ¢ A00aBbuHa Tepanus ¢ GOPMH C
YOBIDKEHO OCBOOO)K1aBaHE. |

>Morar ia HaCTBIAT HEBHIATEIHH HEXEIAHH PEAKLIMH MPH NMOHKWKABAHE Ha 103aTa WIH
pEKpaTABaHe Ha NPHEMAa Ha JONAMWHOBH arOHHUCTH, BKIIOYHUTETHO W HA POTIMHHUPO]

(BX. TOuKa 4.4)

C HeM3BecTHa 4ecToTa

CrobluaBpaHe Ha NMOAO3NPAHU HEXKENaHH peakLIuK

CroDdmaBaHeTo Ha NOAO3UPAHH HEXENAHH PEAKLIMH CE pa3pelllaBaHe 3a ynorpeba Ha
JIeKapCTBEHHUA NPOIYKT € BaXXHO. ToBa No3BoNABa Aa NPOABLIDKH HAOMIOAEHHETO Ha
CBLOTHOLLIEHHETO NOJ3a/PHUCK 32 JIEKAPCTBEHHA NPOAYKT. OT MEAHLMHCKHTE CrEeHATIHCTH Ce
M3UCKBA J1a CbOOLIABAT BCAKA NMOAO3HPAHA HEXKEJaHA peaKkuns upe3 ManbaHuTenHa areduus no
nekapcereara, yi. ,.Jlamss I'pyes” Ne 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 [lpeao3npane

CuMnTOMUTE NPU NpeNO3HpaHe HA PONHHUPOS Ca CBBP3aHKU € I0NaMHHEPrHYHATa My aKTHUBHOCT.
Te3u cumnroMH Morar Aa ce odbnexkvaT ¢ NOAXOAALLQ JIEUSHHE C AOTTAMHHOBH aHTArOHUCTH KAToO
HEBPOJIENTHLH WIH METOKJIONpaMHuJI.

5. @®APMAKOJIOTWYHH CBOUCTBA
51 dapMakoaIHHAMRYHH CBOHCTBA

MapMakoTepaneBTHHHA IPyna: AONIaMHHEPIrHYE€H areHT, IoONaMHHOB aroHMUCT.
ATC kon: NOABC04.

MexaHu3bM Ha ACHCTBUE
Ponunupon e Heepronuuos D2/D3 nonaMHHOB aroHUCT, KOWTO CTUMYJIMpa NONAMHHOBUTE

PELENTOPH B CTPHATYMA.

Ponuuupon obnekyapa HEOCTHra Ha JOTIAMHH, ¢ KOMUTO ce XapakTepH3kpa 0o/1ecTTa Ha
ITapxHHCOH, KaTO CTHMYJIHpa A0ONAMUHOBUTE pPeLENTOPH B CTPHATYMa.

Ponunupon aeiicrea B Xunoranamyca U Xunogusara Kato MHXHOMpa CEKpELIMATA Ha NMPOJIAKTHH.

KnuuuyHa epruKacHOCT
Tpuaecer M WeCT CEAMHUYHO, ABOHHO-CJIANO, TPHCTEIIEHHO KPBCTOCAHO W3NWTBAHE, NPOBE/E
161 maumenTy ¢ ODonecrra Ha [lapkHCOH B paHHa (aza, € NoKa3ajlo, Ye MOHOTepanuaTa ¢
PONHHHUPONA TADJETKH ¢ YABKEHO OCBOOOXKAaBaHe € C HE NO-MasKa e(pHKAaCHOCT B CpaBHE
pONHHHPON pUIMUpaHH (¢ He3abaBHO ocBoOOXKAaBaHe) TaONETKH NO OTHOLIEHHWE Ha MBPB
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KpanHa TOYKA - pa3/IMKH B ICYEHHETO NPH NPOMAHA OT HavalHuTe ¢cToiHocTH B Unified
Parkinson’s Disease Rating Scale (UPDRS) asurarenes ckop (yCTaHOBEHa € 3-CTeNeHHa rpaHuLa
Ha He no-Hucka 3Ha4MMoCT no UPDRS asurarenen ckop). Kopurupanara cpenHa paznuka mexay
PONUHHPON TAONETKH € YABIKEHO 0CBODOXKAABAHE H PONHHUPON PUIMHpaHH (¢ HE3aDABHO

- ocBoDOXKAaBaHe) TabIETKH B KpaiiHaTa Touka Ha u3nuTBaHeTo € 6una -0,7 nyHkra (95 % Cl: [-

1,51; 0,10], p = 0,0842).

