INMPUJIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT

il o/

[lapcon 0,18 mg Tabnerku
Parson 0.18 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CBbCTAB

Beska Tabnerka ceabpxa 0,25 mg npaMMNeKconoB AMXHAPOXJIOpHI MOHOXHApAT (pramipexole
dihydrochloride monohydrate), exkBuBanenTen Ha 0,18 mg npamunekcos (pramipexole).

Brumanue:

Jlo3ure npamunexcos, myOJIMKyBaHH B JIMTepaTypaTa, Ce OTHACAT 32 HEropara coJl.

[lopaau ToBa 103HTe LIE OBAT U3Pa3sABAHHU MO-A0JTY KaTo MpaMHUneKcol 6a3a U KaTo MpaMHUIeKcoll
noa opmara Ha coJi (B CKOOH).

3a MbJIHUA CIIMCBK HAa MMOMOILIHUTE BelllecTBa BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka

Tabnerkute ca 6eM, IBONHOM3MBKHAIIH, IPOABITOBATH, C AEIMTE/IHA YepTa OT JABETE CTPAHHU.
Tabnerkure morat na 6baaT paziesieHH Ha 1Be paBHH JI03H.

4. KJJAHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aAHHA

[TapcoH e nmoka3aH npu Bb3pacTHH 3a JIeYeHHE Ha NMPHU3HALIMTE U CHMITTOMMTE HAa MAMONaTHYHA Gomnect
Ha [lapkuHCOH camocTosaTenHo (0e3 neBoaona) M B KOMOMHAaLMA C IEBOOIA, T.€. B X0/a Ha
3a00J15BaHETO Mpe3 KbCHUTE CTA/IMKM, KOraTo e(peKThT Ha JIEBOAONA HAMAJISIBA WM CTaBa HEMOCTOAHEH
H ce HabmoaaBat (PIIyKTyaluy B TepaneBTHYHHUA edekT (PpayKTyalmu npy u3deprnBaHe Ha 103aTa WK

“on off” pnykTyauun).

[TapcoH € noka3aH Nnpu Bb3pPacTHHU 3a CUMIITOMATUYHO JIEYEHHE HA YMEPEH 110 TEXbK HAHONATHYEH
CunapoM Ha Hecroko#HHTe Kpaka B 1034 1o 0,54 mg 6aza (0,75 mg con) (Bx. Touka 4.2).

4.2 {o3HMpOBKA H HAYHH HA NPHJI0KEHHE

Jdo3npoBka
bonect Ha I lapkHHCOH

JlHeBHaTa 1032 ce pa3npe/esis NopaBHO Ha TPH OTAETHH NpHeEMa.

Hauanno nevenue

Jo3ara TpsaOBa nocTeneHHo /1a ce noBuiIaBa, kato ce 3anoyHe ¢ 0,264 mg 6a3a (0,375 mg con)
JTHEBHO, CJIe/1 KOETO C€ yBeJIH4aBa Ha BCEKH 5-7 IHU. AKO NMpH NalMEeHTa He C€ YCTAaHOBABAT
HEMOHOCHMH HEKEJIaHH JIEKAPCTBEHH peaKLliM, 103aTa CJie/1Ba J1a C€ TUTPUpA A0 MOCTUraHe Ha
MaKCHUMalleH TepareBTHYEH e(eKT.
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EXEMH Hd J.'lOBHPaHE Ha HHPCUH ‘-IPES [IOBHIIIABAHC Ha AOSHTE

eIMHUIIA 03a JO111a AHeBHA
mg 6aza)

Obma aHeBHa
n03a (mg con)

jo3a (mg 6aza)
px01I8 0,73
E Bx035

AKO ce Hanara Mo-HaTaThIIHO YBEeJIMMaBaHe Ha J03aTa, JHEBHATA [103a ClieBa Jla ¢ce MOBUIIARA ¢
0,54 mg 6a3a (0,75 mg con) mpe3 HHTEPBANTH OT €HA CEAMHULA 10 NOCTHIaHEe HA MAKCHMAJIHA JHEeBHA
ao3a 3,3 mg Oa3a (4,5 mg con). Bee nak 1padBa na ce otéenexn, ue CIyYauTe Ha CHHIIHBOCT C€
YBEJIIHYABAT IIPH A03H MO-BUCOKH OT 1,5 mg (con) Ha aeH (Bx. Touka 4.8).

Hlogddwpoicawo nevenue

HMuansuayannara q03a npaMunexcon Tpabna aa 6vae B paMmkute Ha 0,264 mg 6a3a (0,375 mg con)
ao Makcumym 3,3 mg 6a3a (4,5 mg con) gHerno. [lo BpeMe Ha OCHOBHH IPOYYBAHHA C NTOBUIIABAHE
Ha J03aTa HavaJIoTO Ha MposABa Ha e(pHKacHOCTTa € HabMmoAaBaHO NpH IHeBHa no3a 1,1 mg 6a3a (1,5
mg con). [lo-HaTaTsK, K03aTa C/IeBa Aa C€ AANTHPa B 3aBHCHUMOCT OT KIIMHHYHHA OTTOBOD W
MOABATA HA HEXKCAHH peakUMH. B KNMHHYHY H3NMUTRAHHA OKONO 5% OT NALMEHTHTE CA TIOMY4aBaIIH
mo3u noa 1,1 mg 6a3a (1,5 mg con). Ilpn Hanpeanana 6onect Ha [TapkHHCOH, 103K Ha MPAMHIIEKCON
no-sHCoKH oT 1,1 mg 6a3a (1,5 mg con) Ha feH MOke Aa ca NOAXOAAIIK 3a GONHM, NPYU KOUTO LUe
6bAe HaManABaHa No3aTa Ha nesoaona. [Ipenoprasa ce A03aTa Ha IEBOAONA 13 CE TIOHMKABA, KAKTO

10 BpeMe Ha MOBHLIABAHE Ha J03aTa, Taka H MO BPEME Ha MOAXbPXaLuoTo nedeHne ¢ [lapcon, B
3aBUCMMOCT OT PEaKUMMTE Ha OTAEIHNTE MALMEHTH (BX. TOUKa 4.5).

IIpexpamseane na revenuemo

BHE3aIIHOTO NpeKpaTaBaHEe HA NOMAMHHEPrUYHOTO JIeYeHHE MOXKE 1a [JOBEAE RO PA3IBHTUETO HA
HEBPOJICINITHYEH MAJIMTHEH CHHAPOM MITH CHHOPOM Ha OTHEMaHe Ha JIOTTAMHHOB aroHHCT.
IIpamunexcon Tpabea aa Obae HaMaNsBaH nocrenexnHo ¢ (0,54 mg 6a3a (0,75 mg con) Ha AeH, AOKATO
AHEBHATA N03a ¢¢ pexyuupa go 0,54 mg 6a3a (0,75 mg con). Cnea rosa go3ara ce NOHWXaBa C 110
0,264 mg 6a3a (0,375 mg con) Ha aeH (Bxk.Touka 4.4). CHHAPOM HA OTHEMaHEe HA NOTIAMHMHOB arOHHCT
MOX€E J1a ce TTIOABH M I10 BpEME Ha IOCTENeHHOTO HaMallaBaHe Ha 103aTa H MOXe Aa ¢ HeoOXoanMo

BPpCMCHHO YBCIIHYAaBaHC HA J03aTa, NPpEAH NOCTENCHHOTO HAMANTABAHE a €C BB300OHOBM (B}K. TOUKA
4.4).

brbpeuno yepexcoane

EnuMuHKpaHeTo Ha MPaMHUIIEKCON 3aBHCH OT Ob0pedHaTa gyHKUHA. 3a 3an049BaHe Ha JICYEHHETO CE
ApenopbYBa CAEAHATA CXEMA HA J1O3HPaHe:

- IlpH naUMERTH ¢ KPEAaTHHHHORB KIHpBHC Haa 50 ml/min He e HeobxoaUMO HaManABaHe Ha
JHEBHATA 032 WIK Ha 9€CTOTaTa Ha [TpHIaraHe;

- Ilpu mauueHTH ¢ KPpEaTHHHHOB IVIMpBHC Mexay 20 1 50 ml/min HavanHaTa AHeBHa no3a, Ilapcon
TpaGRa na ce pa3npenenu B ABa OTAECTHH NMpHeMa, kKaTo ce 3anogHe ¢ 0,088 mg 6a3za (0,125 mg
con) aAsa wbTH AHeBHO (0,176 mg 6a3a/0,25 mg con auesHo). He TpsabBa aa ce HaaBHIIaBa
MaKCHMAlHa AHEBHA 1033 oT 1,57 mg nmpamunekcon 6aza (2,25 mg con);

- Ilpn naumeHTH ¢ KpEaTHHHHOB KAUpbHC nox 20 ml/min qHesHaTa n03a, I1apcoH ce mpunara BeAHbX
AHEBHO, ¢ Ha4YanHa fo3a ot 0,088 mg 6aza (0,125 mg con) anerno. He Tpabra na ce HagpHInasa
MaKCHMallHa AHeBHa no3a ot 1,1 mg npamunekcon 6aza (1,5 mg con);

- Axo O0p6peuHaTa GyHKLKA HAMANABA MO BPEME Ha MOAABPKALOTO JedcHHE, JHEBHATA J034
ITapcoH TpaGra Aa 6bAE NOHKKEHA C TOJIKORA TIPOLICHTA, C KOJIKOTO €€ € MOHKKHN

KpeaTHHHHOBHA KIMPHHC, T.€. NPH ClIafaHe HA KPeaTHHHHOBHA KIHPpBHC ¢ 30%, nHeBHaTa 1032
ITapcon 1pa6sa aa 6bae noHKeHa ¢ 30%.

