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1. HME HA JEKAPCTBEHMS ITPOJIYKT wireete . ARG 592 JI
!

[Tapcon 0,7 mg TabneTku Co -NIR-

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska Tabnerka chabpka 1,0 mg npaMUneKkcosioB AMXMAPOXJIOPHI MOHOXHApaT (pramipexole
dihydrochloride monohydrate), ekBuBasienten Ha 0,7 mg npamunexkcon (pramipexole).

Brnumanue:
Jlo3uTe npaMunekcoJ, myOJIMKYBaHH B JIMTEpaTypara, c€ OTHAcAT 3a HErosara cojl.

[Topanu ToBa n03MTE 11e OBAAT W3pa3sABaHU MO-A0JY KaTO NMPaMHUIEKCOJ1 0a3a U KaTo NMpaMHUIEKCO
noa ¢opmara Ha con (B CKOOH).

3a MbJIHUA CITUCHK HA NMOMOILHHUTE BEUIECTBA BUXKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka

Tabnerkure ca 6enu, KpbIJIK, C ICJIMTE/IHA YepTa OT €lHaTa CTpaHa.
Tabnerkure MoraT na Obaat pa3aejieHH Ha JIB€ paBHH J03H.

4. KJIMHAYHU JAHHHA

4.1 TepaneBTHYHH NOKAZAHHA

[TapcoH e noka3aH nNpy Bb3paCTHH 3a JIeYEeHHE Ha NMPU3HALMTE U CHMOTOMMTE Ha UAUOTNIATUYHA OosiecT
Ha [TapkuHCOH camocToaTenHo (0e3 neBoaona) win B KOMOMHaALMA € JI€BOJ0Na, T.€. B X0Ja Ha
3a00J1BaHETO Mpe3 KbCHUTE CTaIMH, KOraTo e)eKThT Ha JIEBOJ0Ia HaMaJIsiBa HJIM CTaBa HEMOCTOSHEH
U ce HaOmonaBart GpayKTyaluu B TepaneBTHYHHUSA eekT (PayKTyaluu Npy W34epriBaHe Ha 103aTa HIIH

“on off” dnykryauun).

[TapcoH e noka3aH NpH Bb3PacTHH 3a CHAMITOMATUYHO JIEYEHHE HAa YMEPEH J10 TEXKbK MAHOMNATUYEH
CHHJIpOM Ha HecnokoiHUTe Kpaka B 1034 10 0,54 mg 6a3a (0,75 mg con) (Bxk. Touka 4.2).

4.2 Jlo3HpOBKA H HAYMHH HA NPHJIOXKEHHE

Jlo3upoBKa
bonect Ha IlapKMHCOH

JlHeBHaTa 11034 ce pa3npeaess no paBHO Ha TPH OT/IEJIHHU [pUeMa.

Hauanno nevenue
Jlo3aTa TpsOBa nocTeneHHo Ja ce nopMiuaBa, kato ce 3anoyse ¢ 0,264 mg 6a3a (0,375 mg con)

JIHEBHO, CJ1e/1 KOETO C€ yBeJIMYaBa Ha BCEKH 5-7 IHU. AKO NPH NalUeHTa He Ce YCTAHOBsABAT
HEMOHOCUMHM HEXKeJIaHH JIEKApCTBEHHW peakliMy, 03arta cjie[iBa 1a ce TUTpHUpa 10 MOCTUI'aHE Ha

MaKCHMaJIeH TepaneBTHYEH e(eKT.




ICxema Ha go3upane Ha [lapcon 4pes noBHIaBaHe Ha O3HTE

ICenmnua 03a f1ua q4HeBHa 03a (mg lz)ﬁma NHEBHA
mg 0a3a) o3a (mg 6a3a) o) o3a (mg con)

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

2 3x0,18 54 43 x 0,25 0,75

3 3 x 0,35 1,1 3x0,5 1,50

AKO Ce Hanara Mno-HaTaTbillHO YBeM4YaBaHe Ha 003aTa, AHEBHATA A03a CJIeABA /Ja Ce NOBULIABA ¢
0,54 mg 6aza (0,75 mg con) npe3 HATEPBANHU OT €4HA CEAMHMLA 10 JOCTUIraHe Ha MAaKCHMAHA JHEBHA
no3a 3,3 mg 6aza (4,5 mg con). Bee nak TpadBa na ce orOenexu, ye cnyvyanuTe Ha CHHIMBOCT Ce
yBENHWUABAT MPH A03H NO-BHCOKHU OT 1,5 mg (con) Ha acH (Bx.Touka 4.8).

Hogovpicawo nreuernue

UHauBruayanHara no3a npamunekcon tpadea na 6uae s pamkute Ha 0,264 mg 6a3za (0,375 mg con) oo
mMakcUMyM 3,3 mg 6a3a (4,5 mg con) nHeBHO. [10 BpeMe Ha OCHOBHH NPOYYBAHUSA C MTOBHILABAHE Ha
7103aTa HayaJloTo Ha npossa Ha epUKacHOCTTa € HabmoaaBaHo npy AHeBHa ao3a 1,1 mg 6a3a (1,5 mg
con). [lo-HaTaThK, A03aTa CNCABA Na C€ aJanTHPa B 3aBUCUMOCT OT KJIMHHYHHUA OTrOBOP M MNOSBATa Ha
Hex<eJIaHW peakitMi. B riInHWYHK M3nuTBaHuA 0K0J10 3% OT NAUMEHTUTE Ca NOJAY4YaBaaH JO3H NoJ

1,1 mg 6aza (1,5 mg con). [Ipn nanpeaHana 6onect Ha [lapkMHCOH, 403M Ha NMPAMHUIIEKCON NMO-BUCOKH
ot 1,1 mg 6a3a (1,5 mg con) Ha aeH MoXe Ja ca NnoaAxoafiuM 3a HONHU, NpU KOUTo 1ue Obae
HaMaasBaHa Jo03aTa Ha nesogona. Ilpenopbusa ce 103aTa Ha 1€B0A0MNA 44 C€ NOHKAKABA, KAKTO MO
BpEME Ha NMOBHILABAHE HA 03aTa, TAKA M 110 BPEME HA NOAABLPKALLOTO JeyeHue ¢ [1apcoH, B
3ABHCHMOCT OT PEAKLMMTE HA OTACJIHUTE MaUHEHTH (BXK. TOUKa 4.5).

IIpexpamasane na neveruemo

BHe3anHoTO NpexpaTaBaHe Ha JONAMHHEPTUYHOTO ISYEHHE MOXKE J1a AOBE/E A0 Pa3BHTHETO Ha
HEBPOJISNTHYEH MAJIMTHEH CHHAPOM WM CHUHPOM Ha OTHEMAHE Ha 1OMNAMHHOB arOHUCT.
[TpamMunexcon Tpadera na 6bae HamanseaH nocreneHHo ¢ 0,54 mg 6aza (0,75 mg cos) Ha neH, aokaro
AHEBHATa J03a ce peayuupa a0 0,54 mg 6a3a (0,75 mg con). Cnen ToBa no3ara ¢ce NOHUXKABA C NO
0,264 mg 6a3a (0,375 mg con) Ha aeH (Bxk.To4ka 4.4). CHHAPOM HA OTHEMaHe HA JONTAMHHOB AFrOHMUCT
MOJXKE J1a C€ MOABH M NO BpEME Ha NOCTENEHHOTO HaMAIABAHE Ha J103aTa U MOXeE J1a € HeoDXoauMo
BPEMEHHO YBeJIMMaBaHe Ha A03aTa, NPeAU MOCTeNEeHHOTO HaMAIABaHe fa ce Bb30OHOBH (BXK. TOUYKA

4.4).

bvbpeutio yepescoane |
EauMyHHUpaHeTO Ha NpaMUNEeKcon 3aBMcH OT Ob0peuHaTa QyrkuMA. 3a 3anouBaHe Ha JICUEHHETO ce
MpernopbUBa C/I€JHATa CXEMa Ha J103HpaHe:

- Ilpn naumeHnTH ¢ KpeaTHHUHOB KnMpbHC HaA S0 ml/min He e HeobxoaUMO HamansaBaHe Ha
OHEBHATa [103a WJIM Ha 4eCTOTaTa Ha NnpuiaraHe;

- Ilpv nauMeHTH ¢ kpeaTHHUHOB KNUPbHC Mexay 20 v 50 ml/min Hawannara AHeBHa 1034, [1apcon
TpaOBa aa ce pa3npe/c/ii B iBa OTAENIHU NpUeMa, KaTo ce 3anoyvnHe ¢ 0,088 mg 6a3a (0,125 mg
con) ABa nbTH AHeBHO (0,176 mg 6a3a/0,25 mg con nHeBHO). He TpsabBa na ce HaaBUILaBa
MaKCHManHa NHERHA A403a oT 1,57 mg npamunexkcon 6a3a (2,25 mg con);

[1py mauMeHTH ¢ KpeaTHHUHOB KNMpbHe noj 20 ml/min aAHeenara po3a, Ilapcon ce npunara BeAHBX
JHEBHO, ¢ HauanHa go3a ot (0,088 mg 6a3a (0,125 mg con) aHeBHo. He TpAaOBa na ce HaaBHILABA,
MAKCHMAaJIHA JHeBHa Ao3a oT 1,1 mg npamunekcon 6asa (1,5 mg con);

- Ako 6nOpevHaTa hyHKUHMA HaMalABa MO BpeMe Ha MOANBbPKALIOTO eYeHHE, THEBHAT

KpeaTHHMHOBHSA KIIHPBHC, T.€. IPH CNaJaHe Ha KPEaTHHUHOBHA KNUpPBHC ¢ 30%,
[lapcoH TpabBa na 6nae noHmxkena ¢ 30%. JlHeBHaTa 1033 MOXE [1a C€ pa3AciM
MPHEMA NPH KPEATHHHHOB KIMPBHC Mexay 20 u 50 ml/min v ga ce npuema en
KpEATHHHHOB KAHpBHC noa 20 ml/min.