Cnen npemuHaBaHe 3a €1Ha HOLY Ha CXO/1Ha 1033 OT aNTepHAaTHBHATA TabaeTHa GopMa He e
HaOnmoAaBaHa paznyka B npoduna Ha HeXenaHnTe CbOUTHA M NPH NO-MaKo OT 3 % OT nalueHTHTE
e Ousia HeoOXoANMa KOpPEeKLIMS Ha 03aTa (BCHYKH A030BH KOPEKUHH Ca MOBHLIEHHA C €IHO A030BO
HHBO. [Ipy HUTO €AMH NaUHEHT He ce € HAJIOKWIO HaMaJIABaHE Ha i03aTa).

JBanecer ¥ YETHPH CEAMHMUYHO, ABOHHO-CAANO, MIALED0-KOHTPOJIMPAHO, NAPANENHO-TPYIIOBO
H3MHUTBAHE, HA PONTHHHPOJ1 TabNETKH ¢ YABIAKEHO OCBODOOKAaBaHe NMpH NALMEHTH ¢ 601ecTTa Ha
[TapkHHCOH, NpH KOKTO HE € MOCTUIHAT ONTHMANEH KOHTPOJI C JIEBOJIONA, € NMOKA3al10 KIHHHYHO H
CTaTHCTHYECKH 3HA4YKMO MPEBB3IXOACTBO Hal Mnailebo no oTHOLIEHHE HAa MbPBUYHATA KpaitHa
TOYKa - MPOMAHA OT HAYATHUTE CTORHOCTH BBB BpeMeTo Ha 6SoabpceTBane "off" (kopurupana
cpeaHa paikKa B jiedeHHeto -1,7 uaca (95 % CI: [-2,34; -1,09], p < 0,0001). Te3n pe3yntatH ca
NOTBbLPACHH OT BTOPUYHH NAPAMETPH Ha €PHKAcHOCT MPOMAHA OT HAYATHOTO HHBO B 00LIOTO
speMe Ha Doaepcteane "on” (+1,7 uaca (95 % CI: [1,06; 2,33], p <0,0001) u obioro BpeMe Ha
boaspcTBane "on" 6€3 obe3nokouTenHn auckuresnu (+1,5 yaca (95 % CI: [0,85; 2,13], p <0,0001).
BaxxHo e fa ce noaueprae, ve He € HabnoaaBaHO NOBKLIABAHE OT HAYAIHUTE CTOMHOCTH B O01IOTO
BpeMe Ha boabpcTBaHe "on” ¢ 006€3NOKOHTENHH IUCKMHEIUH, HHTO MO JaHHUTE OT AHEBHHUTE KapTH,
HUTO No napameTpure oT UPDRS.

[TpoyuBanus Ha edeKkTa Ha POMUHHPO BLPXY ChPAEYHATA PENOIAPH3ALIUS

[1pu obcroitHo npoyusane Ha QT uHTEpBana npoBeAEHO NPH 3ApaBH AOOPOBOLM - MBKE H HKEHH,
nonyyasawiy 1034 ot 0,5 mg, 1 mg, 2 mg u 4 mg ponuHupon GpuiMHpaHH (¢ He3abaBHO
ocBOOOXKAaBaHe) TaONETKH BEAHDBXK AHEBHO NOKa3BaT MaKCUMaNiHO HapacTBaHe Ha QT uHTepBana
npu ao3a ot 1 mg ¢ 3,46 MunucexyHau (NpudaM3HMTENIHA CTOMHOCT) B CpaBHeHHE ¢ manebo.
['OpHaTa rpaHHLIa Ha €AHOCTPaHHHS 95 %-0B JOBEPUTENIEH UHTEPBAJI 3a HaH-BUCOKHSA CpeJIeH
edekT e no-Masnko ot 7,5 Munucekynan. EQeKThT OT pONHRUPOJI NPH NMO-BHCOKH 03U HE €
OLEHABAH CUCTEMATUUHO. |

Hanuunure gaHHn ot 3aapaboueHoTo npoyusane Ha QT HHTEpBana He NOKAa3BAT PUCK OT
yabxasaHe Ha QT uHrepBana npu g03M Ha ponuHKupon no 4 mg/aeH. Puck ot yabpkasade Ha QT
HHTEPBANIa HE € H3KMIOUEH, ThH KaTo 3aabhboueHo QT npoyusane npu Ao3u 10 24 mg/neH He e

[POBEXAAHO.