JAHeBHaTa 4033 MOXKE Ja Ce pa3ieNiM Ha ABa OTAE/IHH MpPpHEeMa NPH KPEaTHHHHOB KIHPBH
20 1 50 mi/min ¥ Aa ce NpHeMa ¢AHOKPATHO NPH KPEaTHHHHOB KNHPRHC noa 20 ml/my




Heprodpobro vepexcoane

BeposaTHO He € HeoDX0oAUMO aZanTUpaHe Ha [03aTa [TPH MALHEHTH ¢ YepHOAPOOHA HENOCTATBYHOCT,
THit Kato npubmmsuTento 90% or abcopbrpaHoTO aKTHBHO BELIECTBO CE EKCKPETHpA Npe3
010peunTe. [loTeHUHANHOTO BIKAHHE Ha YepHOApPOoOHATA HEAOCTATHYHOCT BBHPXY

¢dapMakokHHeTHKaTa Ha [TapcoH 0baue He e npoyueHo.

BezonacHocTTa M eukacHocTTa Ha [lapcoH npu aeua Ha BBp3pacT 004 18 roauHH He ca yCTaHOBEHH.
Hama croteeTHa ynoTpeba Ha [TapcoH B neanaTpyyHaTa NOMYJIALMA 33 MMOKa3aHHETO fonect Ha

[TapxumCcoH,

CHHIApOM Ha HECTIOKOHHMTE Kpaka

[TIpenopbunrenHara Ha4yanua posa Ilapcon e (0,088 mg 6a3a {0,125 mg con), npuemMana eAHH ITBT
AHERHO 2-3 qaca npeau naraHe. [Ipu mauueHTH, HyXAaely ¢e OT OOITBIHHTENHO 00leKyaBaHe Ha
CHMIITOMATHKATa, J03aTa MOXe fia Obe yBenmyasaHa Ha BCeKM 4-7 nuu no MakcuMyM (0,54 mg Gaza
(0,75 mg con) Ha AeH (KakTo € Noka3aHo B Tabumiiara no-aomy).

BeaHbik JTHEBHO BeaHbA JHEBHO
BeuepHa nosa BeuepHa f03a
mg 0aza) mg coJ)

,088 (0,09)

* D,54 J),‘?S
aKo e HeoOxoauMo _

CrenenTa Ha MOBNKABAHE Ha NALAEHTA TPAORA Ja Ce OLEHH cliel 3 Mecella Ha JieueHHe H
HeoOXOAMMOCTTA OT NPOABLDKABAHE Ha JieueHHeTo Tpa6Ba Aa ce mpepasrieaa. AKO JIEYEHHETO €
NPeKbCHATO NOBEYe OT HAKOINIKO JHH, TO TPAGBa Aa 3aMoYHE OTHOBO ¢ THTPHpaHE Ha J103aTa, KaKTO €
HIIOXKEHO MO-TOpe.

[Ipexpamsgare Ha neyenuemo

Toit kaTo AHEBHATA 71032 34 JicuCHHE Ha CHHAPOMA Ha HECITOKOHHHUTE KpaKa HAMA 1a HaABUILIABa

0,54 mg 6a3a (0,75 mg con), [lapcon moxe na 6vae npekpateH, 6€3 Aa ce HaManaBa nocrenelHo. [lo
BpeMe Ha 26-cegmuiHO Inauedo-KOHTponHpano manuTeane, npy 10% (14 ot 135) ot nauueHTHTE €
Habmonasak pebayHn Ha CHHAPOMA HA HECNIOKOMHHTE KpaKa (BJIolIABAHE HA TEXKECTTA Ha
CUMITTOMHMTE B CPABHEHHE C H3XOAHOTO HUBO) CNIENl PA3KO NMPEKPATABAHE HA JICUEHHETO. Y CTAHOBEHO
e, 4e TO3H e(ekT e CX0AeH NMPH BCHYKH JO3H.

bv0peyno yepesicoane

ETHMHHHpPaHETO Ha NpaMHITeKcorn 3aBHcH o1 Ob0peunara gyHknua. IlpH nauHeHTH ¢ KpeaTUHHHOB
KTApBHC Hag 20 mi/min He e HeoOXo0AMMO NOHUXKABaHe Ha JHERHATa J03a.

Ynorpebara Ha IlapcoH He € NpoyYeHa NPH MALIKEHTH Ha XEMOANAIN3A WIH IIPH NAUHEHTH C TEXKO

6p0OpeuHO yBpeXaaHe.

Heprodpobuo vapeocoane
He ¢ HeoOxonuMo aganTipaHe Ha 103aTa NMPH NALMEHTY ¢ 4epHOAPOOHA HEIOCTATBYHOCT, Thil KaTo
npubnusurento 90% or abcopOdupaHoTO aKTHBHO BELIECTBO C€ €KCKpeTHpa nmpe3 Os0peunre.

lleduampuuna nonyrayus
He ce npenopbusa ynorpebata Ha [lapcoH nipu Aela u 10HOWH noj 18 roqunu nopaan NHANCATA HA

AaHHH 33 0e30MacHOCTTa M qul.-‘II{aCHOCTTﬂ.

Cunpapoum Ha Typer

Heduampuuna nonyrayus
[TapcoH He ce mpenopbuBa 3a yrorpeda npH geua H IOHOWM Noa 18 rogunx, TeH KaTo 7. QM{’B Qe
Ge3onacHOCTTa NP Ta3H NIOMyNauus He ca ycTaHoBeHH. [lapcoH He psabsa na Obae pWHQETAA R Jeilt

4 s




WIH KOHOLIH ChC CHHAPOM Ha TYpeT nopaau OTPHUATETHOTO CHOTHOLUEHHE NOJI3a/PACK NPH TORA
3abonaBade (Bx. Touka 5.1).

Hauun Ha npuaockenne
. TabneTkHTe ce MpHEMAT Npe3 YCTaTa, ¢ BOAA H MOraT Aa ce MPHEMAT KAKTO ¢ XpaHa, Taka B 6e3 xpaHa.

4.3 IIpoTHBONOKA3IAHHS

CBpBXYYBCTBHTETHOCT KbM AKTHBHOTO BELIECTBO HITH KBM HAKOE OT MOMOLLHATE BELIECTRA,
w30poeHH B TO4%Ka 6.1.

44 ChoennajBH NPEAYIPEAICHAN H NPLANAIHE MEPKH NpH ynoTpeba

Korato ce npeanucea [lapcoH, Ha naipeHTH ¢ OpOpeuHo yBpeKIaHe, 3a 1eucHue Ha O0necT Ha
[TapkHHCOH, ce NpenophuBa NOHMKABAHE HA J03aT4, KATO CE€ C/IEABAT YKA3aHUATA B ToMKa 4.2.

XamOIHHALHHY
H3eecTHO €, 9e npH JeHEHHE ¢ JONaMHHOBH arOHMACTH M JIEBOAOIIA KAaTO HEXXENMaHM peaklun 6uxa

MOTJIH J1a C€ NMOABAT XamoLuHauuK. [laiyeHTrTe Tpa6Ba Na 6pAAT NpeaynpeieHH 32 Bb3MOKHOCTTA
OT NMOABA Ha XANOLHHAIMH (TIPEINUMHO 3PHTENHH).

MCKHHEZ!HJI

[Tpw Hanpennana 6onect Ha [lapkuKCOH, PN KOMOMHHPaHO JICHEHHE C JICBOAONA, € Bh3MOXKHA MOABa Ha
JHUCKMHE3UA [0 BpEME Ha ITbPBOHAYAIHOTO THTPUpaHe Ha ao3ara Ilapcon. [1pu noasa Ha AMCKHUHE3HA
TpaOBa a ce HaMaJH A03aTa Ha JIEBOAONA.

CTOHMA
IIpn nanuenTn ¢ Oonect Ha IlapkUHCOH, NOHAKOra ce ¢chOOIAaBRa 32 aKCHANTHA AUCTOHMSA, BKJIO4Balla
aHTEKONHNC, KAMIITOKOPMHA M IUTEBPOTOTOHYC (“Pisa” CHHAPOM) Mp# 3aMo4YBaHE WIH NMPH MOCTETICHHO
MOBHIIABAHE HA J03aTa MPaMHUIIEKCON. Bpnpeku 4e JUCTOHAATA MOXKE [la € CHMIITOM Ha GonecTTa Ha
[TapKHMHCOH, CHMIITOMHTE NPH TE3M NMALHEHTH ca c¢ NOJoOPIIHM cliel HAMANABaHE WK
NpeyCTAHOBABAHE HA NPHEMa Ha NPaMHIIEKCON. AKO Pb3HHKHE NUCTOHHA, CXEMATa HA MPUIAraHe Ha
HOonaMUHEPTWIHY CpeacTBa TpaAbBa Aa ce mpepasrniena ¥ Oa ce 0OMUCITH KOpeKIMa Ha 103aTa
MPaMHNEKCO.