Yeproodpobuo yepescoane

BepoaTHO He e HeoOXO0AMMO aJanTHpaHe Ha 103aTa NPH NAaLIMEHTH C YEPHOAPOOHA HEAOCTaTHYHOCT,
Tbii kaTo npubansutenro 90% or abcopbHpaHOTO aKTHBHO BELUECTBO CE EKCKpEeTHpa npe3
616peumte. [ToTEeHUHATHOTO BIMAHHE HA YepHOAPOOHATA HEAOCTATHYHOCT BHPXY
cdapmMakokuHeTHkaTa Ha Ilapcod obade He e npoyueHo.

besonacHocTTa H epukacHocTTa Ha [lapcoH npu Aeua Ha BB3pacT oA 18 roaMHH He ca YCTaHOBEHH,
Hama croTtBeTHa ynoTpeba Ha [TapcoH B neaHaTpuuHaTa nomnynauus 3a nokasaHuero dosecr Ha
[lapKHHCOH.

CHHApPOM Ha HECNOKOWHHUTE KpakKa

[penopbuntenHarta HauanHa ao3a [lapcon e 0,088 mg 6a3a (0,125 mg con), npuemana eaAnH NbT
nHeBHO 2-3 yaca npear aarane, Ilpu naumeHTH, Hy)Kaaelu ce OT JONBbJIHUTENHO 00NEKYaBaHe Ha
CHMIITOMATHKaTa, 103aTa MOXe aa Obae yBe/lMyaBaHa Ha BcekH 4-7 IHW 0o MakcUMyM 0,54 mg Oa3a
(0,75 mg coa) Ha AeH (KaKTO € MoKa3aHo B TabayuaTa no-aoiy).

ICxema Ha n1o3upane Ha [lapcon

ICTLIKHM Ha €AHBX JHEBHO BeaHbK AHEBHO

TUTPUPAHE euepHa ao3a BedepHa 103a
mg Oaza) mg co)

I ,088 (0,09) 125

D* 18 25

3% 0,35 0,50

4 0,54 0,75

* aKo € HeoDXOAHMO

CrenenTa Ha NOB/HABaHEe Ha NalKeHTa TpAOBA Na ce OLUEHHM cNell 3 MEceLla Ha JIEYEHHE U
HeoOXO0OUMOCTTA OT NpoAbHKaBaHe Ha neuyeHUueTo TpabBa Aa ce npepasrnena. AKO JEUYEHHUETO €
NPEKbCHATO NMOBEYE OT HAKOMKO AHH, TO TpaOBa Aa 3an0o4HE OTHOBO ¢ TUTPUPAHE HA 103aTa, KAKTO €
H3710KEHO NO-rope.

Ipexpamsaeane nHa neyenuemo . .

Tvi1 kaTO JHEBHATA 1034 3a NeyeHue Ha CHHAPOMA HAa HECNOKOHHWTE KpaKa HaMa [a HaJBHIlaBa

0,54 mg 6a3a (0,75 mg con), [lapcon Mmoxe na 6bae npexpareH, 6e3 na ce Hamanaea nocrenerHo. [lo
BpeMe Ha 26-ceIMHUYHO nnanebo-xkoHTpoaupano uinuteare, npu 10% (14 ot 135) or naupeHTure €
HabaonapaH pebayHa Ha CHHAPOMA HA HECTIOKOMHHWTE KpakKa (BJiOllaBaHE HA TEXKECTTa Ha
CHMIITOMHUTE B CPABHEHHUE C M3XOJHOTO HHBO) CJIe/l PA3KO NPEKPATABAHE HA ICUEHUETO. Y CTAHOBEHO

¢, HC TO3H ECIJBI(T € CXOJCH IPH BCHYKH OJO3H.

bvbpeuno yepescoane

EnnMHHKUpaHETO Ha NpaMHEeKCol 3aBUCH oT ObOpeuHaTa gyHkums. Ilpy NauMeHTH ¢ KpeaTUHHHOB
kKaupbHC Haa 20 ml/min He € HeoOXx0AUMO NOHMKaBaHe Ha JHEBHATA 103a.

Ynotpebata Ha [lapcoH He e mpoy4eHa NpH AalMeHTH Ha XeMORHaIK3a WH NPU NMALMEHTH C TEXKKO
OB6peuno yrpexnaHe.

Yeprodpobno yepeoicoane
He e HeoOxonuMo aganTrpaHe Ha A034Ta MTPH NALUMEHTH € HEPHOAPOOHA HEJOCTATHYHOCT, Thi KAaTO
npubanzurenHo 90% ot abcopObupaHoTO AKTHBHO BELUECTBO C€ eKCKpeTupa lipes 0bOpenuTe.

Ileguampuuna nonyiayus
He ce npenopbusa ynorpebata Ha [1apcoH nipu Aenia ¥ 10OHOWIHK noA 18 roauHu nopaan nyase
IDaHHH 32 Oe3onacHOCTTa U e HKACHOCTTA.

Cunapom Ha Typet

IHeduampuuna nonyiayus
[Tapcon He ce npenopbuBa 3a ynorpeda rnpu geua v 1oHowu nol 18 roauey, ThH Kart \--"::_,
Oe3onacHOCTTA MIPHM Ta3H NOMyJauMa He ¢a ycTaHOBeHU. [lapcoH He TpaOBa na Obje npymys
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WJIM FOHOLUM CbC CHHAPOM Ha TypeT nopaam OTPHUATENTHOTO CHLOTHOLLEHHE M013a/pUCK NPH TOBA
3abonsaBade (BXK. Touka 5.1).

Haunn Ha NPHIOKEHHE
TabneTkuTe C& NpUEMAT Npe3 yCTara, ¢ BOAA M MOraT Ja ce IPUEMAT KaKTO C XpaHa, Taka H be3 xpana.

4.3 IIpoTHBONOKA3AHHSA

CBpbX4YBCTBUTETHOCT KbM AKTHBHOTO BEUIECTBO WIH KbM HAKOE OT NOMOLLHHTE BELLIECTBA,
H30poeHH B TOUKa 6.1.

4.4 CnemHaJanu npeaynpexaeHus H IpeANa3HA MePKH NpH ynoTpeda

Korato ce npeanucea [1apcoH, Ha nauueHTH ¢ Op0peuHO yBpexaaHe, 3a nedeHHe Ha bonect Ha
[TapkHHCOH, ce NpenopbYBa NOHMKABAHE Ha A03aTa, KaTo CE CNeABaT YKa3aHuATa B Touka 4.2,

XanwuuHalH1H
H3BeCTHO €, ue NpH JIeUEHHUE ¢ JONAMUWHOBH arOHHUCTH M JIEBOAONA KATO HEXKEJIAHH PpeaKLuu buxa

MOI'JTH [1a C€ NOABAT XamouuHaluu. [TaleHTHTe TpaOBa Aa ObAAT NpeayNpPeaeHH 3a Bb3MOKHOCTTA
OT MOsABA Ha XaNnOUKHALMU (NPEAHMHO 3PUTEITHH).

JIMCKUHE3ns
[Ipu Hanpennana 6onect Ha IlapkuHcon, npH kKOMOHMHUpPaAHO NEYEHHE C IEBOAONA, € Bb3MOXKHA M04Ba Ha

AUCKUHE3NA MO BpeMe Ha NbPBOHAUAIHOTO THTPpUpaHe Ha no3ata [lapcoH. [lpu nossa Ha AuckuHe3us
TpsaOBa Ja ¢€ HaManu J03aTa Ha JIEBOJONa.

JucToHus
[Tpy nauuerty ¢ 6omecT Ha [TapkKMHCOH, NOHAKOra ce cboblIaBa 3a aKCHAJIHA AUCTOHH, BKJIIOUBAlllA

AHTEKOJIUC, KAMITOKOPMHSA H TUIEBPOTOTOHYC (“Pisa” CHHAPOM) NpH 3anmOYBaHe KM NPH NOCTENEHHO
NOBHLIABAHE HA N03aTa NpaMunexcon. BLNpekH ue AMCTOHKATA MOXKE Aa € CHMIITOM Ha DosecTTa Ha
[TapKtHCOH, CUMIITOMUTE TIPH TE3M MMALMEHTH ca ¢€ NOJOOPHIH cliel HAMATIBAHE HIIH
NpeycTaHOBABAHE HA MpHEMAa Ha MPAMHUNEKCOJ. AKO Bb3HHKHE JHCTOHHWA, CXEMAaTa Ha NPHJIaraHe Ha
AoNaMWHEPTrHYHH cpeacTBa TPAbBa fa ce Mpepasriena U 1a ce OOMMCIIM KOPEKLIMS Ha 103aTa
NpaMHIEKCO, | ' |

ENW3004 HA BHE3AITHO 3aClIMBAHEe U COMHONEHTHOCT

[TpaMunekcon ce CBLP3Ba ChC COMHONIEHTHOCT M €MH30M HAa BHE3ANMHO 3aCNUBaHe, 0COOEHO NpH
nauHeHTH ¢ 6onect Ha [TapkuHcoHn. HeuecTo ce crbobillapa 3a BHE3aNHO 3aCrUBaHE MO BpeMe Ha
e)KeJHEBHH JeHHOCTH, NMOHsAKora 0€3 NauMeHTsT 44 O OCh3HaBa WiH 0€e3 npeaynpeAuTeNHH
NpU3HaLHK. '

[lauuentuTe TpabRa Aa ObAAT NpeaynpeaAcHH 3a TOBA U Aa ObJaT NockBETBAHMY Aa CA BHUMATENHH IpPH
wodgHupaHe win pabora ¢ MaluiMHK No Bpeme Ha Tepanus ¢ Ilapcon. [lauuenture, npu KouTo ce
NOABABAT ChHAMBOCT W/HIIH €NM30] Ha BHE3AMHO 3acNMBaHe, TPpKOBa 1a Ce Bb3AbLPXKAT Ja WOPHpAT
WK paboTAT C MaUIHHH.

