M3NLARUTENHA ATEHUNS N0 JIEKAPCTBATA
Kparnka xapaxmepucmuxa Ha npodyxma - Mpunoxenue 1
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KPATKA XAPAKTEPUCTHKA HA NIPOAYKTA

1. Hme Ha JexapcTBeHHS IPOAYKT

PK-MERZ 100 mg film-coated tablets
IIK-Mepu 100 mg bunmupana TabneTku

2. KavecTBeH H KOJHYECTBEH CHLCTAB
1 TabneTka puaMHpaHa CBABPXKA: AMaHTaguHOB cyiadat (Amantadine sulphate) 100 mg
3a IBJIHHA CIHCHK Ha IIOMOIIHYUTE BEINECTRA, BXK TO9Ka 6.1.

3. JlekaperBena dopma
OuiIMupaHa TadJeTKa

4, KIHHNYHHA JaHHH

4.1 TepaneBTHYHH MOKA3ZAHAA

[lapkuHcOoHOB cHHApOM: JedeHue cumnromMuTe npu bomect Ha IlapkuHcoH Karto
CKOBAHOCT, TPEMOD, XUIIOKUHE3H U aKMHE3U 4.

ExcrpanupaMuIHU HeXelaHU JIEKAPCTBEHW PEaKIHH TIPH HEBPOJENTHIM H APYrd
NPOOYKTH ¢ INoH0o0eH HAYMH Ha JCHCTBHE, KaTO paHHA JUCKHHE3Wd, aKUHE3Hd |
NapKUHCOHOTIOA00HN CHMITTOMH.

4.2 1o3ApoBKa H HAYHH HA NPHJIOKEHHE
3a nepopaTHO NMPUIIOKEHHUE.

HeobxomuMo e nposexnane Ha EKI' uzcneapane (50 mm/s) npenu, 1 1 3 ceamuun cien
3all0YBAaHE Ha JICYCHHE M MAaHYAJIHO OIpeneiriHe Ha Bazett yectota Ha QT Bpeme (QT¢).
EKI" uscneasane tpsOBa Ja ce mpoBelde Hpeld M 2 CEAMHIOM CIel BCAKO CICABAILO
yBenu4aBane Ha posara. B mocnencreue EKIT xontposm Tpabea na ce mpoBexaaT MoHe
BEJIHBX TOIWINHO. JledeHueTo TpsOBa xa ce u30sArea WaM Ja C€ OPEyCTAaHOBH IIpH
NalMEHTH, IIpH KOUTO UMa oCHOBHU (QQTc¢ croiiHocTH Ham 420 ms, yBenudaBane Ha QTc ¢
nosede oT 60 ms npu neuenue ¢ PK-Merz 100 mg dunMupanu tabneTku, WM yIbDKEH
Qlc nan 480 ms o Bpeme Ha jedenne ¢ PK-Merz 100 mg ¢punmupann tabnerku, ¥ npH
HAMCHTH, IIPH KOUTO C€ YCTAHOBABAT 3abenexuMu U BRIHA.

Cnensailki ropernoCoYeHUTe MNpeana3sHd MEpKH M UMadKd npeABuj U30pOCHUTE
IPOTHBOIIOKA3aHUg B pa3gen 4.3, Moxe aa 6pae u3bernara mosgpara Ha MHOTO PAKara,
HO JXXHMBOTO-3aCTpallaBailla KaMmMepHa Taxukapaus THN “torsades de pointes” karo
HEeXeJlaHa JIEKapCTBEHA PeaKIHsl.

JleuenneTo Ha NanMEHTH ¢ [IapKHHCOHOB CHHIPOM U JIEKAPCTBEHO-3aBHCUMH JIBATA
HAPYIICHHUA CE BbBeXAa OOMKHOBEHO MOCTENEHHO, KATO JO3HPOBKATA CE OIpeadH
TEpaneBTHIHNA €(PEKT. |



JleuenneTo TpsAOBa Na ce 3anogHe ¢ A03a oT eaHa PK-Merz 100 mg ¢puimupana tabieTka
(orroBaps Ha 100 mg amantadine sulfate THeBHO) BeIHBXK JHEBHO 3a IBPBUTE 4 10 7 OHH,
IOC/IEABAaHO OT YyBelIHYaBaHE Ha JHEBHATa J03a C €JHa Tabierka CeIMHYHO, [0
JOCTHTAHe Ha MOoAIbpKaiara o3a.

O6buuaiinara edexTHBHA H03a € eana g0 Tpu PK-Merz 100 mg ¢unMupany tabneTku 1Ba
nsTH JHeBHO (otrosapsa Ha 200-600 mg amantadine sulphate queBHO).

ITpu BB3paCTHH MalHEHTH, 0COOEHO TE3H CHC CHCTOAHHKA HA Bh30yJa U 00BPKaHOCT WM
NEeIMPHH CHHIPOMH, JIEUeHUETO TPAOBa J1a 3all049HE ¢ I10-HUCKH JO3H.

[Ipm xoMOMHEpaHO INledeHWe ¢ APYI'H AHTHUIAPKMHCOHOBHM JICKApPCTBa, AO3HPOBKATa
TpAOBa Ja Ce& oIpeaesit HHIUBHUIYAITHO.

[IpH NauMeHTH MpeaBapuTENHO JICKYBaH! ¢ HHQY3HOHEH pa3TBOp Ha amantadine sulphate
MOXe Ia ce H30epe No-BUCOKA HavyalHa JO3HUPOBKaA.

B ciyuan Ha OCTpoO BJIOIHABaHE Ha NAPKHHCOHOBHTE CHMIITOMHM B CMHCBHJI HA aKHHETHYHA
KpH3a, TpabBa Ja ce npuioxy nady3uonHo NeyeHne ¢ amantadine sulphate.