Enn a BHEe3aNHO 3acNHBaHe H COMHONEHTHOCT

[Ipamunexcon ce cEBP3Ba CHC COMHOMEHTHOCT M €NMH30/AM Ha BHE3aMHO 3aclMBaHE, 0COOEHO NpH
nauveHTH ¢ 6onect Ha [lapxuHcoHn. HedecTo ce cp0010aBa 3a BHE3ANMKO 3aCMIMBAHE MO BpEME Ha
€KEeIHEBHH AeHHOCTH, NoHAKora 6e3 nauMeHTEsT Aa I'o 0Ch3HaBa Mnu 0e3 npeaynpeasTenHy

MpPH3HALA.
[TaurenTure Tpab6Ba na 6vAAT NpeayNpeaeHK 3a TOBA H fa 6BAAT MOCHLBETBAHMU 13 C3 BHHMATEIHH

npu wodupase win pabora ¢ MalvHKU no BpeMe Ha TepanuA ¢ [lapcod. [launenTure, Npy KOUTO ce
NOABABAT CHHJIMBOCT H/UIH €NH30] HA BHE3AMMHO 3aCTIMBaHe, TPAOBa a ce BB3TBpXAT Aa wodupar
WU padoTAT ¢ MALUKHHK.

B nonwnxHeHue, Tpadra na ce HMa NpeABH HAMAaJIABAHE Ha 403aTa MIIH IIpeKpaTiBaHe Ha

Tepanuara. [lopany Bb3MOKHH AIHTHBHH e(QeKTH, MAlHEHTUTE NPUEMALLH APYTH CEeJaTHBHHA
NEKAPCTBEHK MPOAYKTH WIH aNKOXOJI B KOMOMHALIMA ¢ IpaMunexkcon, Tpadsa na 6baaT nOChBETBAHH
na 6eaaT npeanasaued (BXK. Toukd 4.5, 4.7 v Touka 4.8).

Pa3cTpolcTha B KOHTPOAA Ha HMITYJICHTE
[Taunenture TpaGBa Aa Obaar peoBHO HAOMIOAABAHH 33 Pa3BUTHE HA PA3CTPONHCTBA B KOHTPOJIa Ha

nmiyiacure, [Tauuenture B GonHorneaaunte TpabBa Aa 6BAAT 3aMO3HATH, e MOTaT Jia Ce MOABAT
MOBEACHYECKN CHMIITOMH Ha pa3cTPONCTBa B KOHTPONA Ha UMITYJICHTE, BKTIOYBAIIM NATONOrHUHE
CKIIOHHOCT KBbM Xa3apT, MOBHLIEHO NUOUA0, XHIIEPCEKCYANHOCT, KOMITYJICHBHO Xap4YerRe W Nna3apyBaHe,

pPa3zsnAT TaKHRA CHMIITOMH.



Mauua U fenHpHyM
IMaumenTuTe TpsOBa Aa OBAAT penaoBHO HAOMOAABAHM 33 pa3BUTHE HA MAHUA U NENHPHYM.

[TanmeHTHTE W G0oNTHOrNEAauuTe TpAOBa Aa OBAAT 3aMO3HATH, Y€ NPH NMALMEHTH, JICKYBAHH C
MPaMHUTIEKCON, MOXKE 1a Bh3HMKHAT MaHus B aenupuyM. Tpadea na ce o0chan HaMalIiBaHe Ha
0O3aTA/TIOCTENEeHHO CMHpaHe, ako Ce pa3BHAT TAKMBA CHMIITOMH.,

TIalMeHTH ¢ ICHXQTHYHH HADYIIIEHHN
[TanueHTHTE ¢ ICUXOTHYHY HapyIlueHHs TpAOBa Aa ce neKyBaT ¢ 10MaMHHOBH aTOHUCTH CAMO B

CAYYanTe, KOraTo O4aKBaHATA MOJI3a € MO-rojiaMa OT NOTeHUMATHHA pucK. EnHoBpeMeHHaTa ynoTpeba
Ha aHTHUNCHXOTHYHH JICKAPCTBEHHW ITPOAYKTH H MPaMHUIIEKcos TpAGBa Aa ce u3barea (Bx. Touxa 4.5).

OdTamMonormiHg_nperieay
[IpenoppuBar ce opTanMONOrHYHH NPEINEAH HA PEAOBHH HHTEPBANM WM NPH NOABA Ha AHOMANHH B
3PEHHUETO.

Texko chpAeHHO-CHA0BO 3a00n9BaAHE

[Tpy TeXKO ChpACIHO-CBA0BO 3a00N9BaHE JIEKAPCTBOTO TPpSOBA A2 ce Mpuiara BHUMATEIHO.
[IpenopbyBa ce MOHUTOPHpPAaHE HA KPBBHOTO HANAraHe, OCODEHO MpH 3aII04MBaHe Ha JICMEHHETO, NIOpadH
PUCK OT OPTOCTATHYHA XHIIOTOHHS BBB BPB3Ka C JICHSHHETO ¢ NOMTAMHHEPIUIHH IEKApCTBA.

HeBponenTHien ManurueH CHHAPOM
CuMITToMH, Npeanoaraliid HEBPOJIECNTHYCH MATUTHEH CHHIPOM, Ca OITHCAHU ITPH BHE3AITHOTO CITHpaHe

Ha RONaMHHEPIrudHOTO JIcUeHHE (BXK. TOUKa 4.2).

CHHIpDOM Ha OTHeMaHe Ha nonamunoB aroHuct (Dopamine agonist withdrawal syndrome, DAWS)

HNma cpobinenus 3a DAWS npH nipHeM Ha JOnaMHHOBH arOHHCTH, BKIIOYHMTEIHO NMPaMHUIIEKCON {BX.
To4Ka 4.8). 3a npekpaTaBaHe Ha JICYEHHETO MpH NauHUeHTH ¢ OosecT Ha I[apkHHCOH, NIPUEMBT Ha
NMpaMHANEKcon TpaAtBa da ce HaMalu nocteneHHo (Bxk. Touka 4.2). OrpaHuyeH NaHHKU NPEeRNONAarar, ye
MALMEHTH ¢ Ppa3CTPOACTBA B KOHTPOJIA HA HMITYJICHTE U TE€3H, KOUTO MOJy4YaBaT BUCOKA JHEBHA O034
H/WIH BHCOKH KYMYJIATHBHH JO3M AOITAMHHOBH aroHHCTH, MOXE /1a €a C TI0-BHCOK PHCK OT pa3BUTHUE
Ha DAWS. CuMnToMATE Ha OTHEMaHE MOXE [1a BKITIOUBAT allaTHA, TPEBOXKHOCT, JENIPECHR, YMOpa,
u3noTABaHe ¥ 6onka U He ce TIOBJIMABAT OT Jierodona. [Ipein mocTeneHHo HaMaNsBaHE H
MpeKpaTABaHe HA MPHEMa Ha [MPaMUIIEKCON nauueHTuTe Tpadpa aa 6vaaT HHGOpPMHpaHH 3a
BLIMOXHHMTE CHMITTOMH Ha oTHeMaHe. [lo BpeMe Ha nocTeneHHO HaMalIsBaHe M MIPEKPATABAHE HA
npueMa natnesTHTe TpAOBa Aa OBIAT BHHMATENHO NpocheaBaHu. B ciyval Ha TeXKH W/HIH
NEPCUCTHPAaIIN CHMNITOMH Ha OTHEMaHE Moxe fia ce OOMHCIH BPEMEHHO NOBTOPHO NMPHIOKEHHE HA

NPaMHIIEKCO NPH HalH-HUCKaTa edexTHBHA 1034.

BromasaHe
HMma cBeieHHA B IMTEPATYPaTa, KOUTO MOKA3BAT, Ye NieueHHeTo Ha CHHApOMa Ha HECNOKOMHHUTE Kpaka

¢ JONaMHHEPIrUYHM NIEKAPCTBEHH MPOAYKTH MOXeE Ra I0oBek€e A0 BiowWasane. BaomasaHeTo ce CBbp3Ba
¢ Ne-paHHO HAYANO HAa CHMIITOMATHKATa Beuep (MM JOpH cliefobel1), yBeIIHuaBaHe Ha CHMIITOMHTE U
pasnpocTHpaHEeTo MM 0 BKTIOYBAHE Ha APYTH KpaHHHIHN. BioImapaHeTo € CneuManie u3CcneJBaHo B
KOHTPOJMPaHO KIHHHUYHO M3MUTBaHEe ¢ NPOAb/DKUATENHOCT 26 ceaMHuUM. Bnoiwuasane e HabmonasaHo
npu 11,8% ot nauuenTHTe B rpynara, neKyeaHa ¢ npamunexcon (N = 152), u 9,4% ot naitueHTHTE B
rpyInara, ieKyBaHa ¢ rianebo (N = 149). Amannsst no Kaplan-Meier 3a BpeMeTo 10 HACTBIIBAHE HA
BIOILIARAHE, HE NOKA3Ba 3HaYHMA Pa3zIHKa MEeXIy IPYIHTE, TEKYBaHH C ITpaMHUNeKkcon U nnauedo.