B monbnHeHue, TpabBa Aa ce UMa NPEABH HAMANAgBAHE HA 103aTa WK NpeKkpaTaBaHe Ha

TepanuaTa. flopaay Bb3MOXKHHM aAUTHBHH €(PEKTH, NMALMEHTHTE NpUeMaLly Ipyra CeJaTUBHH
JIEKAPCTBEHH MPOAYKTH WM ATKOXON B KOMOHHALMA € NpaMHUneKcos1, Tpadea Aa Ob1aT NoCLBETBaHH
na 6baaT npeanazineu (Bx. Touku 4.5, 4.7 v Touka 4.8).

Pa3cTpOWCTRA B KOHTPOJ1Aa Ha HMITYJICHTE
[TaumneHTUTe TpaOBa na 6baaT penoBHO HAOMIOAABAHH 3a Pa3BUTHE Ha Pa3CTPOCTBA B KOHTPQ
uMmnyacure. [launeHture u 6oaHornesaynTe TpAdbBa na 6bAAT 3aN03HATH, Y€ MOTAT Aa C
NnoBeJeHYeCKH CUMINITOMH Ha pa3CTPOCTBA B KOHTPOAA HA UMITYJICHTE, BKIIOYBALLH
CKJIOHHOCT KbM Xa3apT, MOBULIECHO JTHOHA0, XUTNEPCEKCYATHOCT, KOMITYJICHBHO Xapy
NpesKAaHe U KOMITYJICUBHO NpeAXAaHe MPH NAUMECHTH, JTEKYBAHH C JONAMHHOBH ar
skatouuTenHo [lapcon. Tpabea na ce 06cbau HaManaBaHe Ha J103aTa/MOCTENEHHO C

Pa3BHUAT TAKHBA CUMIITOMH.




MaHus W AeTHpHYM
[TaumenTuTe TpsadOBa na 6bAAT pelOBHO HAOAKOAABAHM 32 Pa3BUTHE HA MaHUA B ACITUPHYM.

[TaumenTHuTe M GonnornenaunTe TpadBa na OBAAT 3aN03HATH, Y€ NPH MTALIUEHTH, JICKYBAHHM C
NPaMHIIEKCOI, MOXKE /1a Bb3HHKHAT MaHHA U AeNHpUYM. Tpabsa aa ce 00chau HaMansBaHe Ha

ﬂOBﬂTﬂ/ﬂOCT@HEHHO CIIMpPAaHC, dKO CC Pa3sBHIT TaKHBa CHMIITOMH.

[TauMeHTH ¢ NCUXOTHYHMU HAPYILICHUS

[laiueHTHTE € NCUXOTHYHH HapYLUEHHA TpAOBa na ce IEKyBaT ¢ AONAMHHOBH arOHUCTH CaMO B
CJIy4auTe, KOraTo o4akBaHara oJisa € Nno-rojiiMa oT NoTeHUHalHug pucK. EqHoBpeMeHHarta ynorpeba
Ha aHTUINICHXOTHYHH JIeKapCTBEHH MPOAYKTH ¥ NpaMunekcoa Tpadea na ce u3barea (Bx. Touka 4.5).

Og¢TanMOAOrHHHH Nperneau

[IpenopbuBat ce ohTATMONIOrHUYHH NpEriead Ha PpeAOBHH HHTEPBAU MITH NPH NOsBa HA AHOMAJIWH B
3IPEHHETO.,

Texko chbpACUHO-CHLAORO 3a00NIaBaHE

[Ipn Tex<ko CLpAEYHO-CBLAOBO 3a00IIBaHE AEKAPCTBOTO TpAOBA Aa ce npwiara BHUMATENHO.
[IpenopbUBa ce MOHUTOPHpPaHE HA KPLBHOTO HaNArale, ocobeHo NpH 3an04YBaHe Ha JiCYEHUETOo, Nopaan
PUCK OT OPTOCTAaTHYHA XHIIOTOHUA BBbE BPb3Ka C ICUEHUETO ¢ A0NaMHUHEPTrHUYHH JIEKapCTRa.

HeBpoaenTuyeH MATUITHEH CHHAPOM
CHMIITOMH, Npeanosaralid HEBPONENTUYECH MAJTMTHEH CUHAPOM, €2 ONUCAHU MPH BHE3AMHOTO CMHUpaHe
Ha JONAaMHHEPTHYHOTO JieueHue (BXK. ToHka 4.2).

CuHapoM_HA OTHEMaHe Ha AornaMUHOB aroHucT (Dopamine agonist withdrawal syndrome, DAWS)
Hima crobuieHns 3a DAWS npH npueM Ha 10NaMKMHOBH arOHHCTH, BKITIOYUTEIHO NPaMHIEKCON {BXK.
Touka 4.8). 3a npekparapare Ha J1eUYCHHUETO NMPH NALMEHTH ¢ DonecT Ha TlapKkUHCOH, NnpUeMbT Ha
npaMHMneKkcon TpsdBa Aa ce HaMAK MOCTENEHHO (BXK. TOHKA 4.2). OrpaHu4eHH AaHHHU MPeANnoarar, ye
MAaUMEHTH ¢ pa3CTPOHCTBA B KOHTPOJIAa HA HMIYJICUTE U T€3HM, KOMTO MOAYYAaBaT BUCOKA AHEBHA 034
¥/WJIM BUCOKH KYMYJIATHBHH A03H AOTTAMUHOBH ArOHUCTH, MOXKE 1a €a C N0-BHCOK PUCK OT pa3BUTHE
Ha DAWS, CAMNITOMHTE Ha OTHEMAHE MOYKE 1a BKJIKOUBAT anaTus, TPEBOKHOCT, AENpecHs, yMopa,
M3noTABaHe H 0OJIKa W He ce NOBIUABAT OT Acsoaona. [Ipeau nocreneHHO HamanaBaHe W
NpeKPaTABAHE HA MPHEMA HA NPaMUIIEKCON NaLUMEHTHTe TpabBa 1a 6baaT HHGOPMHUpaHH 3a
BH3MOXXHHUTE CUMNTOMH Ha OTHeMaHe. [1o BpeMe Ha NOCTENEHHO HAMAIIBAHE M NPEKPATABAHE HA
npHeMa MnaudeHTUTe Tpsabea na ObaaT BHUMATENHO NMpocieasBani. B cnyuyal Ha TEXKH WK
NEPCHCTHPALLIH CUMNTOMMK Ha OTHEMaHe MOXKe Ja c€ OOMUCIN BPEMEHHO NOBTOPHO NPHIMKEHHE HA
NpaMUNeKcos NpY Hal-HUCKaTa ePeKTUBHA A03a.

Brnowasane
Nma cBeaeHus B IMTEpATYpaTa, KOUTO MOKA3BAaT, 4Ye jieueHHeTo Ha CHHApPOMAa HA HECTTIOKOHHHUTE Kpaka

C NOTNIaMHHEPTHYHH JIEKAPCTBEHH MNPOAYKTH MOXKE [1a oBee 10 BiIowaBaHe. BnowasaHeTo ¢e CBLp3Ba
C MO-pPaHHO Ha4yajo0 HA CUMITTOMATHKATa Beuep (WM A0pH cneaoben), yBenrMuyaBaHe Ha CUMITTOMUTE U
pa3NpOCTHPAHETO UM 0 BKIIHOUBAHE Ha APYIM KpaHHULM. BholuaBaHeTo € cneuyalHo H3caeaBaHO B
KOHTPOJUPAHO KIIHHHYHO U3NMTBAHE C MPOIBIDKUTENHOCT 26 ceamuuy. Baowasane e HabmoaaBaHo
npu 11,8% or nauneHTnTe B rpynara, n1exysana ¢ npamunekcon (N = 152), u 9,4% ot nauneHTuTe B
rpynara, nekyeaHa ¢ mauebo (N = 149). Avanuzbt no Kaplan-Meier 3a BpemMeTo 10 HacTbnBaHe Ha
BJIOLLIABAHE, HE MOKA3Ba 3HAYHMMA pa3jiika MEKAY IpYNMUTE, IEKYBaHH C NMPAMHIIEKCON 1 fu1auedo.