Ho3uposexa npu nayuenmu ¢ 6b0peyno Hapyuenue.
[Tpu namyenTn ¢ ObOpeuHo HapylIeHWe N03MPOBKATa TPAOBA aJalTHPA CIIOPEN CTCNEHTA

Ha HaMainiBaHe Ha OBOpeuHHs KIHUPBHC (M3MEPEHO KaToO CKOPOCT Ha IIIyMepyJHA
dunrpanua: GFR), kakTo € nokasaHo B TabnHIATa:

GFR JlosupoBKa HuTepBan Ha JO3UpaHe
[ml/min] (mg amantadine
sulphate)
80-60 100 Ha BceKH 12 Jaca
60-50 200 u 100* npe3 AeH*
i 150%* HIIH BeIHBXK JHEBHO**

50-30 100 BEIHEXK JTHEBHO
30-20 200 2 IbTH CEAMHYHO
20-10 100 3 IBPTH CEIMHYHO
<10n 200 u 100 1 0BT cCeqMUUHO HIIH
MALMEHTH HA XeMOAHAJIN3a BEeIHEK Ha J(BE CeIMHUIH

* moctura ce ¢ npuiuoxenne mpes AeH ot 1 x 1 u 1 x 2 PK-Merz 100 m

TabIETKH -W L :,i R H
+* rTocTHra ce ¢ npwioxenue Ha 1 /2 PK-Merz 100 mg ¢dunmMupann Taﬁma Eil (GTI‘G}B&E e }
Ha 150 mg amantadine sulphate) 'RJ \ .H;; {; ;5“ /i
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CkopoctTTa Ha rinoMepyiHara ¢unrpanus (GFR) Moxe npuOIM3HATEHO Aa ce IPECMETHE
0 clegHara gpopMmyna:

(140 — mBB3pacT) X TEINO

CI or
72 X XpeaTHHHUH

KBJAETO:
CI . = KpeaTMHHHOB KIHPBHC B ml/min u
KpEaTHHHH = cepyMeH KpeaTuHuH B mg/100ml.

Wzgucnenara no TasH GopMysia CTOMHOCT 34 KPEAaTHHHHOB KIHPBHC € IMPHIIOKHMA CaMOo
332 MBXe (CHOTBETHO 3a XXeHHUTE € 85 % OT Ta3u CTOMHOCT) H MOXE J1a C€ NPUPaBHH KbM
MHYIMHOBHSA KIHPBHC 3a onpenensHe Ha GFR (npu Bp3pactan 120 ml/min).

AMAHTAMH ce JIMaTH3npa OrpaHudeHo (0Koo 5 Y).

Havun u npoovaxcumeanocm Ha ynompeba
3a epopagHO IPHIOKEHHUE.,
PK-Merz 100 mg ¢punMupanu TabIETKH ca € pe3Ka ¥ MoTaT Ja ¢ JICJAT.

dunMupanuTe TA0IETKH c€ IpHEMaT ¢ MANKO TEYHOCT, 3a Npeano4ynTaHe CyTpUH U
cnenoben. Ilocneqnara [HeBHa 103a He TpAOBa 1A ce NpUeMa I0-KBCHO OT 16 gaca.

[Tpo B DXHTEMHOCTTA HA JIECYEHHETO 3aBHCH OT €CTECTBOTO M TEXKECTTa Ha NPOTHIAHE Ha
3a00NIBAHETO U CE OIPEIENs OT JIEKyBallus ieKap, Ha3HayuI neycHuero. Ilanpenture ne
TpsaOBa Aa MPeKpaTABaT JIEYCHHETO €HOCTPAHHO.

Ps3ko npexbeBaHe Ha JdedeHueto ¢ PK-Merz 100 mg dunmupann tabnetku TpsOpa Ja ce
n36ArBa, 3amoTO B NPOTHBEH ciaydaii nanueHTHTe ¢ [lapkmHCOHOBa OoylecT Morar na
IPETHPIAT TEXKO BJOIIABAHE HA €KCTPAHPAMUIHUTE CUMITOMHU 10 AKHHETHYHY KPH3H,
M ¢ Bb3MOKHA IMOosABaTa Ha €()eKTH Ha PA3KO IPEKpaTIBaHe HA JICUEHHETO, JIOCTUTAIH [0

IETIMPHUYM.

4.3 IlporaBonoxazanns
PK-Merz 100 mg dpunmupanu mabaemxu ne mpabea 0a ce npuigeam npu NAYUeHmu .

- CBPBXUYYBCTBHTEJIHOCT KbM Amantadine, ousetuten E 110 (xparo-opamxeBo S) KM
KBM HAKOS OT APYTUTE CHCTaBKH Ha JICKapCTBCHHA IIPOXYKT

- TeXKa HEKOMIICHCHpaHa chpaedna HegoctarsuHocT (NYHA IV crenen)

- KapAHOMHOIIATHH 1 MUOKAPIUTH

- AV 0ok II s 11 crenien

- HATW4HA OpaguKapaud o 55 yaapa/MuHyTa

- HamdeH yabbkeH QT uatepsan (Bazett QTc > 420 ms) niu 3abenexumu U B
xorrenutaned QT cHHAPOM BBB (paMUIJIHATA aHAMHE3a
- aHaMHe3a 3a CCPHO3HN KaMepHH apuTMHIH, BKIIOUHTENHO torsades de pol
- xomOuHMpaHo jnedeHue ¢ budipine wiIH Ipyru JeKapcTBa, KOHTO
HHTepBana (Bix 4.5)

- HAMAJICHU KOHHEHTPpAMH Ha Kalui H MarHe3Hd B KPBBTA

T
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PK-Merz 100 mg punmupanu mabaemxu mozam oa 6v0am u3non36anu CamMo ¢ NOSUULEHO
EHUMAHUE NPU NAYUECHMU C:

- XHIIEpTpOodHA Ha IIpOCTaTaTa

- TJIayKOMa [IPH CTECHEHHUE Ha BI'bja (3aKpHTOBIBIHA TIIaYKOMa)

- ObOpedHa HENOCTATHYHOCT (C Pa3IHYHA TEXKECT; ChIIECTBYBA PHCK OT aKyMyJIALMs [IPH
HapylneHa 6s0peunaTa punrpanus (Bux 4.2 n 4.4)

- CbCTOAHMA Ha Bb30yaa Wi 0oObpKaHOCT

- NeIUPHU CHHAPOMH HJIH €K30I'C€HHH IICHXO03H B aHaMHe3aTa

- KOMOHHHpAaHO JIEYeHHE ¢ memantine (BrxX 4.5)

IIpunooicenue npu deya:
OnuteT ¢ ynoTpeda npu acia € HegocTaTbueH.

