KPATKA XAPAKTEPUCTHUKA HA IMMPOAYKTA
FOLT2 110
1. HWME HA JIEKAPCTBEHUA IMPOAYKT
[Iponyonona 240 mg/ml + 12 mg/ml undysunonen paszrsop
Produodopa 240 mg/ml + 12 mg/ml solution for infusion

2. KAYHECTBEH U KOJIMMECTBEH CbCTAB

| ml cvabpxa 240 mg docnesonona (foslevodopa) u 12 mg dockapbunona (foscarbidopa).
10 ml ceabpxkar 2 400 mg dpocneBoaona u 120 mg pockapoumona.

®ocnesonona u pockapbunona ca npeieKapcTsa, eKBUBAIEHTHH Ha npubausuTento 170 mg
nepoaona U 9 mg kapbunona Ha |1 ml.

[loMOL1HO BELIECTBO C U3BECTHO EHCTBHE

[Tponyonona cbabpxka npubnuzurenyo 1,84 mmol (42,4 mg) Harpwuii Ha ml.

3a NMbJIHUA COUCHK HA MOMOLIHUTE BELECTBA BHKTE TOuka 6. 1.

3. JIEKAPCTBEHA ®OPMA

UHdy3noneH pasrBop (HHbY3HA).

[Tponyonona e GHCTBP 210 JIEKO ONANECUEHTEH Pa3TBOP B CTHhKJIEH (uiakoH. PasTBopbT He TpabBa aa
ChAbpika yacTuum. [Iponyonona moske na Bapupa ot 6e3uBETEH 10 XKBJT 10 KadaB U MOKe /12 UMa
JIANIaB WJTH YEPBEH OTTeHbK. Bapnauuure Ha uBeTa ca 04aKBaHM W HAMAT BIIMSHUE BbPXY KA4€CTBOTO
Ha JIeKapCcTBEHHUs NMpoayKT. LIBeThT Ha pa3TBOpa MOXKe /1a CTaHe No-ThMEH cliel npobuBaHe Ha
3armylankara Ha ¢uiakoHa WM J0KaTO € B CIIPHHLIOBKATA.

pH e npubnnsurento 7,4. Ocmonanurerst e npudausurento 2 200 no 2 500 mOsmol/kg, Ho Moxe na

Bapupa 10 2 700 mOsmol/kg.

4. KIUMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aAHHSA

3a ieueHue Ha HanpeaHana Gosiect Ha [TapkHHCOH, MOBIMABALIA CE OT JICUEHHE C JIEBOOMNA, C TEXKKH
MOTOPHH (PJIYKTYaLUHU U XUNIEPKUHE3UA WIIM JTMCKUHE3UA, KOraTo C HAJIMYHHTE KOMOMHALIUM OT
AHTHIMAPKWHCOHOBH JIEKAPCTBEHHW NPOAYKTH HE Ca MOCTUTHATH 3a10BOJIMTEIIHH PE3yJITaTH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J1lo3upoBka

[Iponyonona ce npuiara KaTo HeNMpeKbCHATA MOAKOKHA HHGY3Hs, 24 yaca Ha JeH.

[penopbuurennara HavyanHa ckopoct Ha uHOY3us Ha [Ipoayonona ce onpenens upes npeodpa

KOpHIHpa 3a MNOCTHUIaHE Ha KIIMHWYEH OTrOBOP, KOHWTO yBeJH4aBa 10 MAKCUMYM Bpe
HOpMasTHOTO (yHKuHOHHpaHe (On-BpeMe) U cBexk/1a 10 MUHUMYM Oposi M MPOIBIIK



Oft-enu3zonure n On-enusoaure ¢ npobnemMua auckuue3ns. MakcHManHaTa NPenopLUYMTENIHA 1HEBHA
no3a Ha gocnesonona e 6 000 mg (unu 25 ml IMNpoayoaona Ha AeH, eKBHBANEHTHO HA NPHOITU3UTEIIHO
4 260 mg nesogona Ha neH).

[Iponyonona 3aMeHs niexapcTsara, ChAbPKAUIM JEBOAONA, U HHXHOHTOPHTE HA KaTexon-O-MeTH]
TpaHcpepasa (COMT). Ako e HeoGX0AHMO, MOPAT a ce TIPHEMAT eqHOBPEMEHHO APYTH KJ1acOBe
NEeKApCTBEHM NMPOXYKTH 3a GonecT Ha [TapkuncoH.

3anouBaHe Ha NeYEeHHE
[aumenrure, nonxonsuww 3a neuenwue ¢ [pogyonona, Tpa6sa Aa ca B CHCTOAHHE Aa pazOupar u
U3TIO/I3BAT CHCTEMATA 33 IOCTABSHE CAMOCTOSATENTHO HITH ¢ ITOMOILTA Ha JIMLE, KOETO C€ MPHXKH 3a TAX.