4.5 BzaumoaeHcTBHE C npj'ru JeKapCTBeHH NMPOAYKTH H ApYr# GOPMH Ha Baanmonel‘iCTBHe

CBbp3BaHe ¢ MJIa3MEHUTE NPOTEUHHU
[IpamMunekcos ce CBbp3Ba B MHOIO HUCKA CTEMNEH ¢ Tu1azMeHuTe NpoTeuHy (< 20%) u np
npeTbpnaBa Manka dnorpanchopmauna. [lopagu ToBa, He ce oyakBaT B3aUMOJCHCTBH
NEeKApPCTBEHHU MPOAYKTH, NMOBJIMABALIN CBBLP3BAHETO C MIA3MEHUTE NPOTEUHH HIIH el
ype3 GuorpaHchopMauua. Thbi KATO AHTHXOJIHHEPIHHHUTE JIEKAPCTBA C€ eJIMMHHHP
nocpeacTBoM BHOTpaHchopMaLIHi, Bb3MOMKHOCTTA 32 B3aHMOAEHCTBHE C TAX € Orp
NpoBEACHH NPOYYBaHUA B Ta3u Hacoka, HaMa papMakOKHHETHYHO B3aUMOACHCTBH
JIEBOOMA.




MHXHOUTOPU/KOHKYPEHTH Ha aKTHBHHUA NBT 34 €AMMUHKpAHE ripes 6nOpeumTe

[lumeTrauH noHkKaBa ObOPEUHHA KAUPBHC Ha NpaMUnekcon ¢ npubauszntenHo 34%, BepoATHO
nopaay HHXUOUpaHe Ha KATHOHHATA CEKPETOPHAa TPAHCMOPTHA cucTeMa B 010peynuTe TyOyu.
[Topanu TOBa, NEKAPCTBEHH NPOAYKTH, KOUTO ca HHXHOUTOPHU HA TO3H AKTHBEH BT 3a JIMMHHHpPaHE
npe3 6bLOpeunTe WK KOMTO Ce eNIMMUHMPAT NOCPEACTBOM HEro, TAKHBA KaTO LUUMETHUANH, aMaHTa/IHH,
MEKCHJIETUH, 3HAOBYUH, LUCIUIATHH, XHHHH U [IPOKAMHAMHWA, MOraT [a B3aMMOJEHCTRAT ¢
NPaMHUIIEKCON, B PE3Y/ITAaT Ha KOETO 1a C€ NOHWXKH KIMPBHCHT Ha npaMuneKkcod. [loHnkaBaHe Ha
1103aTa Ha NpaMHUIEKCON CIeABa [1a ce UMa NPEABHA NMPH CHITLTCTBALLA YNOTpeba Ha Te3M ieKapCTBEHH
npoayktH ¢ [lapcon.

Kombunauusg ¢ nesonona

Koraro [lapcoH ce npuema B KOMOUHALIMA € JIEBOAONA, C€ NPenopbuBa HAMANIABAHE HA A03aTa Ha
NIEBOIONA M 3amna3BaHe Ha J03aTa Ha JPYTruTe aHTUNAPKAHCOHOBH NIEKAPCTBEHM NPOAYKTH, 1OKATO C€
noeMilasa ao3ata Ha [lapcon.

[Topaau BB3MOXKEH aAMTUBEH €(EKT, MAUUECHTUTE, NPHEMALIH APYTH CEAATUBHH JIEKAPCTBEHH
NPOAYKTH WIH aNKkoXon B KOMOHHAUMA ¢ npamMunekcon, Tpabea na 6baaT nockBeTBaHyu Aa dvaar
npeanasyivey (BxK. Touku 4.4, 4.7 u 4.38).

AHTHIICHXOTHYHHN NE€KADCTBEHU NPOAYKTH
EnHoBpeMeHHaTa ynotpeGa Ha aHTUNCUXOTUUHH NIEKAPCTBEHU NMPOAYKTH K IpaMuUnekcos Tpsabea na
ce n30area (Bxx. Touka 4.4), HanpuMep ako MOraT 1a C€ O4aKBaT AHTarOHUCTHYHH eEKTH.

4.6 DepruiauTeT, JPpEMEHHOCT H KhpMeEHE

bpeMEHHOCT

EdexTtT npu Xopa no BpeMe Ha OpEMEHHOCT H KbPMEHE He € npoy4eH. [IpaMunexkcon He € uMan
TepaTOreHeH ePEKT NIPH MITBXOBE M 3aHLM, HO € O eMOPHOTOKCHYEH NPH NNBLXOBE, B 103H TOKCHUHH
3a Maukara (B¥K. TO4Ka 5.3).

[Tapcon He TpabBa na ce npunara no BpeMe Ha OpEMEHHOCT OCBEH B Cy4ail Ha KaTeropyMyHa
HEOOXOAUMOCT, T.€. aKO NMOTEHLIHANIHATA 10132 OlpaBaaBa NOTCHUKATHUA PUCK 3a deTyca.

KtpMeHe

Tbi KaTO NEYEHHUETO C NPAMMUIIEKCON HHXHOMpa CeKpELMATA Ha MPOJIAKTHH NPH XOpa, C€ O4YaKBa
cnHpaHe Ha KbpMata. He ca npoBeaeHH NpoyUuBaHUs MPY KEHH NO OTHOLIEHHE HA €KCKPELUITa Ha
npaMunexcon B kbpMaTta. [lpy nibxoBe KOHUSHTPAUMSITA Ha CBLP3AHATA ¢ AKTHBHOTO BELLIECTBO
pPaAMOaKTHBHOCT B KbpMaTa € N0-BUCOKA OT TA3M B IJ1a3Mara.

Trit kKaTo IMNCBAT NAHHU MPH Xopa, [TapcoH He TpaOBa Ja ce npunara B nepyHoaa Ha KbpPMEHE.
[Ipn HanoxuTenHa ynoTpeba Tpabra Na ce NpeyYCTaHOBU KbPMEHETO.

DEPTUHAHTET

He ca npoBexaaHu npoy4vBaHus 3a edexTa BbPXY PepTunureTa npH xopa. [Ipy npoy4BaHus npu
>XKMBOTHH NPAMHUITEKCOJI NOBJIMABA €CTPYC LMKIIUTE U HaMasABa (PepTUIMTETA NPH KEHCKUTE, KaKTO Ce
O4aKBa 3a 1OMAMHHOB aroHUCT. Te3n npoyuBanng 00aye He NOKA3BAT NPEKU WIH HEMPEKH BPEAHH
€(peKTH NO OTHOWEHHE Ha GEPTUITUTETA NPH MBKKUTE.

4.7 EdbdexkTH BbpXY cnOocOOHOCTTA 32 Mo HpaHe H padoTa ¢ MAIIHHH

[lapcoH MOe na NOBNMMAE B 3HAYUTENHA CTENEH CNocobrocTTa 32 WodHpaHe H paboTa ¢ MallyH

B13MOKHA € MOSBa Ha ChHIMBOCT MM XalIOLMHALIMH. \Wﬂ ”0\\

[TlaumentuTe, nexkyBanu c IlapcoH, npu koUTO ce HabnroaaBaT CHHAHBOCT H/HIK el

3acnuBaHe, Tpadpa na 6bhar npegynpeaeHy a ce Bb3aAbpkaT Ja WogpHpaT, Aa Yipk . aT i ¥

1Py KOUTO HapyuieHaTra OAMTETHOCT O H3N0XKNWAA TAX UITH OKOJIHHTE HA PHUCK OT { ; *
y-d¢

HapaHABaHe WIH CMEBPT (HanpuMep paboTa ¢ MallIHHK), 10 H34€3BAHETO Ha Te3H
€MH30AH H CBHITMBOCT (BXK. CbIO TOYkH 4.4, 4.5 1 4.8).




4.8 HexenansJjekapcTBeHH peaKUHH

B13 ocHOBa Ha aHanu3a Ha ¢OopHH Mnauebo-KOHTPOIUPAHU U3NUTBAHUA, B KOUTO Ca y4acTBallv ob110
1 923 nauneHTH Ha nmpamunexcon U | 354 nauneHTa Ha nnauedo, HeXKENAaHH IEKAPCTBEHH PeaKkLIMH ca
CHOOIIABAHH HECTO H B JBETE rpynu. 63% OT NauMeHTHTE Ha NpaMHUNeEKcol U 52% OT nauyeHTyTe Ha
naauebo crbobLIABAT NOHE €1HA HEXKENAHA JIEKAPCTBEHA PEaKIIHAL.

[lo-ronaMara 4yacT OT HEeXENAaHHUTE JICKApCTBCHH pPCakilinH OOMKHOBEHO 3aMOYBAT B HAYAJIOTO Ha
JEYCHHETO H IMOBECUHCTO €Ca € TCHACHUHA Oa “U34€3BaT JOPH IIPH MpOoAbJIKaBaHC HA JICHEHHCTO.

B paMKkHTE Ha CHCTEMO-OPraHHMTE KNacoBe, HEXXENAHNUTE peaklUMHu ca H30pOEHM criopen 4ecToTara
(Oposd nauMeHTH, NMPH KOMTO C€ OYAKBA Aa C€ MPOSABH PEakLHATA), KaTO Ca U3MON3BAHH CICAHHTE
kateropumn: MHoro uectH (= 1/10), uectun (= 1/100 no < 1/10), vedectu (= 1/1 000 no < 1/100), peaxn

(> 1/10 000 go < 1/1 000), muoro peaku (< 1/10 000), ¢ HensBecTHA YecTOTA (OT HAIMUHUTE JAHHH HE
Moxe J1a Obie HanpaBeHa OlIEHKaA).