4.4 Cnennannu npeaynpexiceHus H Npelna3Hd MepKH 3a ynoTpeba
IIpeoynpesicoenus.

Heobxomumo ¢ nposexaane Ha EKI u3cneapane (50 mm/s) npeaun, 1 u 3 ceqmunu cnen
3all0YBaHE HA JICUCHHE W MaHyaJIHO onpejacisne Ha Bazett wecrora Ha QT Bpeme (QTc).
EKI u3cnenBane tpabBa nma ce mpomeae Mpead H 2 CEAMHIM Clie[ BCAKO CEIBaIIQ
yBeJIMUaBaHe Ha Jo3ara. B nocnencreue LEKI xomTpoim Tpadea ga ce MpoBeXAaT IOHE
BEIHEX TOAUIIHO. JleueHueTo TpsOBa Aa ce u30ArBa MM J1a C€ IPEYCTAHOBH IIpH
Man¥eHTH, Ipu kouTo iMa ocHOBHA QTc¢ croitHocTh Hag 420 ms, yBennuapaHe Ha QTc ¢
nosede OT 60 ms mpu nedeHue ¢ PK-Merz 100 mg dwmimupanu TabneTKH, WM
nopumasase Ha QTc nvan 480 ms o Bpeme Ha negenue ¢ PK-Merz 100 mg punmupanu
TaOJIETKH, ¥ NIPHA ODAIMEHTH, IPA KOUTO C€ YCTaHOBABAT 3a0enexuMu U BbIIHH.

THamuerTn ¢ pUCK 3a €JNEKTPOMATEH AucbamaHc, B PE3yATaT Ha JCYCHHUE Hamp. ¢
IAYPETHIIH, 4YECTO IMOBPBIIAHEC HW/MIH JIHApHdA, ynoTpeba Ha HHCYJIHH B CHCIIHH
CUTYalluH, MM OBOpPEUHH MM aHOPEKCHYHU CBCTOAHHUA TpaOBa Zla IIpoBeaaT ChOTBETHO
[IpociieigBaHe Ha Ma0OopaTOpHUTE HapaMeTpH M MOIXOJSINO €IeKTPOIHUTHO 3aMeCTBaHe,
[IO-CIICLHATTHO 33 KaJIM¥ ¥ MarHe3ui.

B ciyyan Ha CHMIITOMH KaTo ChprieOueHe, 3aMaliBaHe, HIIM CHHKOII, JieueHHETO ¢ PK-
Merz 100 mg punmMupann TabneTku TpsaOBa He3abaBHO Aa C€ IMPEYCTaHOBH U MTAIUEHTHT
1na ce mpocieny 3a 24 vaca 3a yaspkaBaHe Ha QT. Axo Hama mamune QT vasipkapane,
neuenuero ¢ PK-Merz 100 mg dunMupanu TabineTKd MOXeE J1a c€ IOJHOBH, KaTO C€ UMAaT
[IPEABH] IPOTABONIOKAZAHHAATA U B3aUMOICHCTBUSITA.

Ilpu nammenTH ¢ neficMedikbp TOYHO ompeaciniHe Ha QT BpemMeHara HE € BB3MOXHO,
CJICAOBATENHO pellieHueTo 3a ynorpeba Ha PK-Merz 100 mg dunMupanu tabneTku ce
B3MMa HHAWBHIYAJIHO, ClIe] KOHCYJITAIHA ¢ KapAHO0JIora Ha NalUeHTA.

HonwoHuTEeNHO mpuiaaraHe Ha amantadine 3a mpodunakTHKa M JeueHHE Ha WHQEKIUY,
NPUYHHEHH OT TPUIIEH BUPYC A, HE C€ IIpenopbruBa U TpaOBa Aa ce u3bArea, Nopagu pUcK

OT IpEaO3HpPaHeE. ) "‘"*R\
W EEHJ ?: N
To3n mpoayxr cwappka ounseruren E 110 (kbiaro-opaHkeBo S), i /ﬁps«;&"‘“mﬁ \‘\,‘
CBPBXYYBCTBHUTEIIHY NAlMEHTH MOXE A4 MPOBOKHApA AIEPIHYHH peaKilHd, B m“tm*re s N\ \\
acTMa. lasu aneprusa € no-decra IpH WHAUBHIM, AJIEPTHYHH KBM allCTH _aﬂpﬁﬁﬁﬁs{%a -f?“ | r_ﬁ
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Jlakrosa: IlanmenTH, KOMTO CTpazaT OoT HACleOCTBEHA AIaKTO3HA HCIIOHOCUMOCT, Lapp
JlakTa3Ha HENOCTATHbYHOCT MJIM INIIOKO3€H / TrallakTo3eH CHHAPOM Ha MaaaGcopbuus He
TpsOBa [1a IIpHEMAT TO3H JICKapCTBEH MPOMYKT.