4.5 BianmozelicTBHE ¢ APYIE IeKapCcTBEHH NPOAYKTH H Apyra GopMH Ha B3aHMOAelicTBHe

Crip3BaHe ¢ IIa3IMEHUTE NPOTEHHK
[IpaMHneKkcon ce CBBP3Ba B MHOTO HUCKA CTENEH ¢ IurasMenure npoTenHu (< 20%) un npu xopa

npeThpnABa Manka 6uoTpancgopMmanud. [lopaan ToBa, He ce OYaKBaT B3aUMOAEHCTBHA C IPYTH
NIEKaPCTBEHH MPOLYKTH, OBMHABAIIHN CBLP3IBAHETO € MLNa3IMEHHUTE [IPOTEHHH WIH eTHMUHHUPAHETO
ype3 OnotpanchopMauna. Thil KAaTO AHTHXONHHEPTUIHUTE JIEKAPCTBA C€ ENMMHUHMPAT IMIABHQ ~—
nocpeacTsoM OHoTpanchopManisa, Bb3MOXKHOCTTA 32 B3aUMOJACHCTBHE C TAX € OrpaHHYc)g
NpoBeAeHH MpoYYBaHHUA B Ta3H Hacoka. Hama dapMaxkokHHeTHUHO B3aHMOICHCTRHE Chy

JE€BOIOIIA.




NuxHONTOPH/KOHKYPEHTH Ha aKTHBHHS BT 33 eIMMHUHHApaHe npe3 Onbpelre
I{uMeTHAHH NOHIDKAaBa OBOPEUHHA KIMPBHC Ha MPAMHUNEKCON ¢ NpUubmsuTenHo 34%, BEPOATHO

nopaay MHxHOHpaHe Ha KaTUOHHATA CeKpeTOpHa TpaHCHOpPTHA cucTema B OB0OpedHnTe TYOYH.
[lopanu ToBa, NeKapCTREHH TIPOAYKTH, KOMTO ¢4 MHXUOHUTOPH HA TO3H aKTHBCH ITBT 32 €JIMMHHHpaHEe
rnpe3 6bOpeLHTe MITH KOHTO C€ EJTMMHAHHPAT NOCPEACTBOM HEr0, TAKMBA KaTO NAMETHIHH, aMaHTaIMH,
MEKCHJIETHH, 3HI0BYAHH, UMCIUIATUH, XMHUH H MPOKAaHHAMM/, MOTAT Ja B3auMoaelicTRar ¢
NpaMHNEKCOo, B pe3y/ITaT Ha KOeTO 14 ¢€ IMOHIDKH KIMPBLHCHT Ha NMpaMunexkcos. [ToHnxkapaHe Ha
A03aTa Ha IPaMHINEKCOJ ClIeABa Ja C€ HMa NpeaBH/ IPH CHITBTCTBAlla YNoTpebda Ha TE3H JIEKapCTBEHH
npogykTH ¢ [lapcon.

KombuHaums ¢ nesoaona
Koraro I'lapcoH ce npremMa B kOMOHHAIHA C IEBOAONA, CE Npenopr4YBa HaMANABAHE HA [03aTa Ha

JIEBOAIONA H 3aMa3BaHe Ha /103aTa Ha APYTHTE aHTHNAPKUHCOHOBH IEKAPCTBEHH MPOAYKTH, A0KATO ce
noBHiNaBa ao3aTa Ha IlapcoH.

[lopagy BR3MOXKEH aIHTHBEH eeKT, NAUUCHTHUTE, IpUEMalll APYTH CeIaTHBHH JICKAPCTBEHH
NPOAYKTH HITH aNIKOXOM B KOMOUHaLNA ¢ IIpaMHIieKcon, TpAORa na ObAAT NochBEeTBaHU Aa 6BAaT
npeana:iuBH (BX. Toukn 4.4, 4.7 n 4.8),

AHTHICHXOTUMHH JICKAPCTBEHH NPOIVKTH
Ennospemennara ynorpeba Ha aHTHIICHXOTHIHH JIEKAPCTBEHH NMPOAYKTH K MPaMHUIIEKcos TpadBa na
ce m30srBa (BX. To9Ka 4.4), HaNpUMeEp aKo MOTAT [1a C€ O9AaKBaT AHTarOHUCTHIHH eQeKTH.

4.6 @epTHAHTET, GpeMEeHHOCT H KbpMEHE

BpeMeHHOCT

EdexTsT npn Xopa 1no epeme Ha 6peMEHHOCT U KbpMeHe He € mpoyueH. [TpaMunekcon He € UMan
TEPATOTCHEH €(PEKT NMPH IUTbXOBE M 3aiUH, HO ¢ 611 eMOPHOTOKCHYEH NPH IUTHXO0BE, B A03H TOKCUYHH
3a MadikaTa (BX. Touka 5.3).

[Tapcon He TpAOBA Ja ce npuara no speMe Ha OpeMEHHOCT OCBEH B CTy4ail Ha KaTeropHyHa
HeOOXOAMMOCT, T.€. KO NOTEHUHAIIHATA NMOJI3a ONpPaBaaBa OTEHLMATHHA PHCK 3a deTyca.

KbpmeHe
Tol KaTO TIEIEeHHETO C MPAMHUNEKCON HHXHOHPA CEKpeLHATA Ha MPOJTAKTHH NPH X0pa, €& O9aKBa

CIHpaHe Ha KbpMaTa. He ca npoBeaeHH mpoyusaHus NPH XKEHH 10 OTHOLLIEHNE HA eXCKPEUHATa Ha
IPaMHIIEKCON B KbpMara. [Ipu rirsxose KOHUEHTPAUMATA Ha CBBP3aHATA C AKTHBHOTO BEINECTBO
pPaAHOAKTHBHOCT B KbPMATA € MO-BHCOKA OT TA3H B IJIa3MaTa.

TB# kaTo MMTICBAaT AaHHH NpH Xopa, [lapcon He TpAOBa na ce nNpuilara B Nepuoaa Ha KbpPMEHE.
[Ipn xanoxuTenHa ynotpeba 1pabsa na ce npeycTaHOBU KbPMEHETO.

DepTUAUTET
He ca mpoBexxTaHH Npoy4BaHuA 3a edexra BEpXY pepTHUnuTeTa NpH Xopa. [Ipy npoyuranns npu

’KMBOTHH NPaMHUNEKCON NMOBIHABA €CTPYC HMKINTE U HAMANABA QEPTHINTETA [IPH KEHCKHTE, KAKTO CE
O4aKBa 32 AOMTaMHHOB aroHUCT. Tesu npoyyBaHHa obaue He NOKA3BAT NPEeKH WIH HETIPEKH BpeaHu
e()eKTH NO OTHOLIUECHHE Ha PEPTHINTETA TPH MBXKKHTE,

4,7 EdexTn BLpxy cnocofnocTTa 32 modrpane B paboTs ¢ MAIHAH
[lapcoH MOXe a MOBNHAE B 3HAYHTENIHA CTENEH cnocofHocTTa 3a WodKpaHe H paboTa ¢ MalIHHA.
Bh3Mox#Ha € NOoABA HA CHHJIMBOCT WIM XaMOLHHAIIMH,

[TaumenTture, nekysanu ¢ [TapcoH, npu KouTo ce HabmogaBaT ChHIHBOCT H/H/IH eNH30IM Ha BHE3alHO
3acliHBaHe, TpsOBa Aa ObjaaT npegynpeaeHM Ja ce Bb3AbPXKAT Aa WodHpar, a yrpaxHABaT
MpH KOUTO HapylueHaTa 6AMTENHOCT 61 U3NOKUNA TAX WIIH OKOJIHHTE Ha PHCK OT CEpPHO3
HapaHABaHE WK CMBPT (HanpuMep padoTa ¢ MalllHHH), KO H3YE€3BAHETO HA TE3H [10BTA
eMH30JH U CbHIUBOCT (BX. ChI0 TOYKH 4.4, 4.5 n 4.8).
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4.8 Hexenann TeKapCcTBeHH PeAKIAH

B13 ocHOBa Ha aHayIM3a Ha cOOpHH NNane0O-KOHTPONAPaHH H3MMHTBaHHA, B KOHTO ¢a Y4acTBalH o0mo
1 923 naumeHTH Ha npamunekcon ¥ |1 354 nauueHTa Ha rwiaue6o, HexxelaHK NEKAPCTBEHH pPeaKliH ca
CHOOLIABAHH 4eCTO W B ABETE IPyNH. 63% OT NanMeHTHTE Ha MpaMHUNEKCoN H 52% OT nalueHTHTe Ha

iauedo crodinaBaT NoHe eAHa HEXEIaHa JIeKapCTBEHa peakiys.

[lo-rongmara 9acT oT HeXeTaHUTE JICKAPCTBEHH peakilid 0O0MKHOBEHO 3aM04BaT B HAYaJ0TO Ha
JIEYEHHETO M TMOBEYUETO €A ¢ TeHACHUHUA 12 N3YE3BaT AOPH IPH NPOIBIIKaBaHe Ha JIEdeHHETO.

B paMKHTE Ha CHCTEMO-OPraHHHTE KJIaCOBe, HEXEIaHUTE peakuMu ca H30poeHH cropen YecToTara
(6pos nauHeHTH, IPH KOUTO C¢ OMaKBa [a Ce MPOABH PeaklUMATA), KAaTO ¢d H3MNON3BaHH ClIe/IHHTE
KaTeropuu: MHoro ects (> 1/10), wectn (> 1/100 no < 1/10), vewectu (= 1/1 000 1o < 1/100), peaxu

(= 1/10 000 po < 1/1 000), muoro penkn (< 1/10 000), ¢ Hem3BecTHa wecToTa (0T HATHYHHTE JAHHH HE
MOXe a Obae HanpaBeHa OleHKa).