Ha#l-uecT HeXeNaHH peakll

My npu 6onect Ha [lapkuHCOH

Haii-uecto (= 5%) cro01u1aBaHHTe HeXKeNnaHH NeKapCTBEHH peaKLIMH NP NaLUeHTH ¢ OonecT Ha
[TapKHHCOH, NO-YECTO TIPH JIEUEHHE C PAMMIIEKCOJ B CpaBHEHHeE ¢ nnalebo ca: rajeHe, AUCKHHE3HA,
XMNOTOHHUA, 3aMasHOCT, CHHIMBOCT, Oe3¢bHMe, 3aNeK, XallouHHaLUWU, rnasobonre U ymopa. Cnyuaure
Ha CbHJHBOCT HapacTBaT MpH A03U NMO-BUCOKHU OT 1,5 mg nmpamMunekcon coy Ha aeH (B, Touka 4.2).
[To-yecTa HexENaHa JiekapcTBEHA peaKilia nMpyu KOMOMHALMA ¢ NeBOAONA € AMCKMHE3uATa. B Hayanorto
Ha JIeYeHHETO MOXKE Ja ce Habnioaasa nogsa Ha XUNoToHUA, 0coOEeHO NpH OBP30 TUTPpUpPAHE Ha A03ara

MpaMHIEeKCcoN.

Tabnuua 1: bosect na IlapkuHcoH

ICreTeMo- Muoro Hecern (=1/100 edecTn (=>1/1 Penaxku (Z C
OPraHeH KJiac MecTH (2 [mo 00 10 1/10 000 HEeR3BECTHA
1/10) < 1/10) < 1/100) ino YecToTA
< 1/1 000)
NHdekunm u [THeBMOHKA
HHpecTaLmH q
HapylueHua  Ha Hapyuwiena
CHIOKPHHHATA CEKpeLIHa Ha
cUcTeMa AHTUAHYPETHUEH
XOPMOH'
[TcuXUYHU beacnHue [IpekomepHa MaHus
Hapy LICHUSA XaniouMHauUuH KCKIIOHHOCT KbM
[MaTonoruyHu nazapysaHe
ICBbHHMLLA [laTonornyHa
KDOBpKaHOCT CKJIOHHOCT KbM
xazapT
[loBeaeH4YeCKH be3noKOHCTBO
CUMNTOMHM Ha XUINEPCEKCYATTHOCT
HApYLLEHUS B Hanyanoct
KOHTPOJHPAHETO HA [HapylLueHde Ha
UMITYJICUTE # mubnNoTO
HATPAN4MBOCTH [TapaHos
CIIUPHYM
KJIOHHOCT KbM
pesxaaHe'
unepdarus’
Hapyiuienus Ha CounuBoct [ maBobonue [IU30AH HA
HEepBHATA CHCTEMa [3aMasHOCT He3anHo
UnckuHe M acriviBaHe
AMHe3Us
XHIEPKHHE3UA
KCHHKON




Hapyuwienns Ha BputenHo
jounTe HapyUICHHE,
BKJIFKOUUTETHO
MILIOTTHA
glarubr.neno
BpEHHUE
Hamanena
BPHTE/IHA OCTPOTA
CbpACUHH KCtpaedHa
HAPYILLICHHS HEAOCTATLUHOCT'
ICba0BH X UMOTOHUS
HapyLIEHNA
PecnuparopHy, JlucnHes
I'PbAHA H X'bJIlIaHE
MeHacTeHan-
HW HapyLIEHHS
CTOMaLLIHO- [‘aneHe Banex
YpPEBHM [ loBpblilaHe
HapyLIeHNs
Hapymenua Ha PeakLuuu Ha CBpbX-
KOWKATA U JYBCTBUTEIHOCT
NOJAKOXHaTa Copbex
ThKaH Obpus
061IM YMopa ICunapoM Ha
HapyLIeHHA U [Tepudepen JOTHEMAHE Ha
edexTH Ha IOTOK IONMaMHUHOB
MACTOTO HA IArOHNUCT,
MPUIIOKEHUE BKJIFOYRBALLL
lanarus,
6e3nokoii-
ICTBO,
lnenpecwus,
[YMOpa,
M3MOTABaHE
M Oonka
H3cneasanuns [lonmxapane Ha  [[loBHwapaHe Ha
TETJIOTO, TEMNOTO
BK/THOUHTENHO
NMOHMXEH aneTUT

' Tasn HexenaHa peakuus € HabnKoAaBaHa Mo BpeMe Ha nocTMapkeTHHroeus onur. C 95%

TOYHHOCT KATCTIopHaATa 1o HYHeCcTOoTa € HEC 1NTO-BUCOKA OT  HEYECTH™, HO MOKe aa ObAe M NO- HUCKA.

TO4YHO H3YUCAABAHE HA YECTOTATA HE € Bb3MOXKHO, ThH KaTO HEXKe/laHaTa peakLiMs He ce e
NnoAssBaa B 06a3ata JaHHH OT KJIHHWYHHW U3NUTRAHUA HA 2 762 naumeHTH ¢ 60ecT Ha

[TapkHHCOH, NEKYyBaHH ¢ MPaMUNEKCOI.

CuHIpPOM Ha HECTIOKOHHHUTE KpaKa, Hal-4eCTH HEXENAHHU peaKiuK

Hait-uecto (= 5%) cbobluaBaHuTe HEXKENaHH IEKAPCTBEHH PeaKLIMM MPH NalMeHTH ¢h¢ CHHAPOM Ha
HECTIOKOMHMTE Kpaka, TEKYBaHH C NPAMHUINIEKCON Ca - FaAeHe, rnasobonue, 3aMasHOCT KU yMopa.

["aneHe u ymopa ce cbo01uaBaT no-4ecTo npu eHu, JeKyBaHH ¢ [lapcoH (ChOTBETHO

CpaBHeHHe ¢ Mbxke (CboTBeTHO 6,7% u 7,3%).




Tabauua 2: CHHAPOM Ha HECTTIOKOMHHUTE Kpaka

\CncremMo- Muoro Yect (> Hegectn (> 1/1 000 no IC HeH3BecTHA
jOprasHen Kjiac wectn (= (1/100 no < 1/100) qeCcToTA
1/10) < 1/10)
Undekuun u [ThesMoHuS'
HH(}pEeCTALMH
HapyieHus Ha HapylueHa cexpeuus Ha
CHIOKPHHHATA HTUONYPETHUYEH XOPMOH'
cHCTEMA fﬂ
TTcuxUuHMU be3chHHE €3MOKOHCTBO
HapyLIeHHA [ 1aTOnOrnyHM BPKAHOCT
CHHULIA ATIOLHHALIMH
apylleHHsa Ha aMbnaoro
anyaHocT'
unepdarus’
apaHos’
aHus!
enupuymM’
TloBeAeHYECKH CHMIITOMH Ha
HapYWEHHA B KOHTPOJIUPAHETO
Ha UMITYJICHTE U
HaTpanuuBoCcTH' (KaTo:
NPEKOMEPHA CKIIOHHOCT KbM
nazapyBaHe,
MaTONOTHYHA CKJIIOHHOCT KbM
Xa3apr,
XHIEPCEKCYANHOCT, CKIOHHOCT
KbM MpESKAaHe)
Hapyienus Ha [ naBobonue Enu3oau Ha BHE3aNHO
HEpPBHATA CHUCTEMaA BamasHOCT BacrnKBaHe
{CBLHAMBOCT KCHuHKoN
JInckuHesun
Amuesns’
XunepkuHesus'
HapyiueHus Ha BpHUTENHO HapyLIeHHE,
IOMHTE BIJTIOYHTEITHO
aMalicHa 3pHTEJIHA OCTpOTa
MIJIOTTHS
aAMBITIEHO 3pEHHE
ICbpeunn ICLpaeuHa HeOCTATBYHOCT!
HapYLLIEHUA
CbaoBH XHNOTOHUA
HapyLLIeHHUS
PecnupaTopHH, JlucnHes
rpbOHHA H XbilaHe
MEIHACTHHATHU
HapyUICHHS
TOMALIHO- [ ‘aneHe Banek
PCBHHU [TospbUiaHe
HApYLUEHHS
Hapyuienus Ha eaKilYH Ha
KOXKaTa U ICBPbXUYYBCTBHTEIIHOCT
MNOAKOXKHATa ICsphex
ThKaH 06puB
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1M MOpa [TepudepeH oTok TCHH,upnm Ha

apyunicHUs Y IOTHEMAHE Ha
¢deKTH Ha NONaMHHORB
ACTOTO Ha @POHHCT,
PHIIOJKEHHE BKJTHOYBALIL
anarus,
0e3NOKONCTRO,

lmenpecHs, yMopa,
H3MNOTABAHE U
0onkKa.

HUscneapaHus TToHM)KaRAHE HA TETJIOTO,
KITIOMUTENHO NOHWIKEH aNeTHT
OBHILABAHE HA TErNOTO

'Ta3zu HexxenaHa peakuus € HabnroaapaHa no BpeMe Ha noctMapkeTuHrosus onur. C 95% tounoct
KaTeropuaTa Mo 4ecToTa e He MO-BUCOKA OT ,,HEUECTH, HO MOXKE Aa ObJe U 10- HUCKA. TOUHO HU3UHCIIABAHE
Ha YeCTOTaTa HE € Bb3MOXKHO, Thil KATO HEXe/laHaTa peakuus He ce € noseuiaa B 6azata JaHHU OT KIHHKWYHH
H3NUTBaHHUA HA 1 395 nmauueHTH cbC CHHAPOM HAa HECMTOKOWHUTE KpaKa, ICKYBaHH ¢ NPaMHIIEKCO.