CriennanHy npeanassy MepKy IpH ynoTpeba:

Ilpn naumeHTH, JeKyBaHH €XHOBPEMEHHO ¢ HEBPOJICITHYHH nekapctsa u PK-Merz 100
mg QHIMHPAHK TaOJIETKH MMa PHCK OT pa3BHTHE Ha ’KABOTO34CTpalaBa 3JJ0KaueCTBEH
HEBPONICHITHICH CHHAPOM IpM psasko choupaHe Ha PK-Merz 100 mg dunmupanu
TableTKH. ‘

IIpu nmanuenty ¢ 656peuHO HapyEHHE MOXeE J[a HACTHIM HHTOKCHKAIIAL.

CrneunanHo BHHUMaHHE € IPEMOPBUHTETHO, KOraTo ce npeanucsa PK-Merz 100 mg
(puiMupaHn TabneTKH Ha [IaHEHTA C OpraHH4YeH MO3BYCH CHHIAPOM HIIM KOHTO
NOJy4aBaT OPUIIaTBIM, IIOPAdH BEPOATHOCT OT MOSBA HA MPHUIIAXBIM WIH 3acHIBaHe Ha
UH¥BHXyaJITHATE CHMIITOMU (BHX 4.2 1 4.8).

HarmuenTr, IpH KOATO MMa H3BECTHH ChPACYHO-CHIOBH CHCTOSHMS, TpsbBa Ja OCTaHAT
Ha CHCTEMHO MCIMIMHCKO HaOmoAeHHe no BpeMe Ha jiedeHHero ¢ PK-Merz 100 mg
(prMupasn TableTku.

IIpn nanuenture ¢ [lapxuncoHoBa Gonect yecTo ce HabIoAaBaT CHMIITOMHE Ha 60JIeCTTa
KaT0 HHUCKO apTCpPHAIHO HAIATHE, OOMIIHO CIIIOHOOTAENAHE, [I0TEHE, TIOBHINEHA TelecHa
TCMIIEpATYpa, aKyMyJIMpaHe Ha TOILUIHHA, €eM U Jenpecus. Te3d nmanueHT Tpabra na ce
JICKyBaT KaTo C€ OTUMTAT HEXEIAHUTE JICKAPCTBEHH peakui U B3amMmozelicreus Ha PK-
Merz 100 mg dhummupasu Tabnerkw.

[lanpenture Tpsa6Ba na 6BAaT yBeJOMABAHM 33 HEOOGXOMMMOCTTA OT KOHCYJITAIHSA C
JIEKap, aKo YCTaHOBAT IPOOIEMH ¢ YPHHHPAHETO.

4.5 BzanmojelicTBHe ¢ JpYrH JIeKADCTBEHM NPOAYKTH H JIPYIH ¢popmMu Ha
B3aHMOICHCTBHE

EnHoBpeMeHHaTa ynoTpeba Ha amantadine w JeKapCTBEHH NOPOAYKTH, 332 KOHTO €

H3BCCTHO, Y€ MPUIMHABAT yAb/DKaBaHe Ha QI mHTepBana e nmporuBomokasano. Ilpumepu

ca.

- ompeneneH kinac 1A awtmapurmuuny (T. €. quinidine, disopyramide, procainamide) u

kiac I (1. e. amiodarone, sotalol)

- ONPEACICHH aHTHNICHXOTUIH (T. €. thioridazine, chlorpromazine, haloperidol, pimozide)

- OIIPEICIICHN TPULMKIHYHY H TETPALMKIHYHN aHTHIENpECcaHTH (T. €. amitriptyline)

- ONpeZieNICHH aHTHXHUCTAMHHH (T. €. astemizole, terfenadine)

- OIIPEJICNICHN MakpOIUAHYN anTHOMOTHIM (T. €. erythromycin, clarithromycin)

- ONIpeJIeNICHH THpa3a HHXUOHTOpH (T.€. sparfloxacin)

- a30JTHY aHTHMHMKOTHITH ¥ OpYTH JeKapceTBa, kato budipine, halofantrine, co-trimoxazole,

pentamidine, cisapride u bepridil.

lo3u cmcek Moxke na 6bae HemsuepnarteneH. Ilpeau ma ce 3amodne ymorpgd
JICKapCTBCH IPOAYKT €OHOBpeMEHHO ¢ amantadine, TasM KpaTKa XapaxT !-
IPOAYKTa TpsAOBa BHUMATEIIHO Ja C€ Mperieaa 3a MOTEeHIHAIHH B3auMOoaeHarsus
ApPYyTH JeKapcTBa H amantadine, npuannsaBamy QT yiasipkaBane. '




Ymorpebara Ha PK-Merz 100 mg ¢mivmupanu TabneTkn B KOMOHHAIMA C IpPYTH
AHTHIIAPKHHCOHOBH IIPOJYKTH € BB3MOXHA. 3a 1a ce H30CTHAT HEXEJIAHH JIeKapCTBEHH
peakiud (KaTo MCHXOTHYHHU PEAKI[MH), MOKE Ja Ce HAIOKH A ce HAMAIH IO3HPOBKaTa
Ha IpYTUA NICKapCTBCH MPOAYKT MIIH Ha KOMOMHAIIUATA.

Hsma nposenens cnenmuduyuHH npoydBaHHA BBPXY [0ABATA HA B3aHMOCHCTBHS cren
nmpuiaranero Ha PK-Merz 100 mg ¢unmupann TabneTtku B KOMOMHAIMS C OPYTH
AHTHNIAPKUHCOHOBH  JICKAPCTBEHHM TpPOAYKTH (T. e. levodopa, bromocriptine,
trihexyphenidyl, u T. H.) HIH memantine (1a ce 00BpHE BHHUMAHHE HA HEXEIAHHTE
JICKApCTBEHU PEAKITHH ).