Haiji-yecTH HexeNaHH peakitiy NMpHu ecT "Ha [lapkuucoH

Hali-uecTo (= 5%) cb0011aBaHUTE HEXENAHH IEKAPCTBEHM peaKLIdK NPH NMalMeHTH ¢ 6oecT Ha
[lapKMHCOH, MO-4€CcTO MpH JIeUeHHe C MMPAMHUIIEKCO B CpaBHEHHE ¢ IUTalebo ca: rajieHe, JUCKHHE3HUA,
XHIIOTOHHA, 3aMagHOCT, CBHITHBOCT, 6€3ChHHKE, 3aMeK, XAMONHHANNH, IMasobonue n ymopa, CiyvauTte
Ha CBHITUBOCT HApacTBAT IPH JO3H MO-BUCOKH OT 1,5 mg IpaMHUIIEKCON col Ha JieH (BX. ToYKa 4.2).
[To-gecTa HeXkenaHa NeKapCcTBeHa peakius NpH KOMOHHALHA © JIEBOJONA € MMCKMHE3MATa. B HayanoTo
Ha leYeHHeTo MOXe Aa ce Habmoaasa nNosBa Ha XHUIIOTOHMA, 0cobeHo npu 6BP30 THTPHpaHE Ha 103aTa
MPaMHIIEKCO.

Tabmua 1: bonect Ha [JapkuHCOH

ICHcTemo- HOT'O ectn (> 1/100 eqectH (2 1/1 Peaxu e C
joprafen Kjac ecTH (2 |30 ao 1/10 000 ECH3BECTHA
1/10) 1/10) 1/100) In<n YeCTOTA
L _ 1/1 000)
Undexumn u |1-|HBBMDHHF[
ﬂ:@emum*_.
apyllIeHHd  Ha apylueHa
EHIOKPUHHATA eKpeuma Ha
cucTema HTHAMYpETHIEH
OpMOH!
[ TcuxuaHu BescbHue PEeKOMEpHA MaHus
HapYINEeHHA XamousHaumH KIOHHOCT KBM
[TaTOMOTr MY HN azapyBaHe
HH1I1a aToNOru4YHa
BPKaHOCT KJOHHOCT KbM
a3apT
[TorepeHuecku €3M0KOHCTBO
HMIITOMM Ha X HITEPCEeKCYATHOCT
apylleHUR B Hamyanoct
OHTpoNnUpaHeTo Ha [HapyineHnue Ha
IyJICHTE H MHOUA0TO
aTpaIrYMBOCTH [IapaHos
eNMUpUYM
KIIOHHOCT KBM
DKIaHe'
unepgarua’




E;lapymenm Ha IChHIHBOCT !l“nanoﬁonne MH30M Ha
epBHATa CUCTEMA [3aMAasHOCT HE3aITHO
UTCKHHe3ud aCIMBaHe
He3UA
UTIEPKHHE3HA
HHKOIT
ll;lapymenm Ha PHTEJTHO
qHTE pYLICHHE,
KIIOYHUTEIHO
MILUIOIHS
aAMBIJIEHO
BpEeHHE
Hamanena
BPHTENHA OCTPOTA |
bPACYHM E'ﬁpﬂﬁ‘lﬂa
Eapymeng_ﬂ | _ eAOCTaTHIHOCT'
Cb0BH XHANOTOHHUA
Hapy lIeHHA .
PecrTHpaTOpHH, UucrHes
IPBAHH H XBIuane
eauacTeHan-
F:H HapyLIeHH:
TOMAIHO-~ ["anene Banex
pEeBHH [loBpbmane
apylleHHs
ApYLUCHHS Ha CaKLHMY Ha CBPBX-
oXarta CTBHTENHOCT
OJIKOXKHATA CrpOex
KaH _{O0pHB
IIH anpa ICuHapoM Ha
[HapYIDEHHA H [lepudepen IOTHEMaHE Ha
kedexTn Ha IOTOK II0TIAMHHOB
IMACTOTO Ha OHHUCT,
MpPHITIOXKEHHE KMOYBAalIl
aTh4,
beanokoii-
CTBO,
HCHPECHA,
yMOpa,
H3M0TABAHE
1 Oonka
H3cnensaHns MoHmKasane Ha E'I:oanmanaﬂe Ha
ITErnoTo, rJI0TO
BKTFOYHTETHO
JMOHHXKEH aneTHT

''Ta3zn HexenaHa peakuma € Kab/moaaBaHa o BpeMe Ha NOCTMAPKETHHIroBUA onuT. C 95%

TOYHOCT KATETOPHATA ITO HECTOTA € HE NMO-BHCOKa OT ,,HG‘{ECTH“, HO MOXe fa Obae ¥ mo- HHCKa.

Touno H3YUC/ABAHE HA YECTOTATA HE € BB3MOXKHO, ThH KaTo HeXeTaHaTa peakLia He ce e
noABsABRaNa B 6a3ara JaHHU OT KTHHWYHH A3IIUTRAHUA Ha 2 762 nalueHTH ¢ H0JIecT Ha

HRPKHHCOH, JICKYBAHH C [IPaMHUIICKCOJI.

CHHAPOM Ha HECMOKOWHHTE KpaKa, Hal-9eCcTH HEXeTaHH peakiiiy

Hait-uecto (2 5%) crobimaBanuTe HEXEITaHH JIEKAPCTBEHH PEAKIHH NPH NalMeHTH ¢be C
HECTIOKOHHHTE KpaKa, JIEKYBaHH C NIPaMUIIEKCO ¢4 - raeHe, rmapodonne, 3aMagHOCT H Y




I"'apexe U yMopa ce crOOIIaBaT Mo-4ecTo Ipu XEeHH, NeKysaHH ¢ Ilapcon (crotreTHO 20,8% 1 10,5%) B
CpaBHeHHEe ¢ MBbXe (ChOTBETHO 6,7% U 7,3%).

Tabnnua 2: CUHIpOM Ha HECITOKOMHUTE KpaKa

HCTEMO- HOTO [Hecrn (> Eleqem 1/1000 g0 IC HeH3BecTHA
PraHeH K/ac eem (= [1/100 10 1/100) MecTeTa
|lll 10) < 1/10)
H$EeKLUMH H ll'lHﬂBMnHHﬂI
(ecTaLmm | | |
apyLI€HMA Ha apylLieHa CeKpeuus Ha
HAOKPHHHATA HIHYPETHIEH XOPMOH
HCTEMA N
E;lcmqﬂn €3CBhHHE e3MOKOHCTBO
apylUeHUS TOJIOTAYHH pKaHoCT
HHIIA AMOUMHALHY
apyLIeHNA Ha TUON0TO
anyaHoct' Xunepgarus'
apaHos'
Manus'
eJMpHYM'
OBEJAEHYECKH CHMIITOMH Ha
apylleHHa B KOHTPOIMPaHETO
a HMITYJICHTE W
aTpamIMBOCTH' (KaTo:
eKOMEpPHA CKJIOHHOCT KBM
azapyBaHe,
aTONIOrHYHa CKNOHHOCT KBM
a3apT,
EPCEKCYANHOCT, CKIIOHHOCT
M MpekAaHe)
I-
HapyineHus Ha ["rasobonue NU300H Ha BHE3ATTHO
HepBHATA CHCTEMA 3aMasHOCT CITMBaHE
ICBHIUBOCT E{Hmn
UIncxkunesua
IAMHE3HA'
1 XnnepkuHesns'
HapyuieHns Ha [BpHTenHo HapylneHue,
lounTE [BKITIOUHTETHO
[HaMaJIEHa 3pUTENHA OCTpOTa
élmmanua
aMBIIICHO 3peHHe
CopaeuHH IChpAedHa HeROCTATLIHOCT.
[Hapy LIEHHS
CB00BH XHHOTOHUA
apyl1eHus
€CMUPATOPHH, ucnHes
IMPBAHM U XBilaHe
MENMACTHHATHH
HapylueHHs
TOMAHIHO- I'afeHe Ranex
PEBHU [loBpbittane
apylIeHUs
apyLUCHHA Ha PeakuvH Ha
oXaTa u BPBXIYRCTBHTEIHOCT
OIKOXHATa &pﬁem
KaH PHB
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06y 1an.»mtpa [Tepudeper oTOK ICuHIPOM Ha
HApYLUICHHA 1 OTHEMaHe Ha
leheKTH Ha \IonaMHHOB
ACTOTO Ha [ATOHHCT,
WIOXKEHHE BKJTIOYBALI
aTHA,
3MOKOHCTRO,
eNpecHA, yMopa,
3MOTABAHE U
JIKa.
H3cnensaHun OHIDKAaBaHE Ha TeryoTo,
KITIOYHTENHO NOHWIKEH alleTHT
OBHLIABAaHE HA TETJIOTO

'Ta3u HexxenaHa peakiya € HabmoAaBaHa Mo BpeMe Ha MocTMapKeTHHrosHa onut. C 95% Tounoct
KaTErOpHATA IO YeCTOTa € He NO-BUCOKa OT ,,HeYeCTH , HO MOXe Ja Obe H no- HUCKa. TOYHO H3UHC/IABAHE
Ha 4eCTOoTaTa He € Bb3IMOXKHO, ThH KaTO HE)KENaHATa peakMa HE ¢ € IoARKUIA B 6a3zaTa AaHHM OT KIMHUMHH
H3THTBAHKA Ha 1 395 nalnWeHTH Ch¢ CHHAPOM Ha HECMIOKOWHHUTE KpaKa, JIEKYBaHH C IIPaMHITEKCOJI.