OnucaHue Ha U3bpaHH HEKENaHU peakLvy

CBHIMBOCT
[IpaMunekcon e CBbP3aH 4eCTO ChC CHHIAWBOCT U HEYECTO €€ CBBbP3Ba C MPEKOMEPHA CHHIUBOCT Npe3

NIeH] U elU30H Ha BHE3arnHo 3acnuBaHe (BiK. Touka 4.4).

Hapywenus B iubunoro
[Ipamunekcon Moxke a Oble CBBP3aH HEYECTO C HAPYLIEHHUA B IMOUIOTO (MOBULIABAHE HITH

MOHHKABAHE).

Pa3cTpOACTBA B KOHTPOJIA HA UMITYJICHTE

[TaTonordiuHa CKJIIOHHOCT KbM Xa3apT, NOBULLICHO JTHOUA0, XUNIEPCEKCYANHOCT, KOMITYJICUBHO XapieHe
H na3apyBaHe, NPesKIaHe U KOMITYJICUBHO MpesKIaHe MOraT Aa € NOABAT NPH MALUUEHTH, NEKYBAHH
¢ JJOIaMHHOBH aroHUCTH, BKIMOUXTENHO [TapcoH (Bx. Touka 4.4).

B perpocnexTHBEH CKPUHHMHI HAa NPEeACTABUTENIHA H3BAKA W NPOYYBaHE CAyuai-KOHTpOIa,
sionouBauH 3 090 nauuenTH ¢ Oonect Ha [1apkHHCOH, 13,6% OT BCHUKH MAaLHEHTH, NOAJIOKEHH Ha
JOMaMHHEPTrHYHO NeUEHHE WIH He-IONaMHHEPIUUYHO JICYEHHE, UMAT CUMIITOMH Ha HapyLUIEHHE B
KOHTpPOJ1a Ha HMIMYJICUTE B NEpHOAa HAa NOCNeAHHUTE LecT Meceua, Habnrogasanute npossy BKAIOYBAT
NaToJ0THYHA CKIOHHOCT KbM Xa3apT, NPEKOMEPHa CKIIOHHOCT KbM M1azapyBaHe, TpesxKaaHe U
HATPan4MBO CEKCYaANHO noBeneHHe (MTOBULIEHA CEKCYaNHOCT). Bh3MOXKHUTE HE3aBUCUMH PHCKOBH
¢axTOpH 3a pa3cTPOHCTBA B KOHTPOJ1a HA UMITYJICUTE BKJIKOUBAT AOMAMUHEPrUUHO JIEYEHHUE H MO-
BUCOKH N03U Ha AONAaMHHEPrHYHO JI€UYCHHE, N0-MNaaa Bb3pacT (< 65 roguHn), 6e3bpaune U
cboOuieHa paMUIHA aHaMHe3a 3a CKIIOHHOCT KBM Xa3apT.

CHHIpPOM Ha OTHEMAHE Ha JONAMHUHOB arQHUCT

[Tpy HamanaBaHe WK NpeKpaTaBaHe Ha MPUEMa Ha A0TIAMHHOBH arOHHCTH, BKIIIOYHTEIHO
NpPaMUINEKCON, MOKE 12 Bb3HHKHAT HEMOTOPHH HEXENAHH peakuri. CHMITOMHATE BKIIKOYBAT aNaTH4,
0€3nOKONCTBO, ACPECHs, YMOPA, H3NOTABAHE U Oonka (Bx. Touka 4.4),

ChbpaeyvHa HEROCTATHLYHOCT
[1o Bpeme Ha KIIHHUYHHY NPOYHBAHHA U NOCTMAPKETHHIOBUS ONUT € ChoOLaBaHa Chpae
HEJ0CTaTbYHOCT NPU NALUMESHTH Ha NedeHue ¢ npamunekcon. IpH eaqno papmakoenu
NPOY4YBAHE IMPHIOKEHHETO HA NMPAMHUIIEKCOJ € CBbP3aHO ¢ MOBHILIEH PUCK OT Chpacy
HEeJIOCTATBYHOCT B CpaBHEHHWE ¢ HEMPHNAraHeTo Ha nMpaMunekcosn (HabnwaasaHa cre
1,86; 95% (I, 1,21-2,85).
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CrobuiaBaHe Ha NOA03UPAHM HEXKENAHU PEaKUHH

Cro0uaBaHeTo Ha NOJO3HPAHN HEXKEAHH PeaKLUHH Clle]] pa3pellaBaHe 3a ynotpeba Ha iekapcTBeHMS
NMPOAYKT € BOXXHO. ToBa Mo3BoJIABA Aa MPOAB/DKHA HAOOACHHETO Ha CHOTHOLIEHHETO MON3a/PHCK 32
AeKapcTBeHUS NpoaykT. OT MEAWLIMHCKUTE CNICLMANHCTH C€ U3UCKBA Ja chodLaBaT BCAKA NOA03UpaHa
HEXXEJIaHA PEAKLMA Ypes:

HansnnuTensa arenumsa no gexapcrearta (MAJI):

yi. , JdamaH I'pyes* Ne 8

rp. Copus 1303,

Ten. +359 2 8903417

en. nowa: bda@bda.bg

yeOcanT: www.bda.bg

4.9 Ilpeaoznpane

HaMa KITHHHYEH ONMT C TEXKH Cllyqau Ha npeaosnpade. O4akBaHUTE HEKENAHM PEAKLMH ¢a TE3M,
CLOTBETCTBALLUM Ha apMaKOAMHAMHUYHHUS NMPOQUI Ha IONMaMHUHOB arOHUCT, BKJIIOYBALIY rajieHe,
MOBPBLLUIAHE, XUNIEPKHHE3HA, XaNlOUMHALMM, BB30Oyaa M XunotoHus. He e ycraHoseH aHTUAOT NpH
Mpeao3upaHe ¢ A0NaMHUHOB aroHKUCT. [1pn HaTHYHE HA CUMNTOMHU Ha CTUMYIMPAHE Ha LEHTpanHaTa
HEpPBHA CUCTEMA MOXKe [ia € NoKa3aHa ynorpedara Ha HEBPONENTHK. 3a OBJIAAABaHE HA MPEJ03UPAHETO
MOX€E Ja ca HeOOXOAMMH O0UIM NOAObPKALLM MEPONPUATHA B KOMOMHALIMA ChC CTOMALIIHA NIPOMUBKA,
UHTPABEHO3HH TEYHOCTH, MpUNaraHe Ha akTHBEH BLITIEH U MOHUTOpUpaHe HA EKI .

5. @®APMAKOJIOTUYHU CBOHUCTBA
5.1 <PapmMakoIHHAMHYHH CBOHCTBA

(DapmakoTepaneBTHUYHA rpyra: aHTUNIAPKHHCOHOBH JIEKAPCTBA, AONMAMHKHOBH arOHUCTH
ATC xkoa: NO4BCO05.

MexaHN3bM Ha JEHCTBUE

[Tpamunekcon € JONaMHHOB arOHMUCT, KORTO C€ CBBP3BA C BUCOKA CEJIEKTUBHOCT H CRELMPHUHOCT C
D2 nonaMHAHOBUTE PEeLENTOPH, U MO-CNICMATHO WMa aQUHHUTET KbM TeXHUA noarun D3 u uMa nbaHa
BbTPELLIHA AKTHBHOCT.

[Tpamunekcon obnexuana npossute Ha [lapkMHCOHOBA MOTOPHA HEAOCTATHLYHOCT UPE3 CTUMYIHUPAHE
Ha JONMAMWHOBHTE PELIENTOPH B cTpHaTymMa. [IpoyuBaHMs FIpH )KUBOTHHU COYAT, Y€ NPAMHIEKCO)
WHXUOHpa cHHTEe3a, OTAENAHETO U MeTadoNU3Ma Ha JONaMHHA.

MexaHn3MBbT Ha JACHCTBHE HA [IPAMHITEKCOJT KATO CPEACTRO 3a JieueHHue Ha CHHAPOM Ha
HECMOKOWHHUTE KpaKa € Hen3BecTeH. HespodapMakoNOrHuHH A0Ka3aTencTBa npeanosarat mMbpBUYHO
BIJIKOMBAHE HAa AONaMHUHEpPruyHaTa CHCTEMA.

(dapmakoIUHAMHUUYHU ePeKTH

[Ipn nobposonuy e HabmonaBaHO 10303aBUCHMO HaMalleéHUE Ha nponaktHha. [1pu KnIMHHHUYHO
W3MHTBAaHE CbC 32paBu goOpoBonLy, B koeTo [lapcon TabneTku ¢ yabmkeHo 0cBODOXKNARAHE CE
TUTPpHpa NO-0bp30 (HA BCEKHU 3 AHK) OT NPENOPBUHTENHOTO A0 3,15 mg npamunekcon 6a3za (4,5 mg
COJ) Ha jieH, € HabJIIoJaBaHO NOBHLIABAHE HA KPLBHOTO HAAraHE M YCKOPSIBAHE Ha ChpAeYHUA
puTbM. TakuBa epekTH He ce HabnoaaBaT MpyU NpoyYBaHUs C NALMUEHTH.