Ennospemenno npunarane Ha PK-Merz 100 mg ¢uaMupanu TableTKd M HSKOM OT
BH/IOBCTE JICKapCTBCHY NPOAYKTH WU JISKAPCTBEHHU BEINECTBA, H3OPOEHH MO-JI0ITY, MOXKE
Ja JOBEAEC OT CICAHUTE B3aUMOJCHCTBHA:

Aumuxonunepauyru:

Hexenamure  nexapcTBeHm  peaknuu  (o6bpkBaHe W XATIONMHALINKA)  TIpH
AHTHXONMUHEpTHIMTE (T. e. trihexyphenidyl, benztropine, scopolamine, biperiden,
orphenadrine, H T. H.) MOTaT Ja ce 3aCHIIAT NPH €IHOBPEMEHHOTO MM npunarade ¢ PK-
Merz 100 mg bunMHApanu TadbneTku.

Cumnamuxomumemuyu c unoupexmmuo oeticmeue gvpxy IJHC:
lloTeHnupar ce meHTpanHHTE AeHcTBUS Ha amantadine.

Anxoxon:
HamMansasane noHOCHUMOCTTA KBM AIKOXOIL.

Jlesooona (anmunapxuncornoe rexapcmeen npodykm):
B3anMHO noTeHnupaHe Ha TEpaNeBTHYHOTO NEHCTRHE. CrieoBaTeNHO JEBOAOIIA MOXKE [ia
ce naBa CbBMeCTHO ¢ PK-Merz 100 mg dumvupanu tabnerka.

pyau anmunapruncono8u 1exapcmeen npooyKmu.
Memantine Moxe A2 NOTEHUHpa NEHCTBHETO M HEXENAHHTE JICKAPCTBEHHM PEaKlMH Ha
PK-Merz 100 mg pummupanu Tabnerku (Bux 4.8).

Jpyau nexapcmeenu npooyxmu:

Kombuuupana ymorpeba ¢ amypetmmu oT BHaa triamterene/ hydrochlorothiazide
HaMaJIABa ITa3MCHUAT KIMPBHC Ha amantadine, KaTo TOBa BOAW IO TOKCHYHH ILIA3MEHH
KOHICHTpanuH. (CnenoBareiHO KoMOWHMpaHa ynmoTpeba ¢ JuypeTurM TpsabGBa ga ce
H304rBA.

4.6 bpeMeHHOCT H KbpMeHe
bpemennocm:

Ilpn nmpeAxIMHMYHM NPOYYBAHMSA BBPXY ILIBXOBE € YCTAHOBEHO, € IPH BHCO
amantadine e eMOproTOKCHYEH U TepaToreHeH. HabmoaaBana e rojasaMa 1ecto
KOCTHH H CK€IEeTHH aHoMand. Hapymiasa ce u deprunnoctra. ITpoyupanus
¥ MIOCTHATAJIHAA IIEPUO HE ca MPOBEXKIAHH.




OmnmcaHy ca ciry4an Ha ynotpe0a Ha amantadine 1o BpeMe Ha OpEeMEHHOCT IIpH X0pa, IIpH
KOETO ce CpoOliaBa u 3a 37paBu Oefera, M 3a YCIOKHEHHA Ha OpeMeHHOCTTA H
ManpopManuy (ChpIEIHO-CHAOBH AeHeKTH, CKBCEHH KpaiHuIm).

/la He ce npunara 1o BpeMe Ha OpeMeHHOCT, 63 BHEMAaTe/THa OHEHKa Ha ChOTHOIICHHETO
PHCK/TION3a OT IEKyBAaLIHS JIEKAp.

Jaxmayus:

Amantadine npeMHHAaBa B MAHIHHOTO MIKO. AKO yrioTpefaTa Ha aMaHTa[MH 10 BpeMe
Ha KbPMCHE € a0COMOTHO Heobxomuma, € HeoOXOIMMO NPOBEXKAAHETO HA MOCTOSHHO
HaOMoleHWe Ha JETETO, MOPAAl BB3MOXHUTE HEXENAHH IEKapCTBEHH pEaKIud KBM
JIKapCTBCHOTO  BEINECTBO  (OOpHB, 3aqbpXaHe Ha  ypHHA, IOBPBIAHE) W
IPEYyCTaHOBABAHE HAa KbPMEHETO, aKO C& HAJIOXKH.

4.7  EdexTn BBpXy cnocofHoCTTa 33 modupane # padora ¢ MAITHHEH

He Moxe na 6be H3KIIOYEHO BAMSHHUE BBPXY BIDKHIAHCA (CHCTOSHUETO HA OyaHOCT H
BHHMaHHE) M aKOMOJAlHATa, OCOOCHO BHB BpB3KA ¢ HEXENAaHH pPEakuWd Ha IPYTH
JICKapCTBa, H3IMOI3BAHM 3a JieucHHe Ha llapkmecoHoB cumapoMm. Ilpm 3anousane Ha
JICYCHHC MOXKE Ja MMa JONBIHHTENHO BIIONIABaHE Ha CIOcoOHOCTTA 3a odupaHe H
paboTa ¢ MallMHHM, B IIOBEYE OT TOBA, NPHUYMHEHO OT CAMOTO 3abonsBaHe. ToBa
HapylICHHE C€ 3aCHJIBa OLIE NOBEYE NMPH KOMOMHAIINA C aTKOXOIL

4.8 HexeIaHH JICKAPCTBEHH PeAKITHA

Hosu (cnopen SPC-

Guideline)

MHoro uectu > oT 1 Ha 10 nanpeHTa

Yectn <ot 1 Ha 10 manuenTa u > ot 1 Ha 100 nanuenTa

He gectH <ot | Ha 100 namuenTa u > ot 1 Ha 1000 nanuenTa
Penxn <ot 1 ma 1000 manuenTa 1 > ot 1 Ha 10000 nanuenTa
MHoro pegku <or 1 za 10000 nanuenTa ¥ U30JUpaHH CIIyYaH

Hcuxuynu napyuenus

Hectd nposiBH ca HApYIIEHHA B CHHA H ICHXMYIHA BB30yaa.