5.2 @apMAKOKHHETHYHH CBOMHCTBA

Abcopbuus
broHanuuHocrTa Ha ponuHUpon e npubausurtento 50 % (36 —- 57 %). Cnex nepopanHo
NPUIIOKEHHE Ha PONTHHHPOJ TabNETKH ¢ YARDKEHO OcBOOOMIaBaHE TIIA3MEHHTE MY KOHLICHTPALIUH

ce noBUllaBaT HaBHO CHC CPEAHO BpeMe 10 AocTHraHe Ha Cpax MeXIy 6 M 10 uaca.

{Ipy mpoy4yBaHHa 32 YCTAHOBABAHE Ha PAaBHOBECHHTE KOHLIEHTPAUHH NMpH 25 naunenTa ¢ 6onect Ha
[lapxuHCcon, nonayyapay 12 mg ponHHKpoa TabneTku ¢ yABIKEHO OCBOOOKAABAHE BEAHBX
JAHEBHO, HoraTraTta Ha Ma3HHHH XpaHa NOBULIABA CUCTEMHATA €KCMO3HLMA HA POITHHUPOJ, KAKTO €
nokasaHo ¢b¢ cpeaHo 20 % B HupaTa Ha AUC u cpeaHo ¢ 44 % Chnax. Tmax € 6110 330aBeHO ¢

3,0 vaca. Obaye, Te3n NPOMEHH € MAJIKO BEPOATHO Ja 6bAaT KIWMHUYHO 3HAYMMH (HATP.
YBEHYABAHE HA YECTOTa Ha HEXXENIAHUTE PeakUMH).

CucreMHaTa €KCMO3MLIMA Ha PONTHHUPOJI € CPABHUMA 32 PONTHHHPO/ TaONETKH ¢ YIBIDKEHO
ocB0DOXKAaBaHE H PONTHHHPOA dUAMHpaHU (¢ He3abaBHO OcBOOOXKAaBaHe) TabNeTKH, NpH

Chlla AHCBHA O03a.
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PasnpeneneHue
CTeneHTa Ha CBLP3BAaHE HA POIIMHUPOJ C IUTa3MEHUTE NPOTEHHH e HHCKO (10 - 40 %). CbhoTBeTHO
Ha BUCOKAaTa CH JTUMOQUIHOCT, POITMHUPOJ 1TI0Ka3Ba rojiaM 00eM Ha pasnpeneiieHHe

(npubnusutento 7 I/kg).

buoTpancdopmanus
Ponunupon ce metabonnsupa rnasHo ot CYP1A2 u MmeTabonuTute My ce eKCKPETHPAT OCHOBHO C

yprHarta, OCHOBHHAT MeTabonHT € Haii-manko 100 nbTH no-cnabo akTHBEH OT pONHHHUPO.N NMPH
’KHBOTHHCKH MOJENIM Ha J0NAMHHEPru4HaTa QyHKIHs.

EnuMuHUpaHe
PONUHHUPON ce U3YUCTBA OT CHCTEMHOTO KpbBOOOpallleHHe CbC CpelieH eNMMHHALIHOHEH

MONYKHBOT NMpUONU3IUTENHO 6 Yaca. YBennueHHeTo Ha cUcTeMHATa eKCNO3HUMA (Ciax U AUC) Ha
PONHHUPON € NPHOIHINTENHO NMPONOPLMOHATIHO B PAMKHTE Ha TepaneBTHYHHA N030B AMana3oH. He
ca HabMOKaBaHH MPOMEHH B NEPOPATHUA KIIMPBHC Ha POMHHHUPON CJiel €HOKPaTHO H
MHOTOKPAaTHO AEPOpPAHO NpUnoxenHe. Habnionasany ca ronemMu HHANBHUIYaTHHM Pa3ivKH BbB
dapMakOKHHETHYHHTE napaMeTpu. Cnen peaoBHO NMPHIOXKEHHE HA POMTHHUPON TaONeTKH ¢
YABIDKEHO OCBOOOKAaBAHE HHAMBUAYANHATA BAPHAOHITHOCT Ha Crax € MexAy 30 % U 55 % 1 Ha
AUC e mexay 40 % u 70 %.

buOpeuHo yBpexkaHe
He e nabmonasaHa npomsiHa BbB papMaKOKHHETHYHHTE MApaMETPy Ha PONMHUPOJT TIPH NMAHMEHTH
¢ bonecr Ha [TapKHHCOH C N1€KO A0 yMepeHO TeXKO ObOpeyHO yBpexaaHe.