Knunndyha edpukacHocT M 6e3onacHocT npu 6onect Ha [TapkMHCOH
[TpaMuniexcon HamanaBa NMpU3HALUTE M CHMIITOMHMTE Ha wanonatuiHaTta 6onect Ha [lapkuHC
[lpoBeneHu ca wiauebo-KOHTPOJIMPAHU KNIWHHYHHK M3NWTBaHKA, BKouBauM 1 800 nauue
Ha 3abonsaBane [-V no Hoehn # Yahr, nekyBanu ¢ npamunekcon. Ot tax okono 1 000 ca
HanpeaHan ctalyil Ha 3abonsBaHeTo, NONy4aBaiy €a ChbIIBTCTBALLO JEYESHHE C NEBOION
OT MOTOPHH YCJIOKHEHHA.

EdukacHOCTT2 HA NPaMUINIEKCO NPH paHHa U HanpeaHana donect Ha [lapkHHCOH ce 1o
KOHTPOJIHPAHU KIIMHHUYHY H3NMTBAHUA 34 NEPHOA OT OKONO WeCT Meceua. B oTBopeHn npo
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Ha M3NUTBAHHKATA 32 NEPUO HAA TPH FOJIMHMU He ca oTOENA3aHU NPU3HALIM Ha TTOHWXKABaHE HA
edHKacHOCTTA.

[Tpy KOHTPOIUPAHO ABOHHO-CNANO KJIMHHUYHO U3NUTBAHE C MPOABIDKUTEIHOCT 2 FOHHHA HAYATHA
Tepanus ¢ NPaMHUNEKCOs 3HAYUMO OTNara HaCTLNBAHETO HA MOTOPHH YCIOXKHEHHA W CPABHEHO C
HadaJTHa Tepamnug ¢ JIeBoJona peaylupa TaXxHara rnosasa. Topa oT/laraHeé Ha MOTOPHHTE YCJIOXKHEHHUSA
[IpH NPaAMMUIIEKCOT CIEABA [1a Ce MPETENIH CPSAMO NO-TroaAMoTO MoAoOpEeHHE Ha MOTOpHATa QYHKILHA
[pH aesoaona (u3mepeHo upes cpeaHarta npomsaHa 8 UPDR-ckopa).

(O611aTa YecTOTa Ha XAMOLUHHALMHY W CBHAHBOCT NMPHHLMIHO € NO-BHCOKA BbB (Pa3aTta Ha YBEIUYABAHE
Ha J03aTa MNpH rpynara ¢ npaMuneKkco/l. Bonpexu ToBa, He € UMallo 3HaUYWTEIHA pazfiMKa npes
[noaAbLpxKaLlaTa ¢asa.

Te3n naHHu TpsOBa Aa ce UMAT NPEABKI NPH 3aN0YBAHE Ha NEUYEHHE C NPAMMUIIEKCO fPH NALMEHTH C
donect Ha [lapkHHCOH.

[TeguaTpyuHa nonynayus

EBponeiickaTa areHUMA MO JIEKApCTBaTa 0CBOOOXAaBa OT 3aAL/DKEHHETO 34 NpeAoCTaBsiHE Ha
pe3ynTaTuTe OT NpoyuBaHuATa ¢ [lapcoH BB BCHYKH TIOATPYNH Ha NEAHATPHYHATA NOTynauus
npy Gonect Ha [lapkuHcon (Bx. Touka 4.2).

Knuuuuta epuxacHocT U 6e3onacHocT npu CHHAPOM Ha HECITOKOWHUTE Kpaka

E¢HxacHOCTTa HA2 NPAMUNEKCOJT € OLICHEHA B YETHPH IU1aLeb0-KOHTPONHPaHH KIKHUUHU W3NUTBaHKUA
npu npudanzurento 1 000 nauunenTa ¢ ymepeH 0 TEXbK HAHONATHYEH CHHAPOM HA HECIIOKOHHHTE
KpaKa.

[TbpBHUYHKMTE KpalkHKM pe3ynTaTH 3a eUKACHOCT ¢a CPEIHATa pa3/iiKa OT HAYAIHHTE CTOHHOCTH,
usmepeHa no OuenbuHaTa ckana Ha CuHapoM Ha HecnokoitHuTe kpaka (IRLS) u no O6éwmoto
KJHHKWYHO Bricyat/ieHHe 3a noaobpenuero (CGI-1). M 3a apeTe nbpBHUHH KpaHHH TOYKH ca
Habn0JaBaHU CTATUCTHYECKH 3HAYMMHU PA3NTMKYU B IPYIIHTE Ha paMHnexcon npu 1o3u 0,25 mg,

0,5 mg u 0,75 mg npamunexkcon coa B cpaBHeHHe ¢ riauebo. Cnea 12 ceaMHUH Ha JIeueHHE
HauaTHUAT pe3yaTar no IRLS e nogobpen ot 23,5 Ha 14,1 Touku 3a nnauedo u ot 23,4 Ha 9,4 TOUKH
3a npamunekcon (kom6uHUpanu ao3un). Kopurnpanara cpeasa pasiuka € -4,3 touku (CI

95% -6,4; -2,1 Touku, p< (,0001). Crenenure Ha otroop no CGl-1 (¢ noacOpenue, €b¢ CUITHO
H3paizeHo nojgodpenne) ca 51,2% u 72,0% crorBeTHO 3a I1auedo v npamunekcon (pasnuka 20% Cl
95%: 8,1%:; 31,8%, p< 0,0005). EdukacHocT e HabimonaraHa cnel mbpeaTa ceAMHLA Ha JIEYEHME C
0,088 mg 6a3a (0,125 mg con) Ha aeH.

B naaue60o-koOHTpONYMpaHO NOIUCOMHOIpPagCKo NpoyUBaHe 3a nepuoa ot 3 ceamuuM [lapcoH 3Haunmo
HaMassBa Opos Ha NEPHOJNYHKTE IBHIKEHHUA HA KPAHHHULMTE NC BpeMe Ha NOKOH B nerno.

HbarocpouyHaTa €e(pHKaACHOCT € OLIEHEHA B MNaLeO0-KOHTPONUPaAHO KIMHHUYHO H3nuTBaHe. Cnen
26-ceaMHYEeH NepHOA Ha JiedeHHe ce HabnonaBa KOPUrHpaHo cpeaHO HaMalleHHe Ha 001LHs CKOp 1o
IRLS ot 13,7 1 11,1 ToukM, CHLOTBETHO B Mpynara, 1eKyBaHa ¢ NPpaMHUIIeKCO W Ta3y, JICKYBaHa ¢
naauebo, cbe craTucTHUeckd 3HaunMa (p = (,008) cpenHa pa3znuka npd nedeHUueTo ot -2,6. CreneHTa
Ha rnopauaeade no CGIl-1 —(c u3paseHo nonobpeHHe; Cbc CUNHO U3paszeHo nogodpenue) e 50,3% (80 ot
159) 1 68,5% (111 ot 162) cbOTBETHO NpH rpynNUTE, JEKyBaHHu ¢ nnauedo u npamunexkcon (p=0,001),
KOeTO ChOTBETCTBA Ha Opoii, Hyxaaewm ce ot aedeHre (NNT) naumventu - 6 (95%CI: 3,5; 13,4).

[leanaTpuyHa nomynauus
EBponeiickaTa areHUMs No JIEKapCTBaTa OT/iara 3aib/DKEHHETO 3a NPEAOCTAaBAHE Ha pe3yNTaTHUTE OT

npoyusaHuaTa ¢ [lapcoH B eaHa Uy noBeue NoArpynyv Ha neaMarpy4Hara nonynauus npu CHHAPOM
Ha HECMOKOHHUTE Kpaka (BiK. Touka 4.2). '