Br3MOXHO € ma ce IpOBOKHpAT IApaHOHAHH €K30I€HHM IICHXO3H, IPUIAPYXEHH CHC
3pUTENHH XAMOIHHAIIMK, OCODEHO IpH NpeapasNoNoXeHW BL3PACTHH IIAllMEHTH.
Hexenanu peakiidy OT TO3H BHJ MOTaT Ja C€ MOSBAT ¢ IO-roilgaMa 4ecToTa, Koraro PK-
Merz 100 mg ¢punmupany TabaeTKH ce 1aBar B KOMOMHALKA ¢ APYTH aHTHIAPKHMHCOHOBH
JICKapCcTBEHH NPOAYKTH (T. €. levodopa, bromocriptine uiu memantine).

Hepena cucmema

YecTo MOXE 1a ce MpOosSBH MOTOPHA BH30Yy/1a.
He decto 510 9ecTo Morar fa ce MosABAT GE3MOKONCTBO, OPTOCTATHYHA JUCPEryIaus 1
MHOTI'0 PAOKO J0 PAAKO - 3aMBITICHO 3peHuE.

B MHOrO peixd Cirydad ca NPOBOKHpPAHM M €NMICNTHYHH HPUIAIBIH, OOUKHOBE ﬂ_
JICYeHHE ¢ JO3UPOBKA HAJI IIPEHophYaHara. |

MHOKIOHUS ¥ CUMIITOMH Ha nepuadepHa HeBPONATUS ca NOKIAIBaHH MHOTO
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Hapywenusn 6 3penuemo
B MHOrO0 peniku ciydau € JOKIagBaHO 3a BpeMEHHa 3ary6a Ha 3peHHue.




Copoeunu napywenus
HMa MHOro psanko choGimeHMs 3a CBpAEYHH apHTMHH, KaTo KaMepHa TaXHKApHus,
KaMepHH pubpunauuy, torsades de pointes u QT yasiokasane. IToedeTo oT Te3u ciyyan

Ca Cle Ipeo3HpaHe WM BHB Bph3Ka C ONPEEIICHH JIEKAPCTBEHH IPOAYKTH HIIH ApPYTH
PHCKOBH (PaKTOpH 3a ChpevHH apuTMUH (BHXK 4.3 U 4.5).

HapyiueHns Ha ChpICYHNS PATHM H TaXHKapAUA Ca JOKJIAJABaHH MHOTO DSIKO.

Cwoo6u nHapyuternus
Yecro ce HabmonaBa passuthe Ha livedo reticularis (xapaxTepusmpa ce ¢ TeTHHCTA
K0Xa), IOHAKOTa NPUAPYKEHO C OTOK Ha MOoAOEIPUIIATA U ITIe3eHa.

XDAHOCMURGMETHYU HADYULeHUS
He uecTH 10 YecTH NpOABH ca raJicHe M CyXOTa B yCTara.

Kooica v nooxosicnu mvrxanu:

B MHOro peaku ciyyad € 10KJIaJABaHA MOBHINEHA GOTOYYBCTBUTEIHOCT.
OuseTuTens xbaTo-opanxkeso S (E110) moxe fa npeau3BuKa alepruyiy peakiy.

ITuxouo-nonoea cucmema
Yecto Moxke ga ce nHalmiozaBa 3aJphiKKa Ha YpPHHa BBEB BpB3Ka C XHUIEpTpodHuA Ha
[IpOCTaTara.

4.9 llpeno3upane
BB3MOXKHOCTTa OT MHOXECTBECHAa UHTOKCHKAIMA TpAOBa BHHArM 1a ce MMa IPEBMI,
HalpuMep MpH MOTIBIIAHE Ha IIOBEYE OT eHa TabyeTka ChC CYUIMAHN HAaMEPEHHH.

a) Cumnmomu Ha UHMOKCUKAYUA

OcTpara HHTOKCHKALHA Ce XapaKTEpU3Hpa ¢ TaieHe, IOBPhINaHe, CBPHXBB30Y/Ia, TPEMOP,
aTakCHA, 3aMBITICHO 3pPCHHE, JETaprus, ACNPECHA, AN3APTPHS W KOHBYJICHH, B €JUH
ClTydail € ROKNa/(BaHa 3JI0KavecTBEeHa Chp/ICIHA apHTMHI.

OcTpa TOoKCHYHA IICHX03a MOA (OpMAaTa Ha CHCTOAHHS HAa OOBPKAHOCT CHC 3PUTEIHH
XQMONWHAUMKE OO0 Y BKIIOYHTENHO KOMa W MHOKIOHYC ca HaOJIOJNAaBaHH Clle]
E€AHOBPEMECHHO PHIICKEHUE Ha amantadine U IpyrH aHTANAPKHHCOHOBH JIEKApCTBa.

b) Mepxu 6 cnyuaii na unmoxcuxayus

Hsama wu3BecTHO cnemudPUYHO JIEKapCTBEHO JICYCHME HIH aHTHIOT. B ciydaili Ha
HHTOKCHKamus ¢ PK-Merz 100 mg ¢unvupanu tabaetku TpsaOBa ja ce Ipeau3BHKa
MOBPBIIAHE /UM Ja C€ HallpaBH CTOMAIIHA NPOMHBKA.

B ciny4aii Ha )XHMBOTO-3acTpalllaBalla HHTOKCHKAIIAA € HeoOX0IHMO HHTEH3UBHO JICUCHHE.
TepaneBTHYHHTE MEPKH, KOMTO TpAbGBa Oa ce MMAT IPEeABHI BKJIIOUBAT IIPHEMAHE HA
TCYHOCTH M T[IOBHINABAHE KHCCIIMHHOCTTA HA ypWHATa 3a YCKOpPEHO OTHeIIHE Ha
BEILISCTBOTO, U IO BBE3MOXKHOCT CEAHPAHE, AHTHKOHBYJICHBHH MEPKH M aHTHAPHTMHYHU
MeaukameHTH (lidocaine 1. v.).