I1pn nauMeHTH ¢ TepMHHanHa 6pOpeyHa HeAOCTaTHYHOCT NOAJIOKEHH HA PEIOBHA XEMOAMATH3A,
NEpOpaNHUs KIIMPBHC Ha POMTHHHPOI € NoHkKeH Ao okono 30 %. IlepopanHus KIHpBbKC Ha
MetabonuTuTe SKF-104557 n SKF-89124 cbino e HamaneH ¢ okono 80 % u 60 %, ¢bOTBETHO.
CnenoBareHo, NPENOPLUYUTENHATA MAKCHMAJTHA 1032 € orpaHHyeHa 10 18 mg/neH npu Te3w
nauMeHTH ¢ 6onect Ha [lapkuHcoH (BX. Touka 4.2).

bpeMeHHOCT
IIpeanonara ce, ye PU3HONIOTHUHHTE MPOMEHH B OPEMEHHOCTTA (BKIIOUKTEIHO HAMANICHATA

akTHBHOCT Ha CYP1A2) nocTeEneHHO BOAAT 0 NOBULIEHA CUCTEMHA €KCMO3HIIUA HA POTTHHHPON
NpH Maikarta (B, To4YKa 4.6).

5.3 IlpeakIUHHYHH AaHHH 32 Ge30nacCHOCT

PenipoyKTHBHA TOKCHYHOCT
B npoyuBaHusa OTHOCHO GEPTHIIUTETA NPH KEHCKM TUTHbXOBE ca HabnioaasaHu eekTH BbpXy

UMIUIAHTaLUKATA, Ab/DKALLHK C€ Ha MPONAKTHH-TOHWKABALLUA epeKT Ha ponuHupon. Tpabea 1a ce
oTOenexy, 4e NpoJaKTHHET HE € OT ChIIECTBEHO 3HAYEHHE 332 MMIUIAHTHPAHETO MPH XOpa.

I1punoxkeHnero Ha pONHHHPO NpH OPEMEHHH ITLXOBE, B TOKCHYHH 3a MafikaTa A03H, € JOBeIO A0
HaMmaJlEHHe Ha TeJIeCHaTa Maca Ha rutoda npH ao3a 60 mg/kg/aen (npu isxose NPUOIH3IHTEHO

2 nbTH no-BHcoka cpeaHa AUC npu MakcMMaliHaTa npenopwsYHMTeNHa N03a npH xopa (MRHD)),
yBEJIHYEHA CMBPTHOCT Ha 1oaa npH ao03a 90 mg/kg/nen (npubnuzurento 3 myty no-eucoka AUC
npu MRHD) n mandopmannu Ha npbetute npu ao3a 150 mg/kg/nen (npubnusurenyo 5 nuTH no-
sucoka AUC npy MRHD). [1pu no3a ot 120 mg/kg/nen (npubansurento 4 nutv no-sucoka AUC
npu MRHD) He e HabmonasaH TepaToredeH edekT MpH NILXOBE, & ChIIO TAKA HAMA JAHHH 34
Bb3JICHCTBHE NO BPEME HA OPraHOreHe3aTa NpH 3ailid, KOraTo ce npuiara CaMOoCTOSTENHO B 1032
20 mg/kg (9,5 meTH Haa cpeaHaTta Cmax Tp MRHD). Brnpeku ToBa, ponunvpon npu ao3a
10 mg/kg (4,8 nbTH Haa cpeanata Cmax npu xopa npy MRHD), npunaran Ha 3aiiuu B KoM
C nepopanHa L-aona, BOAH A0 NMO-BHCOKA 4ECTOTa U TEKECT Ha MAI(POPMALIUHA B NIPHCTHTE
oTkonkoTo L-dopa caMocTosaTenHo.
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ToKCHKONOrUs |

TOKCHKONOrHUHHUST NpoPWI MO NPUHLIMI CE OMNpenens oT $papMaKONOrHYHOTO ACHCTBHE Ha
PONHHUPOI: MPOMEHH B NOBEACHUETO, XHNONPONAKTHHEMHS, NOHHKaBaHe HAa KPLBHOTO HasAraHe W
CbpAeYHaTa YeCTOTa, [TT03a U CIoHooTAEAARe. CaMOo NpH MIIbX anduHoC e HabaoaaBaHa
AereHepallis Ha PpeTUHATA NP ABIFOCPOYHO NMPoyYvBaHe NpPH Haii-BucokaTa no3a (50 mg/kg/nen),
BEPOSTHO CBbP3aHa ¢ YBEJIMUEHA EKCIIO3HLUMA HA CBETIHHA.