KnuHu4yHa ePrKacHOCT U 6€30NacHOCT Npy CHHAPOM Ha Typer
EdukacHoctta Ha npamunexcon (0,0625-0,5 mg Ha aeH) npu neanaTpUuyHu NauMeHT ﬁ§ A 1AL m.w P
a0 17 roaMHu cbc cCUHApoM Ha TypeT e oLeHeHa B 6-CEIMWYHO, IBOWHO-CIATO, | -‘@‘
ru1auebo-KOHTPOMMPaHO M3TIMTBAHE ¢ NpoMeHaKBa Ao3a. PanaoMusnpaHm ca obLo 6
npamunekcoi, 20 Ha nnaue6o). [IbpBHYHaTa KpaKHa TO4YKa € npoMaHaTa Ha O0Lus TH cﬁ'g
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Score (TTS)) no Ckanara Yale 3a rnmobannara texecT Ha THkoseTe (Yale Global Tic Severity Scale
(YGTSS)), B cpaBHEHHE ¢ H3XOAHOTO HHBO. He € ycTaHOBEHA pa3iivka MEXXAY NpaMHUIIEKCOoN M nnauedo
KAKTO IO OTHOUIEHHE Ha NMbPBUYHATA KpalHa TOYKA, Taka W NO OTHOILIEHHE HA HUKOA OT BTOPHYHMTE
KpaitHM TOUYKH 3a epukacHocT, BKIOUUTENHO O0mms YGTSS ckop, O010TO BieyaTneHHE Ha NAaLlMeHTa
3a nogobpenue (Patient Global Impression of Improvement (PGI- I)), Knunuunoro 00wmo pneuatneHue
3a noaobpenue (Clinical Global Impression of Improvement (CGI-1)) nan KnuHuunute o006mu
BIEYaTIECHHUA 3a TexxecTTa Ha 3abonasanero (Clinical Global Impressions of Severity of llIness (CGI-8)).
Hexxenanu cbOUTHsA, Bb3HUKHAIMA NPH HAH-MAITKO 5% OT NALMEHTHTE B FPyNata HA NIPAMUNEKCOI, U Mo~
4YeCTH NPH MAUWEHTHTE, JIEKYBAHHM C TPAMHIEKCOJ, B CPaBHEHUE ¢ MALUWEHTUTE Ha ruauedo, ca:
rnapobonue (27,9%, nnauedo - 25%), counueoct (7,0%, nnauedo — 5,0%), ranene (18,6%, nnauebo —
10,0%), nosptiuiane (11,6%, nnauebo — 0,0%), 6oaka B ropHara abanomunanHa obnact (7,0%, nnaunebo
— 5,0%), oproctatHuHa xunotoHusa (9,3%, nnauedbo — 5,0%), muanrus (9,3%, mnauebo — 5,0%),
HapylieHus Ha cbHA (7,0%, mnauebo — 0,0%), aucnnes (7,0%, nnauebo — 0,0%), uHpekums Ha ropHHTe
auxatenHn netuwa (7,0%, nnauebo — 5,0%). HdpyrH 3HauuMMH HEXKeNaHW cbOWTHUA, BOJAELIH A0
NPEeKLCBAHE Ha JICUEHHETO MPH NALMEHTUTE, NMpUHEMalld NMPaMUIIEKCOJl, €a CbCTOAHME Ha OOLPKaHOCT,
CMYLIEHHS B FOBOPA H BJIOLLIABAHE Ha CLCTOAHHETO (BXK. TOUYKa 4.2).

5.2 ®PapMakOKHHeTHYHH CBOHCTBA

Abcopdius
[Tpamsinekcon ce pezopOupa 6Bp30 K M3UANI0 cael nepopased npueM. AGCoNOTHaATa BUOHATMYHOCT €

noseue oT 90% U MakCHMaNHH T1a3MEeHH KOHUEHTPAUMWH ¢€ AocTHraT Mexxaoy | v 3 uaca. [lpueMbT C
XpaHa He HaManaBa cTeneHTa Ha abcopbuus Ha MpaMHUIIEKCOI, HO MOHHXKABA HeMHATa CKOPOCT.
[IpaMHMNEKCON € C NMHEeRHA KHHETHKA H ¢ MANIKH pa3/IHiuMa B NJIA3MEHHUTE KOHUECHTPALUUH Npy
Pa3/IHYHHUTE MALUEHTH.

PasnpeneaeHue

CBBP3BAHETO HA MMPAMMIIEKCOJT C IPOTEUHHUTE FIPH XOpa € MHOI0 HUCKO (< 20%), a 0beMBT Ha
pasnpenenenye € ronam (400 ). Ilpu nibxoee ca HabaroaaBaHN BUCOKHW KOHUEHTPALIMM B MO3bYHaTa
TbKaH (OKONO 8 MLTH MO-BUCOKM OT T€3H B 11a3MAaTa).

buorpanchopMaums
[TpaMunexkcon ce Metabonu3upa B HUCKA CTENEH B HOBELLKNAA OPraHH3bM.

EJTMMUHUpaAHE
OCHOBHHUAT MbT HA ENUMHHHPAHE € ObOpeUHaTa eKCKpeUHsa Ha HENPOMEHEH NPAMHITEKCOT.

[Mpubausurenno 90% or Gengsanara ¢ '*C no3a ce ekckpeTupa upe3 606peunTe, a no-mManko ot 2% ce
OTKpHBAT BbB (PpekanuuTe. TOTANHUAT KIMPLHC Ha ripaMunekco € okoso 500 ml/min, a 6u0peunusT
KJIUpBHC - npubnusutenHo 400 ml/min. BpeMeTo Ha nony»xuBoT (t/2) Bapupa ot 8 yaca npu Mnanu
xopa no 12 yaca npu xopa B cTap4ecka Bb3pacT.

5.3 Ilpeak T HHEYHM NAHHH 3a 6€30NACHOCT

[IpoyuBaHHATA 32 TOKCHYHOCT NPH MHOIOKPATHO NMpHNaraHe Nnoka3part, 4e NpaMHIeKcon Bnuse
rnaBHO BbpXY ¢dyHkunuTe Ha LIHC u >xeHckaTa penpoayKTHBHA CUCTEMA H BEPOATHO CE€ ABJXKAT Ha
npexaneHo CUMIeH apMakoAMHAMHUYEH €dEKT Ha NPAMUIIEKCON.

[Tpu manku npaceHia € HabNKAABAHO NOHWKEHUE Ha AMACTONTHOTO H CHCTOJTHO HaJAraHe v Ha
ChpACYHATA YECTOTa, a TEHACHLIMA 33 XMNOTOHHYEH edeKT ¢ 3a0eng3aHa Npy MaiMYHH.

[ToTeHUHAAHUTE €EKTH Ha NPAMKUNEKCON NO OTHOLIEHHE HAa PenpoOAYKTHBHATA PYHKLN
NPOYyYeHH NPH H3CACABAHUA BLPXY MIIbXOBE U 3aituu. [1py nibxose W 3aituy npamMun
MOKa3Ba TEPATOreHeH e€PeKT, HO € eMOPHOTOKCHYEH MPH TUTbXOBE NPH J03H, TOKCHY
[Mopaau noadopa Ha BUAA KUBOTHHU U OTPAHHUCHHUTE U3C/ICABaHK MapaMeTPH Hexe
MpamMKUNEKCo1 Mo OTHOWEHWE Ha OPEMEHHOCTTa Y MBXKKHA QEpTUTUTET HE ca Han

[1pn nnbxoBe € HabmoaaBaHo 3abaBaHE Ha NOJOBOTO pa3BUTHE (T.€. pa3feNnaHe Ha I
BarMHaJTHO OTBapsAHE). JHAUUMOCTTA 32 XOpAaTa € HEU3BECTHA.
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[lpamunekcon He € reHoToKCHueH. [IpH Mpoy4YBaHHA 33 KapIMHOTEHHOCT MBXXKH MNJIbXOBE Pa3BUBAT
XUIEPIia3nsa Ha KIeTKkuTe Ha Leydig u aneHoMH, KoeTo ce obiacHARa ¢ MHXHOuUpaiing edekT Ha
[MpaMHUIEKCON BbPXY NposakTHHA. Ta3n Haxoaka He € KITHHHYHO 3HaAUMMA 33 X0oparta.

Cobu10TO Npoy4YBaHe NoKa3Ba ChilO TaKa, Ye NpU 4034 2 mg/kg (con) v no-BUCOKH NMPAMHIIEKCOJ ¢
CBBbP3Ba C AETEHepaLXa Ha peTUHATa NpM 1sxoBe andbunocu. [locneaHara HaxoQKa He ¢e cpelila nNpH

[TUrMeHTHpaHHU ILTEXOBE U HE € HAOMI0AaBaHA NP NMPH 2-TOAHUIHO MPOYYBAHE 32 KAHIIEPOrE€HHOCT
MpH MULIKK an0HHOCH, KAKTO W IIPH HHUTO €1HH OT APYTHTE U3CNeABAHH BHOOBE.

6. PAPMALHEBTHYHHU JAHHH

6.1 ChoacbK HA TOMOIIHETE BelleCcTBAa
MaHuTOoN

[lapeBu4HO HULLECTE
KonouzaeH 6€380a€H CHAMLIUEB JHOKCHA

Xurnpomenosa
MarsHe3ues creapar
6.2 HecLBMeCTHMOCTH

Henpunoxxumo

6.3 Cpok na roanocrt

2 rOAHUHN
6.4 CpneunajHH YC/IOBHA HA CHXPAaHEHHE

Jla ce cbxpaHaBa nog 25°C.
Jla ce chXpaHsABa B OPpUrUHANIHATA OTNIAKOBKA.

6.5 BuHAHCBLALPXKAHME HA ONAKOBKATA
OPA/arymnunit/PVC amyMHHneBH 6i1HcTEpH.

Bceeku Gnucrep ceavpxa 10 TabneTkm.
KapToHeHU OMakoBKH, CbAbPIKALLMN,

- 10 6auncrepa (100 Tabnetku);
- 3 6aucrepa (30 TabneTkH).
He Bcuuky BHAOBE OMAKOBKW MoraT Aa ObAaT MyCHATH Ha nasapa.

6.6 CnenHaIHH BpeANA3HH MEPKH NPH H3XBbLPAsHE

HamMa cnenuaiiy U3UCKBaHKS.

7. IPUTEXATEJI HA PASPEILEHHETO 3A YIIOTPEBA

HOBEJI DAPMA EOO/]
yi. ,,OxonoBpscTeH mbT* Ne 36
rp. Copus 1415, buarapus

15




8. HOMEP(A) HA PABPEINEHHUETO 3A YIIOTPEBA

Per. No 20240143

9. JATA HA ITbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PAZPEUHIEHHETO 3A
YIIOTPEDBA

IlaTta Ha mypso pa3pewasaune: 03.06.2024 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

07.2024r.
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