OnxcaHue Ha U30paHH HEXENAHH peakIMu

CuHAHMBOCT
[IpaMumiekcon € CBBP3aH HECTO CBC CHHIIHBOCT H HEUECTO € CBbP3Ba ¢ NPEKOMEPHA ChHINBOCT MNpeE3
JIeHA ¥ eNN30JM Ha BHE3AMNHO 3aciHBaHe (BXK. Touka 4.4).

HapvuwieHns B qubnaoro
[Ipamunexcon Moxe 1a 6bae CBBpP3aH HEUECTO ¢ HAPYIIEHHA B THONI0TO (MOBHIIABaHE WIH

TIOHIDKABaHe ).

P&:‘IE!:EDﬁCTBE B KOHTDO/JId Hd HMITYJICHTE

[TaTonorudHa CKJIOHHOCT KM Xa3apT, IMOBUIIEHO JIMONI0, XUTNEPCEKCYANTHOCT, KOMITYJICHBHO XapueHe
M niasapyBaHe, NpesKIaHe U KOMITYJICHBHO TIpesKAaHe MOTaT fa Ce NOABAT NPH NaLHEHTH, JIEKYBaHH
¢ JOMMAMHHOBH aroHUCTH, BKIIOUHTeNHO Ilapcon (rxk. Touka 4.4).

B peTpocnekTHBEH CKPHHHHI Ha MIPEACTABHTE/HA H3BAJIKa M MPOyYBaHE ClTy4ai-KOHTpoO.a,
pmoypatiy 3 090 naumeHTH ¢ Oonect Ha Ilapxuncon, 13,6% oT BCHYKH NaLMeHTH, NOAJIOKEHH Ha
JONaMHUHEPIUYHO JICYEHHE HITH HE-A0NIAMHHEpruyHO JieYeHYe, UMAaT CAMIITOMH Ha HapyLIEHHE B
KOHTpONa Ha UMIIYJICHTE B NepHo/a Ha TIOCTICAHNTE ecT Mecela. Habmoaaganure nposey BKTIOYBAT
NaTONOrH9YHa CKIIOHHOCT KBbM Xa3apT, NPEKOMEPHa CKIOHHOCT KbM Na3apyBaHe, MpeAxXaaHe B
HaTPam4uBO CEKCYATHO NoBeAeHHe (MOBHIIEHA CEKCYANTHOCT). BB3IMOXHHTE HE3aBUCHMH PHCKOBH
taxTopu 3a paszcTpolicTBa B KOHTPONA HA UMITYJICHTE BKTIOUBAT JONAMMHEPTHYHO NIEYEHHE H 110-
BHCOKH JO3U HA JOTIAMUHEPTrUYHO JIEYEHHUE, NO-MITafa BB3pacT (< 65 roauHn), 6ezbpaune 1
crobuIeHa paMiTHa aHaMHe3a 33 CKIIOHHOCT KbM Xa3apT.

Cﬂﬂﬂm!ﬂ Hd OTHCMAHC Hd JONNAMHHOB A'OHHCT

[lpn HamansBsaHe WIH NpeKpaTABaHE Ha IpHEMa Ha JONMAaMHHOBH arOHUCTH, BKITIOYHTEIIHO
MPaMHUIIEKCOII, MOXE I3 Bb3HHKHAT HEMOTOPHH HexXenaHH peakijun. CHMITOMHUTE BKTIOYBAT aMaTHy,
6e3nokoiicTBo, ACNpecka, yMOpa, M3noTABaHe B Oonka (Bx. Touka 4.4),

ChpledHa HEAOCTAThIHOCT
ITo BpeMe Ha KIMHHYIHH MPOYYBaHUA H NOCTMAPKETHHTOBHA OINMT € ChOOIIABAHA CHPAEYHA

HeJOCTaThYHOCT IIPM NTAMEHTH Ha JleueHHe ¢ npaMunekco. Ilpu easo gpapmMakoennaeMuonoruaHo
NPOY4YBaHE MPHJIOKEHHUETO HA IPAMHUIIEKCOJ] € CRBP3AHO C NOBHLIEH PHCK OT ChpACYHA
HeIOCTATHHHOCT B CPpaBHEHHUE C HENPUIAaraHeTo Ha IpaMHUneKkcon (HabmonaraHa cTeneH Ha

1,86; 95% CI, 1,21-2,85).
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Crobluabarie Ha NOO3IUPAHK HEXENAHH DEAKUHA
CrolinaBaHeTo Ha NOAO3APAHH HEXETTAHH Peakiui Clle/l paspelllaBaHe 3a ynoTpeba Ha JieKapCcTBeHuA

NPOAYKT € BaXKHO. TOBa MOIBONABA A3 MPOIBIDKH HAOMOAEHHETO HA CHOTHOLWICHUETO TTOI3A/PHCK 3a
JIEKAPCTBEHHA NMPOAYKT. OT MEANLIMHCKHTE CMELHANMCTH C€ H3IHCKBA Ja ChOOINABAT BCAKA NMO0O3MPAHA
HeXeJlaHa peakiHa upes.

Hanbanurensa areHuns no nekapcrsata (MAJD):

yn. ,JlamsaH I'pyep” Ne 8

rp. Codua 1303,

Ten. +359 2 8903417

el noiEa: bda@bda.bg

yebcalit: www.bda.bg

4.9 Ilpexozmpane

HsaMa KTHHHYEH ONHT € TEXKKH CTy4au Ha npeaosnpane. O9aKkBaHHTE HEXETAHH PEaKLIAH CA TE3H,
CHLOTBETCTBAIIM HA PapMaKoAHHAMHYHHMA NPO(pHI Ha TONAMHUHOB arOHHCT, BKIIOYBAIIH rajeHe,
NOBpBIIAHE, XHIIEPKHHE3NA, XAMOLHHALIMH, BH30yaa H XMNOTOHUA. He e ycTaHOBeH aHTHAOT NPH
Npeao3HpaHe ¢ IONaMHHOB aroHHuCT. [IpK HanmHIHe HA CHMITTOMH HA CTHMY/THpaHe Ha LEHTPa/THATA
HEpBHA CHCTEME MOXKE J1a € NoKa3aHa yroTpebaTa Ha HEBPOJIENTTHK. 3a ORNaiABaHe HA MPEeO3HPAHETO
MOXe Ja ca HeoOxonuMH 001UM NOTEPKALIM MEPONPHATHA B XOMOHHALMA CbhC CTOMALINA MPOMUBKA,
HHTPABEHO3HH TEYHOCTH, NPHNAraHe Ha aKTHBCH BLIJIEH H MOHHTOpHpaHe Ha EKI.

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 @apmakoAHHAMAYHH cBolicTBa

(QapMakoTepaneBTHYHA MPyna: AHTHNAPKHHCOROBH JIEKAPCTBA, JONAMBHOBY ArOHHCTH
ATC xoq: NO4BCO05.

MexaHH3BEM Ha aelicTBHE
[TIpaMunexcon ¢ JONAMHHOB ArOHHCT, KOHTO ce CRBP3Ba C BHCOKA CENIEKTHBHOCT H creH$HIHOCT C

D2 ponaMHHOBHTE PELICTITOPH, H NTO-CIIEIHANTHO HMa aQBHHETET KbM TeXHHA noaTHn D3 u nma meana
BBTPELIHA AKTHBHOCT.

[IpamMunexcon obnexyapa npossuTe Ha [[apKHHCOHOBA MOTOPHA HEAOCTATHYHOCT YUpe3 CTHMY.IHpaHe
Ha NOTIAMMHOBHTE pelienTopH B cTpHaTyma. [IpoydBanug npu »XKUBOTHH COYAT, Y€ MPaMHNIEKCO
MHXHOHUpa CHHTE3a, OTACNAHETO H MeTaboNH3Ma Ha JONaMHHa,

MexaHH3MBT Ha aeficTBHe Ha NMPaMHIICKCON KaTO CPCACTBO 3a JICYCHHC HA CHHJIPOH Ha

HECTIOKOWHMTE Kpaka ¢ HenssecTeH. HeppogapMakonornyHi AoKa3aTeNCTRBa IPeANonaraT MhPBHYHO
BKIIIOYBAHE Ha JONAMHEHEPIrHYHATA CUCTEMA.