3a ne4eHUE HA HEBPOTOKCHYHU CHMNTOMH (KaTO OMHCAHHTE II0-IOpe) MO
WHTPAaBEHO3HO NpUIoKeHHEe Ha physostigmine, mpu BB3pacTHHU ¢ go3a 1- fa BegIL. 2
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yaca u Ipy Aena 2 x 0.5 mg Ha uHTEepBaIH OT 5-10 MUHYTH 10 MaKCUMATHaI 3%@’112 :
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[lopamy Huckara auanu3adunHOCT Ha amantadine (mpuGnu3HTeHO 5%), XEMOAMAIH3ATA
He € n300p.

IIpemopbuMTENHO € MAIMEHTHTE Ja ce€ MOHUTOPHpPAT 01630 3a BB3MOKHO QT
YABIDKaBaHe M 3a (akTopH, KOHTO MPOBOKMpAT IogBara Ha torsades de pointes, T. e.
CICKTPONIHTEH AHCOATaHC (MIO-CICUHATIHO XUMNOKATHEMHS H XHIIOMarHe3WeMus) Mo

Opamukapmus.

3. PapMaKoJIOTHIHH CBOHCTBA
5.1 @apmakogHHAMHYHH CBOiicTBA
QapMakoTepaneBTHYMHA rpy1a: AHTUNIAPKUHCOHOB JIEKApCTBEH IIPOJAYKT

(/lonaMAHEpruiueH areHr)
ATC xox: NO4BBO1

Dapmaxono2uyunu ceoUCmaq.

AMaHTaUd HMMa pa3IHYHH (apMakoIOrm4HU edektn. TOoH TposSBABa HHIMPEKTEH
ArOHUCTHYEH €(hEeKT BBPXY NONAMHHOBHUTE pEUeNTOpH B corpus striatum. Ilpoyusanms c
)KHBOTHH II0Ka3BaT, 9€ aMaHTaJUH YBe/IHM4YaBa CKCTpalelylapHaTa KOHIGHTparus Ha
JONMAaMHH dYpe3 YBENHYaBaHE Ha OCBOOOXKJAaBAaHETO Ha JONAMHH M upe3 Ojokaga Ha
00paTHOTO 3aXBallaHE B IIPECUHANITHIHUTE HEBPOHH. [IpH TepaleBTHYHE KOHIICHTPAIHH,
AMAHTAAUH HHXUOMpa OCBOOOXKIABAHECTO HaA AalleTHIXONHH, MeIuupaHo or NMDA
PELENTOPUTE U II0 TO3M HAYHH IIPOSBSIBA AHTUXONMHEPIrHYeH eeKT. AMaHTaJHH HMAa
CHHEPru4eH edekT ¢ L-momna.

5.2 @PapMakoOKHHETHYHHM CBOHCTBA

Abcopbyus.:

Amantadine hydrochloride cnex nepopanuno npunoxenue ce abcopOupa 6bp30 H HA'BIHO
B FaCTPO-HHTECTUHAIHUA TPakKT.

IInasmena xonyenmpayus, eTuMuRUpaHe:

MakcUMaIHUTE IUIA3MEHH KOHIEHTPALHHU ClIe[ CE JOCTHTAT 3a OKOJIO 2-8 daca (tyax) N
NEPOPAIHO IIPHIIOXKEHUE Ha eJHOKpaTHa 1o3a. CBOOOMHO pa3sTBOpHUMHAT amantadine
hydrochloride goctura no-Bucoxk nHUK Ha 1UIa3MeHM amantadine KOHIIGHTpallHH B
CpaBHEHHE C IIO-yMepeHO pas3TBopuMuia amantadine sulfate, npm xoliTo BBpXOBaTa
imasMeHa KoHIeHTpalMd (Chpax) €€ A0CTHra mo-KbCHO OT Tasd Ha hydrochloride. Caen
eHOKpaTHa nepopaiHa 1o3a oT 250 mg amantadine hydrochlonide ce moctura C,ax o1 0.5

ug/ml.

[Ipu gosumpoBka 200 mg/aHeBHO CTabOHIIHO CBCTOSHHE C€ AOCTHra ciex 4-7 HHH, C
masMeHd KoHueHTpamuu ot 400-900 ng/ml. Cnen opmnoxenne ma 100 mg amantadine
sulfate Cphax € 0.15 pg/ml.

[IemHOTO KONMmuecTBO abcopbmpano aktmBHO BemecTBo (AUC) e enmakBo 3a IBeTe
aMaHTAJMHOBH COJIH. Y CTAHOBEHO €, Y€ IUIa3MEHHUAT KIMPBHC € HACHTHYEH ¢ Op0peunns
xmapbHC, 17.7 £ 10 1/gac npu 3apaBu BB3pacTHH lIOﬁpDBO.TIIIH. JIeHCTBUTEIHA T
pasupenencuue (4.2 +




noaykuBoT ¢ 30 gaca. IIpu nanuenTu ¢ 00peyHa HEAOCTATBLYHOCT KPaWHHUAT ILIa3MEH
IIOJY>KHBOT MOKe 3HATUTEIIHO Ja ce YABDKY, A0 68 = 10 yaca.

Amantadine ce cBbp3Ba C IUIA3MEHUTE HPOTeHHH mpubmusuTesHo 67 % (In vitro);
npubausutento 33 % ce HaMHpaT B IlasMara B HecBbp3aH BuA. IIpeMuHaBa KPBHBHO-
MoO3BYHAaTa Oapuepa ¢ MOMOINTA HA HACHTEHA TPAHCIIOPTHA CHCTEMA.

Amantadine ce otnens ¢ ypHHaTa IIOYTH HamblIHO HenpoMeHeH (90 % oT egnokpaTHaTa
103a), MaJIKH KOJIMYECTBA CE€ OTACIHAT C U3NPAKHEHHATA.