I eHOTOKCHYHOCT
B nopeanna ot oOn4aiiH1 W3CaeaABaHHUA in Vitro n in vivo He e Hab/i1aBaHa FeHOTOKCHYHOCT.

KapLHHOreHHOCT .

B npoBeneHy ABYroAHIIIHA NPOYUBaHWA ¢ 034 a0 50 mg/kg/neH npy MHULLKH H TUTbXOBE HE €
YCTAHOBEH KapLpHoreHeH edekT npy MHWKKTE. [Ipy mabnxoBete, €AIMHCTBEHATE CBbP3aHH C
NIEKApCTBOTO JIE3HUH Ca XHNEPIUIa3ug Ha JIalauroBure KNE€TKH U aICHOM B TECTHCHTE B PE3YITAT HA
XHUMONPONAKTHHEMHYHHA €PEKT Ha ponHHHPON. CyUTa ¢e, Y€ TE3M 1€3UH ¢a BUAOBOCIICLMPUIHN H
HE MPECTABIABAT PHCK 10 OTHOLUEHHE HA KJIHWHHMHATA ynoTpeba Ha pONUHHPOL.

dapmakonorua Ha 6eszonacHocTTa

In vitro npoyuBaHUa NoKa3ear, 4e ponuHupon uuxubupa hERG-meguunpanure noroun. ICss € 5-
'bTH NO-BHCOKA OT OYAKBAHATa MAaKCHMaJlHa I1a3MEHA KOHLUECHTpaLUs NPH NaLHEHTH JEKYBaHM C
Hal-BUCOKHTE MpenopbyBani 1031 (24 mg/aeH), BHXKTE To4YKa J.1.

6. GOAPMAHEBTUYHH JAHHH

6.1 CnHCBbK HA ROMOIIHATE BEMIECTBA
Xunpomenosa

Kpockapmenosa HaTpui

ManTtonekCTpHuH (CABbpKa raKo3a)

JlakTo3a MOHOXUApAT

XHAPOTr€HHPAHO PULIMHOBO Macno

KonouaeH 6€3B011¢H CWIHLIHEB ANOKCHA
Marneauep cTeapart '
ITuemenmna cmec:

Yepeen xeneszeH okcua (E172)

Kunt kenesen oxkcua (E172)

JlakTO3a MOHOXHApAT

Yepen xeneseH okeua (E172) (camo npu Panonep 4 mg u 8 mg)
6.2 HecnLBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na rognocrt

2 rOAUHH

6.4 Cneunajnn yc/10BH HA ChXpAHEHHE
Ja ce cbxpansea noa 30°C.

6.5 BuaH cbABPKAHHE HA ONIAKOBKATA

Buooee onaxoexi:
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OnakoBkH oT 21, 28, 30, 42, 56, 84 n 90 TabaeTku ¢ yabvmkeHo ocsoboxaaBane B Gnucrepu
(ayMHHHIA/ANYMHHMWIA) |

He BcHukn BHAOBE ONAKOBKH MOraT aa ObaaT IMycHaTH Ha rasapa.
6.6 Chneunannu NpeANa3HH MEPKH NPH HIXBLPJASHE U padoTta

Heun3non3saHUAT NEKapCTBEH NMPOAYKT WIH OTNAaXbYHHTE MaTepHallu OT Hero Tpadpa aa ce
M3XBBPJIAT B CHOTBETCTBHE ¢ MECTHUTE U3HCKBAHHA.

7. NMPUTEXATEJ HA PA3PEHIEHHETO 3A YIIOTPEEA

Teva B.V.
Swensweg 3

2031 GA Haarlem
Huaepnanaus

8. HOMEP HA PAZPENIEHHUETO 3A YIIOTPEBA
2 mg - Per. No 20120231

4 mg - Per. Ne 20120233
8 mg - Per. Ne 20120235

9. JAATA HA ITHbPBO PAZPEILUABAHE/TIOAHOBSABAHE HA PABPELIEHHETO 3A
YITIOTPEBA

Hara na nbpso paspelnapane: 04.05.2012 r.
JiaTa Ha nocneano noauosaBaHe: 27.04.2017 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

27.05.2026
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