[Naunenture Tpabea na 6pOaT o6yueHH 33 NPaBIIHOTO H3MOI3BAHE HA [Ipoayonona u cuctemara 3a
nocraeaHe (Bx, Haunn Ha npunoskenne) npeau 3anouBaHe Ha fNeueHHUe ¢ [Ipoayonona v cropen
HE0OXOAUMOCTTA Clie/ TOBA.

3a 3amoyBaHe Ha euenne ¢ [Tpoayoaona ca HEOGXOMHMH TPH CTBIKA.

. Crenka 1: M3uncnasane Ha LE Ha 6asaTa Ha nekapcTBara, CbABPXKALIN NEBOAOIA, HIMOI3BAHU
npe3 OyJIHUSA NEpUO HA MALHEHTA.

o Crbnka 2: OnpenensHe Ha CKOPOCTTAa HA HHYIUATA HA Yac 32 [Tponyonona.

. Crenka 3: Onpenenaxe Ha o6eMa Ha HATOBAaPBAILATA 1034,

Ctenka 1: U3uncnasane Ha LE Ha 6a3ata Ha nekapcreara, CbbPAILH JIEBOAONA, M3MON3BAHH Npe3
OyaHMA MepHoA Ha NalMeHTA.

KonH4eCcTBOTO Ha JIEBOJONA OT BCHUKH ChIAbLPXKALLH JIEBOAONA NEKapCTBEHH GOPMH, H3NMO3BAHH NMpes3
Oyauus nepuon ot Aens (o6ukHoBeHo 16 yaca/men), Tpa0Ba na 6vae npeobpazysaHo B LE, ¢
M3MNO/I3BaHE HA CHOTBETHHA KOEQUUMEHT 332 YMHOXKaBaHe Ha fo3ata or Tabnuua | ¥ ciex Tosa
cymupaHo. [1pu ToBa u3zuncieHne B3eMeTe NpeaBUI CaMO IEBOONA H HHXHOHTOpK Ha COMT. He
BKJTIOYBAHTE B TOBA M3UHCIIEHHE NIEBOAONA 3& XKUBOTOCNACABALIO JIeYEHHEe WIH OpYTH
4HTHMAPKHHCOHOBU ICKAPCTBA WIIH TEPANUH, BKIIHOMHTEIIHO JIEKAPCTBA, NPUEMARN H3BBH Oy AHUA
NepyHon (Hamp. MpHeM npes HollTa). AKO c& NMpHeMAaT HAKAKBH HRXuOuTOpH Ha COMT B pamMkuTe Ha
24-yacoB nIepHO/, HE3aBUCHMO OT 403aTa Ha vHXHONTOpa Ha COMT, Tpabea na ce npwioxku

KOS MLMEHT 32 KOPEKLIMA KbM CyMaTa Ha LE, kakTo € npeacrasedo » Ta6anua 1.

Ta6anna 1. H3uncasBane Ha eKBHBAJICHTHTE HA /1€BOAONA (LE)

JlekapcTeena dopma, chaLpkama Aesogona Koepuunenr 3a ymroxkasare na
A033Ta

HesabasHo ocBoGoxaaBaHe, BKIIOYUTENHO EHTEpaHA 1

CYCHEH3HA

3abaBeHo 0cBOGMKAABAHE, KOHTPOIUPAHO O0CBOGOXIABAHE 0,75

HNM YABIDKEHO 0CBOGOXKIanaHe®

AKo ce u3nonssa nHxubuTop Ha COMT, yMHONETEe CymMaTa Ha u3uHcieHHTe LE Mo-rope no
1,332

“Jlesonona, cbappxKaa ce B KOMOMHHPAHHU leKapcTBeHH GOPMH C LD/CD/unxuburopu na COMT,
ce cuuTa ¢ HezabaBHO ocBoGONKIABaHE U TPAOBA na ce no6asu KkuM LE oT BeHuky APYTH W3TOYHHUH
Ha JICBOZ0Na, NPeAN CyMaTa 1a ce YMHOXH 33 KOeHUHEHTa 32 KOpEeKLMA 38 HHXHOHTOpH Ha COMT
(T.€. He npunaraiite koehuuHenT 3a Kopexuud 38 COMT KbM eaHHMYeH LE).

CD = xap6unona; LD = nesopona; COMT = katexon-O-MeTH TpaHcepasa, LE = exB
JIEBOAONA.




Crenka 2: Onpenensue na ckopoctTa Ha nhdy3usaTa Ha uac 3a [Ipogyoaona.

Hanpagere cnipaeka ¢ Tabnuua 2 3a npeanoxeHHTe HaYaNHH CKOPOCTH Ha uHpy3ud 3a [Npoayonona
Ha 6a3ata Ha LE, usuucnenn va Ctonka 1.

CkopocTTa Ha HHYy3uaTa Ha vac 3a [Nponyonona B Ta6nuua 2 e Ga3zupana Ha npHema Ha LE ot
MAUHEHTA MO BpeMe Ha obuuaeH 16-uacoe 6yaen nepron (LEs).