TuanuzadunyocTTa Ha amantadine hydrochloride € Hucka, 5 % 3a eqHOKpaTHA JUATA3A.

Memaboauzem:
Amantadine He ce Merabonusupa IIpH Xopa.

5.3 IlpeaKIHHAYHHA JAHHH 32 Oe3onmacHOCT

Amantadine uMa BB3ICHCTBHE BBPXY ChpAEUHATA CIICKTPOPHU3HOJIOrHA, BKIIOYHTEITHO
yIbIDKABAHE HPONBIDKUTEHOCTTA Ha aKHHOHHHSA NOTEHIMAN Upe3 MOTUCKaHe HHQIyKea
Ha peloJlapU3upaluTe KanueBy Houd. M mpu xopa Te3n epeKTH MOraT B pe/kH Cirydan
Ia oBenaT OO ONpeleleHH BHAOBE CHPACYHH PHTHEMHH HapyIICHHS (BBPXOBA BH3BpaTHA
TaxAKapaud win torsades de pointes-apuT™Mus).

IIpoyuBanus BbPXYy XPOHMYHAa TOKCHYHOCT IIBPBOHAYANIHO IIOKa3BaT CTUMYIHpPAIO
neiicrere Bepxy I[HC. Ilpy xydeTa 1 MaiiMyHU, B M30JIHpaHH CIyYad ca HaOIHOTaBaHH
eKCTPAcHCTOJIH | IIPH KydeTa € YCTAaHOBEHa H JIEKa MacTHa MHGUITpausd Ha MHOKap/a.

[Ipoy4BaHys 32 MyTOT€HHOCT ¢ YCTAaHOBEHH in-vitro M in-vivo TECTOBE HC JaBaT HHKAKBH
JI0KA3aTEeJICTBA 32 TeHOTOKCHYEH MMOTEeHIHAI Ha amantadine.

JILArocpovHy IPOYYBAHUA 32 KaHIIEPOTEHHOCT Ha amantadine He ca MPOBeXIaHu.

B mpoyuBaHus 33 eMOPHOTOKCHYHOCT HPH ILTHXOBE, MHIIKM M 3ailn eMOpHodeTalHH
BB3ACHCTBES B MaldopMmarud ca HaOJoJaBaHM caMO INPU IUTBXOBE, IPH JO3H Hal
50mg/kg Temecuo Termo (BW)/mnesno. HabnronaHo ¢ 3agecTsBaHe NOABaTa Ha CIIEM,
MaJINIO3KLIMSA Ha 3aJHATE KpaKa M CKEIETHH aHoManue (JurcBanm pebpa, amnasus Ha
KOKCHreanHus IpbOHAK). Bb3geiicTBHETO BBPXY QEPTHIHOCTTA € HEJOCTaTBYHO
POYYEeHO; HMa [J0Ka3aTe/ICTBa IPH [UIFX0BE 33 HAPYLICHHS BBB (PEPTHIHOCTTA IPK 03H
uan 32 mg/kg TenecHo Terao/IHEBHO.

[TpoydBaHMsd B Mepu- H MOCTHATATHHS NEpHOJ He ca mpoBexiaHd. CunTa ce, Y€ MalKH
KojMuecTBa amantadine mpeMuHABAT B MaifuHHOTO MIIKO. HiAMa HanmudHU JaHHU 33

IpeMHHaBaHEe Mpe3 ILIaneHTaTa.

ViMa HeAOCTAThYCH ONHUT 3a H3MON3BaHeTo Ha amantadine mpu OpeMennoct. KMa
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6. @apMaleBTHYHH JAHHH

6.1 CnychbK HA IOMOIMIHHTE BEIECTBA
JlakT03a MOHOXHIPAT
MukpokpucTagHa neynaosa
Cxopbsina

Kenmatun

[ToBuaoH 25

Tank

KonongajieH CUIMKOHOB JTHOKCH,
Marune3ues creapart
KpockapMeno3a HaTpuu
Eyaparut E

Ouseturen E110

Ouseturen E171

6.2 HechBMEeCTHMOCTH
He e npunoxuMmo

6.3 Cpok Ha rognoct
CpoxsT Ha rogaoct Ha PK-Merz 100 mg ¢unmupaHy TaOIETKHA € 5 TOAUHH.

6.4 CnnenAajHR YCJI0BHSA HA ChXPaHEHHE
Ila ce cpxpansdea nox 25° C. Jla He ce U3I0NI3Ba ClIejl H3ITHYAaHE Ha CPOKa Ha FOJHOCT!

6.5 JIaHHH 32 OIIAKOBKATA

[Tonunponuaen/amymunuesu 6muctepy 1o 20, 30, 90 umm 100 punMupany TabieTky.
BB3MOXKHO € He BCHYKH BHAOBE OIMAKOBKH J1a Ca MapKETHPAHH.

6.6 CnenuaJIHl NpeaNa3HH MePKH NPH H3XBLPJIAHE/ H paboTa

HsaMa cnesnanny u3NCKBaHHS.

7. IpuTEXaTEI HA pa3pelIeHHETO 32 YIOTpeda

Merz Pharmaceuticals GmbH

Eckenheimer Landstrasse 100

D-60318 Frankfurt am Main

I'epManud

MeuuHHECcKo mIpeaAcTaBHTENCTBO B brarapud : JInbpa EAJ]

8. Perncrpannonen Ne B Perrcrbpa mo wi. 28 ot 3JIAXM
Per. Ne 9800025

9., Jlata Ha OLPBO pa3pemaBaHe 3a ynoTpeba Ha JIeKapCTBeHHS MNPOAYKT

(MOAHOBABAHE HA PAa3PCIICHHETO)
26.01.1998

10. aTa Ha (YACTHYHA) AKTYAJIH3ANHA HA TEKCTA
Oun 2006
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