®apmakoguHaMuany edexTy

IIpu nobporomuu ¢ HabmoOAaBAHO N0303aBUCHMO HaMaNeHUe Ha MpoNakTHHA. IIpH KIHKHYHO
H3INMHTBaHEe CBC 3apaBn A00poBoNIH, B KoeTo [lapcoH TabneTku ¢ yarnkero ocsoboxnaBsane ce
THTpHPa No-0Bp30 (Ha BCEKN 3 AHM) OT MPENOPBHUMTENHOTO A0 3,15 mg npamunekcon 6a3a (4,5 mg
cO7) Ha AeH, ¢ HabmoaaBaHo NOBHILABAHE HA KPHBHOTO HAJIATAHE H YCKOpABaHe HA ChPACYHNSA
puTeM. TaknBa edexTn He c¢ HabmoaaBaT NPy MPOYUBAHHA C NAIHEHTH.

a edu H IZCHOCT H H
IIpaMunexcon HaMalsBa NPU3HALMTE H CHMITTOMHTE Ha MAHONaTUYHaATa Honect Ha TTapkHHCOH.
[Iposeneru ca rmnauebo-KOHTPONMHpaHH KIHHUYHH HINHTBaHWA, BKmouBainy 1 800 nanmenTa B cTaguii
Ha 3abonasaHe 1-V no Hoehn 1 Yahr, nexysanu ¢ npamunexcon. Ot max okono 1 000 ca 6unu B

HanpeaHan cranui Ha 3abonaBaHeTo, NOYYABANH Ca CHITLTCTBAIIO NIEYEHHE ¢ ICBOAONA H €3 CTPaaH
OT MOTOPHH YCJIOXKHEHHA.

EduxacHocTTa Ha MpaMHIIEKCO NP paHHA M Hanpenxana 6onect Ha [TapkuHCOH /
KOHTPOJNHpAHH KNHHHYHH H3MMHTBAHUA 33 NEPHOA OT OKOJO IecT Mecewia. B oTrope
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Ha H3INUTBAHWATAE 32 NEPHOI HAN TPH FOOWHH He ¢a oTOENA3aHH NPU3HALH HA MOHWXABAHE HA
e(hUKACHOCTTA.

IIpu xoHTpONKPaHO ABOHHO-CIANG KNHHWMHO H3MHTBAHE C MPOABLIDKKUTENHOCT 2 FrOAHHA HavyanHa
TEpalua ¢ MPaMHIIEKCOJT 3HAYHMO OTJIara HaCTHIIBAHETO HA MOTOPHH YCITOKHEHHA H CPABHEHO C
HavajlHa Tepamnus ¢ JIEBOAONA peayLHpa TAaXHaTa nosasa. ToBa oTjiaraHe Ha MOTOPHHTE YCIIOXXHEHHA
NMpH OPaMHTIEKCO CIEABa Aa Ce NMPETEriH CIPAMO NMOo-ToNIMOTO NOACOPEeHNe Ha MOTOpHATA PYHKIMA
npH nesoaona (H3MepeHo upe3 cpeanara npoMaHa 8 UPDR-ckopa).

OOb1maTta 4ecTOTa Ha XaMOUMHALMK U CHHIIABOCT IPHHLIMIIHO € IT0-BHCOKA BLB (pa3aTa Ha YReJIHYaBaHe
Ha 103aTa MpH rpynata ¢ NpaMuneKkcon. Bripeky Tora, He € MMaJIO 3HAYUTENHA PA3IHKa Npes

noaabpXainata $aza.

Te3n naHHH TpAORa Ja ce UMAT PeABUA NIPH 3aNOYBAHE HA NEYEHUE C NPAMHIIEKCO NPH NALMEHTH C
fonecr Ha [lapxuHcoH.

[lequaTpHuna ronyialmus
EpponeiickaTa areHuns no JekapcTpata ocBob0XkaAaBa OT 3aIWDKEHHETO 33 IPEAOCTaBAHE HA

pesyaratdre oT npoyuBaHuATa ¢ [lapcon BbB BCHYKH NOATPYNH Ha NEAUATPHYHATA MOy Al
npu Honect Ha Ilapkurcon (BX. Touka 4.2).

Knnnmina epakacHocT ¥ Ge30nacHOCT py CHHADPOM HAa HECNOKOWKHTE Kpaka
EdnxacHocTTa Ha MPaMHUIIEKCOI € OLIEHEHA B YeTHPH TUTaleb0-KOHTPOJIHMpaHd KITHHHYHH M3ITHTBaHHA

npu npubmusutenno |1 000 nauuenTa ¢ ymepes oo Texsk HaHonariied CHHAPOM Ha HECTIOKOMHUTE
KpakKa.

[TepBHUHHTE KpafHU Pe3yTaTH 32 e(PUKACHOCT ca CpeHaTa pas/iHKa OT HauaTHHTE CTOHHOCTH,
H3MepeHa no OuenbyHaTa ckana Ha CMHAPOM Ha HecnoKofiHuTe Kpaka (IRLS) n no O6moTo
KIHHAYHO BrieyatneHue 3a nogobpenunero (CGI-1). U 3a npeTe mppBHMHM KpafiHH TOUKH Ca
HaO/MmoOAABaHH CTATHCTHIECKH 3HAYHMH PA3JIMKH B TPYNMTE HA IIPAMUIIEKCoSI NpH ao3H 0,25 mg,

0,5 mg u 0,75 mg npamunekcos con B cpaBHeHue ¢ nnauebo. Cnex 12 cenMHIM Ha NeueHue
HavyanHUAT pe3ysrat no IRLS e nogobpeH ot 23,5 Ha 14,1 Touxs 3a rutane6o v ot 23,4 Ha 9,4 ToukH
3a npaMunekco (koMOuHHpaHu 1031). Kopurupanara cpeasa pasnuka € -4,3 touku (Cl

95% -6,4; -2,1 Touku, p< 0,0001). Crenenure Ha otroBop no CGI-I (¢ nogobpenne, che CHWIHO
H3paseHo nopobpenne) ca 51,2% n 72,0% croTBeTHO 32 mnanebo B npamunexcon (pasnuka 20% CI
95%: 8,1%; 31,8%, p< 0,0005). EpuxkacHocT ¢ HabmoagaHa ciieq1 MEPBaTa CeAMHIIA HA JIEUEHHE C
0,088 mg 6a3a (0,125 mg con) Ha neH.

B nnanebo-koHTponHpaHo NONHCOMHOrpadicko npoytisaHe 3a nepuoa ot 3 ceamuuy [TapcoH 3naunmMo
HaMaaBsa OpoA Ha NEpHOANYHHUTE ABWKEHHA Ha KpaliHHLMTE 10 BpEMe Ha NOKoH B JIerno.

HbarocpouHaTa epHUKaCHOCT € OLEHEHA B IU1ale00-KOHTPOMHPAHO KIHHHYHO H3nuTBaHe. Cnesy
26-ceqmMMUUeH NiepHoy Ha JieyeHHe ce HabmoAaBa KOPHIHPaHO CPEIHO HaMaICHHE Ha 00LIMA CKOp Mo
IRLS o1 13,7 n 11,1 ToYkH, CHOTBETHO B IpyrnaTa, JIeKyBaHa ¢ IPAMHIIEKCOJT H Ta3H, JIEKYBaHa ¢
nnaneo, cbe craTucTHYeckH 3HawMMa (p = 0,008) cpenna paznnka npu nedennero ot -2,6. CTeneHra
Ha nopiuaBade no CGI-I —(c u3paseHo nogobpenne; cue CHIHO H3pazeHo nogobpenne) e 50,3% (80 or
159) 1 68,5% (111 ot 162) choTBeTHO NpH rpyNUTE, NEKYBaHH ¢ wiauebo U npamunexcon (p=0,001),
KOETO ChOTBETCTBA HA Opoil, Hy>xnaeiu ce ot neuerue (NNT) nmauuentu - 6 (95%CI: 3,5; 13,4).

HNegnaTpHvHa MOMynauma
Esponedickara areHis Mo feKapcTsara oT/1ara 3aAbDKEHHETO 3a IPEIOCTABAHE HA pe3yNTaTHTE OT

npoyusaHudATa ¢ IlapcoH B e1Ha WK NoBeYe MOATPYNH Ha MeAMATPHYHATA NomyJauna npy CHHAPOM
Ha HECITOKOHHMTE KpakKa (Bxk. Touka 4.2).

KnuHuYyHa epUKkacHOCT U 6€30MacHOCT NpH cMHAPOM Ha Typer

EduxacHocrra Ha npamunekcon (0,0625-0,5 mg Ha aex) npy neANaTpUYHH DalHEHTH Ha KiapacsQ3.b
Ao 17 rooMHM ¢bC CHHAPOM Ha TypeT € olieHeHa B 6-CeMHYHO, nnoﬁnu—cnsn EOMNYI PG
I1a11e00-KOHTPOIHPAHO W3NUTBAHE ¢ MPOMEHIMRA /103a. PaHAOMM3MpaHH ca oOIuy/P 3N S\
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npamMuniekcon, 20 Ha mrauebdo). IsperudyHaTa Kpaitna Touka € npomsaHaTa Ha O6mma Tuk ckop (Total Tic
Score (TTS)) no Ckanata Yale 3a rnobansara texxect Ha TukoBeTe {Yale Global Tic Severity Scale
(YGTSS)), B cpaBHeHHE ¢ H3X0AHOTO HHRO. He ¢ ycTaHOBEHA pa3iiNKa MeXaY NMpaMHUNEKCcoN K Iwianebo
KaKTO N0 OTHOLIEHHE HA ITbPBHYHATA KpaliHa TOYKA, TAaka H NO OTHOILIEHKHE HAa HHKOA OT BTOPHMHMTE
KpaliHH TOYKH 3a epukacHOCT, BnouuTenHo O61mms YGTSS ckop, O6moTo BnesaTneHne Ha NaueHTa
3a noaodpenne (Patient Global Impression of Improvement (PGI- 1)), Knunminoro o610 sneyarnenue
3a rnoaobpenue (Clinical Global Impression of Improvement (CGI-1)) wnn KnuauunuTe o61mu
BNEeYaTIeHns 3a TexecTTa Ha 3abonasanero (Clinical Global Impressions of Severity of Illness (CGI-S)).
Hexenaunu ch0MTHA, BB3HUKHAIH TIPH Hal-Manko 5% oT mauMeHTHTE B IpynaTa Ha MpaMHNeKCo, H 1o-
YeCTH OpH NALMSHTHTE, JIEKYBAaHH C IIpAMMIIEKCON, B CPaBHEHME C TAUMEHTHTE Ha mnauebo, ca:
rnapobonue (27,9%, nnauebo - 25%), cermuBoct (7,0%, mnanebo — 5,0%), rapene (18,6%, wianebo —
10,0%), nospruiase {(11,6%, nnauedo — 0,0%), 6onka B ropuara abnomunanna obnacr (7,0%, nnanebo
- 5,0%), oprocratiuna xunotouusa (9,3%, mnauebo — 5,0%), muammua (9,3%, mnanebo - 5,0%),
HapylwieHHA Ha CBHA (7,0%, Iwauebo — 0,0%), aucnres (7,0%, nnauebo — 0,0%), nHdexuna Ha ropHHTE
auxatenHu mbTuia (7,0%, mnauebo — 5,0%). Jdpyrd 3HauHMM HexenaHH chOMTHA, Bojem Ao
MpeKhCBaHE Ha NEUEHUETO NPH NAUWEHTHTE, IPHEMALH NPAMHNEKCON, ¢a ChCTOSHHE Ha OOBPKAHOCT,
CMYIIEHHS B roBOpa ¥ BNoIIaBaHE HA ChCTOAHHETO (BXK. TOYKa 4.2).

5.2 QapMaKkoOKHHETHIHH CBOHCTRA

Abcopbimsa

IIpamuniekcon ce peaopbupa 65p30 ¥ H3LAIO cllel nepopasieH npHeM. AGcomoTHaTa OHOHAITMYHOCT €
nopede o1 90% n MaKCHUMANHM IUTA3MEHH KOHLIEHTPaUMM ce nocTHrar Mexay | u 3 gaca. [IpueMbT ¢
XpaHa He HaManaaa CTeneHTa Ha abcopOLMA Ha NpaMUNEKCcol, HO MOHMKABa HEHHATA CKOPOCT.
[IpaMuniekcon e ¢ THHEHHA KHHETHKA W C MaJTKH Pa3JIMgHa B IUIA3MEHATE KOHLEHTPALMH ITPH
pa3IMMHHUTE MalMeHTH.

Pa3 eneHue

CBbp3BaHETO Ha MPAMHKIEKCONI ¢ MPOTEHHHTE MPH X0pa € MHOro HUCKo (< 20%), a o6eMBT Ha
pasnpeaenexue € roasM (400 1), Ipu rurexose ca HabmoaasaHW BUCOKH KOHLEHTPALHY B MO3bYHATA
ThKaH (0Kono 8 mhTH NO-BACOKH OT TE3M B IUIA3MaTa).

BroTpancdopMarlis
[IpaMunekcon ce MeTaGoNMU3Upa B HUCKA CTENICH B YOBEIIKHA OPraHH3bM.

EnuMunupane
OCHOBHUMAT ITBT Ha eNUMUHMpaHe € 6b0peunaTa excKpeurs Ha HENPOMEHEH NMPaMHATIEKCO.

MpuGnuzurento 90% ot Gengsanara ¢ '“C gosza ce ekckperpa upes 6u6perre, a no-manko ot 2% ce
OTKpHUBAT BB (hekanuute. TOTANMHUAT KIMPBHC HA MpaMuIekcon e okono 500 ml/min, a 6L6peynusar
KHpBHC - npubausutenHo 400 ml/min. Bpemero Ha nomyxnsort (t'2) Bapupa oT 8 waca npy MIanH
xopa 10 12 yaca npH Xopa B CTapYecKa BB3PACT.

5.3 [Hpeaxnaanusn NaHHHA 33 6e3003CHOCT

IIpoyyBaHuaTa 32 TOKCHYHOCT NTPH MHOTOKPATHO NIPHIIAraHe MOKA3BAT, Y€ MPaMHUIIEKCOI BliHse
rrnapHo 8upXy ¢pyHkuuuTe Ha [IHC M XeHckaTa penpoaykTHBHA CHCTEMA H BEPOATHO C€ IBJIKaT Ha
NpeKaicHO CUIeH papMakoJHHAMHYEH e(DEeKT Ha IIPAMHUIIEXCON.

[1pu Manku npaceHua € HaOMoOOaBaHO NOHIWKEHHUE HA IUACTOJIHOTO ¥ CHCTOHO HAJIATAHE H HA
CBhpIEYHATa YECTOTa, a TEHACHLIMA 3a XMIIOTOHHYEH e(eKT € 3abeng3ana npu MaiMyHH.

[ToreHunanuuTe edexkTH Ha MPAMHAEKCON MO OTHOLICHHE Ha PENPOXYKTUBHATA PYyHKUHA Ca
NpOoYYEHH MpH HICAECABAHHA BbPXY ILTbXOBE H 3afLM. [Ipy nrbXobe U 3afid NpaMUNEKCON He
NOKa3Ba TEpaTOreHeH eekT, Ho € eMOPHOTOKCHYEH NMPH IUTBXO0BE NPH J03H, TOKCHYHHM 3a Malikara.
[Topaan nonbopa Ha BHJa XXHBOTHH M OTPAHHYEHUTE H3CIICABAHH NTapaMeTPH HEKENaHUTE peakLdyd Ha
[MPaMHIIEKCOI MO OTHOMLICHHE HA OPEMEHHOCTTA H MBXKKHA PEPTHIHTET He Ca HAITBIHO N3jedety

Ve

Ilpn mbpxoBe e HabmoaBaHo 3abaBsgHe Ha MOIOBOTO pa3BUTHE (T.€. pa3/Ae/ifHe Ha NIpE
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BarHHaJlHoO QTBEPHHE). 3HAYMMOCTTa 32 X0pdaTa € HCH3BCCTHaA.
HPHMHHEKCOJI HE € TEHOTOKCHYCH. an [MPpOYYEaAHHA 34 KAPUHHOTICHHOCT MBKKH IUTBXOBC Pa3BHBaAT

XHNeprulazna Ha kKnetkure Ha Leydig u aneHoMH, koeTo ce 00AcHABa ¢ HHXUOHpawina edekT Ha
NPaMHUMEKCO BbPXY NposiakTHHA. Ta3sn Haxoaka He € KIMHHYHO 3Ha4MMa 3a Xopata. ChioTo

MPOYYBAaHE NTOKA3Ba ChINO Taka, Ye mpu 103M 2 mg/kg (o) U Mo-BUCOKH MPaMHUNEKCO ¢¢ CBBP3Ba ¢
JereHepala Ha peTHHATa IMpH IbxoBe anduHocH, [locneaHara Haxonka He ce cpema pH
NUTMEHTHPAHH IUTBXOBE H HE € HaOyIKZaBaHa NMpH 2-TOAHIIHO NPOYYBaHE 3a KAHIEPOFEHHOCT NPH
MMIIKHY aflOHHOCH, KaKTO H ITPH HUTO €IHH OT APYTHTE H3CNeABAHH BUOBE.

6. OAPMALIEBTUYHHU NJAHHHN
6.1 ChnEchk HA DOMOIIHAETE BEIICCTRA
MasuTon

[{apeBH4HO HHINECTE
KonouneH 6e3soneH CHIHIHEB NHOKCHA

XHIIpoMenosa

MarHe3ues creapat

6.2 HecnBMecTEMOCTH
Henpunoxumo

6.3 Cpox na roasocr
2 roauHU

6.4 CoeneEanHH Yc/IOBHS Ha CLXPaHeHHE

Ha ce cpxpansasa noa 25°C.
Jla ce CBXpaHaBa B OPHIHHAIHATA ONAKOBKA.

6.5 BEARCHABPXKAHHE HA ONAKOBKATA
OPA/anyMmuHrit/PVC atymunuess 0nucrepu

Bceku onucrep cuabpka 10 Tabnerku.

KapTOHEeHH ONaKOBKH, ChABPKALIH:

- 10 6nucrepa (100 TabneTkn);

- 3 6nucrepa (30 Tabnerku).

He BcHuku BHIOBE OTIAKOBKH MOTAT Xa ObAaT IMyCHATH Ha nasapa.

6.6 ChnenHanHH NpeANa3ZHH MEPKH IIPH H3XBLPJISHE

Hsama cnenmanHy n3MCKBaHMA.

7. MPHUTEXATEJ HA PAZPEUIEHHETO 3A YIIOTPEBA
HOBEJI DAPMA EOQ[

6yn. , brarapus” NelQ9
Coduna 1404, brirapus

15




8. HOMEP(A) HA PAJPEIHNEHHETO 3A YIIOTPEBA

Per. Ne 20240142

9. HJATA HA TBPBO PAZPELHIABAHEMIOAHOBABAHE HA PAPEIIEHUETO 3A
YIIOTPEBA

IaTa Ha mepBo paspewaeane; 03.06.2024 r.

10. JATA HA AKTYANHU3IUPAHE HA TEKCTA

01.2025 r.
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