AKo onpenenenute Ha Ctbnka 1 LE ca 6asupany Ha 6yaeH nepuo, KONTO e no-Ibibr WIH No~KpaTbK

oT 16 uaca, LE Tpa6mra na ce kopurupar 3a 16-uacos nepuon. 3a KOpPHIHpaHe KbM 16-yacoB nepHon
pasaenere LE, usuucnenn na Crenka 1, Ha 6post Ha 4acoBeTe, Mpe3 KOUTO NAUMEHTHT OGHKHOBEHO €

Ha MalHCHTA.

CkopocrTta Ha HHGY3HA Ha Yac, Onpe/ieNieHa B Ta3H CThIKA, TpAOB2 Aa ce BbBeae KaTo 6a30Ba cKOPOCT
Ha HH(Y3HA IPH NporpaMupaHe Ha nomnara (3a MoApoGHOCTH HAlpaBeTe CIMPABKa C WHCTPYKUUHTE 34
ynorpeba Ha noMnara).

Tadanua 2. IpeanoxkeHa Ha9aIHA CKOPOCT Ha HHY3HN Ha aac 3a Ipoayoxona

— —_ -— —_— . —
LEs (LE oT BcaukH nepopannn nexapersa, | IMpeanoxkena nasaina cKOpocT H2 nHYINA Ha
coabpikamn LD, npuemann npes 16- qac 3a [Ipoayoaona (ml/4)*, npunoxena 3a
JacoBHs Oyaen nepHoa (mg) 24 qaca

< 400 - | ) 0,15 ] N
400 - 499 0,15-0,17

500 — 599 0,17 -0,20

600 — 699 _ 0,20-0,24

700 — 799 0,24 — 0,27

800 — 899
900 — 999 0,30 — 0,34

1 000 —1 099

1 100-1 199 0,37 - 0,40
1 2001 299 0,40 - 0,44
1300—1 399 0,44 - 0,47
1 4001 499 0,47-0,51
1 500 -1 599 0,51 - 0,54
1 600—1 699 0,54 - 0,57
1 700 -1 799 0,57-0,61
1 800 -1 899 0,61 — 0,64

T 0,64-068
2 000 —2 099 _ 0,68-0,71
2100-2 199 0,71 -0,74

___ 074-078 ]

0,78 — 0,81

0,81 - 0,84

2 500-2 599 0,84 — 0,88

2 600 — 2 699

2 700 — 2 799

2 800 — 2 899  094-098 [/ e
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LE s (LE or BcH4Kku nepopaanu Aexapcrsa, | [Ipeanoxena Hauanna CKOpOCT Ha HHPY3IHN HA
chabpxkamu LD, npaemann npes 16- uac 3a llpoayorona (ml/4)*, npuaoxena 3a
| 4ACOBHH Oyaen mepHoa (mg) 24 yaca
3 000 — 3 099 ] 1,01 — 1,04
>3 100 o4

* CKopocTTa Ha HHY3HATA HA Yac MOXeE A2 Ce M3YHCIIH C U3MOJI3BaHE Ha (hopmynara no-gony, Kpaero
X € OpoAT Ha OyAHHTE YacoBe Ha NaUMEHTA, W3NON3BaHH 3a ONpeeNAHe Ha LE (Hanp. X = 16 B

Tabnuuara no-rope).
CkopocT Ha HH}y3uaTa Ha yac (ml/u) = [(LE- 0,92 - 1,41)/240]/X

[1peanonoxenus, uanon3saHu 3a renepupase Ha ,,IIpennoxena HavasHa CKOPOCT Ha HH(py3HA Ha yac
| 3a [Ipoxyonona®:

¢ OOumre aueBHH LE 3a nepron ot 16 yaca ca nosuienu ¢ 50% ¢ orien Ha 24-4yacos npHeM

' * buoHanu4HocTTa Ha docneBonona, IPUNMKEHA NOIKOKHO € 8% No-BUCOKA, OTKOJIKOTO
abcopOupaHaTa eHTepanHo Jepoaona

| ¢ CBOTHOUIEHHETO MEXTY MOMIEKYJIHOTO TETNIO Ha (POCIEBOAONA H JIEBONONA & 1,41:1

Eaux muminutep [Npogyonona ceanpxa 240 mg docnesogona u 12 mg ¢ockapOugona

| * Iloeeuero nauuentu ¢ Gonect Ha lNapkuucon (BIT) nonyyasar feuenne c NepPOopanHH
nexapcTa 3a bI1 npes 6ynHus nepuon (odukHoBeHo nepron Ha neyenue oT 16 yaca/IeH),
CiieR KaTo ObAe H3UHCIEHO KONMYECTBOTO (oceBoaoNa, HEOGXOIMMO 3a 16-4acoBUS nepuoa,
TO ce painena Ha 240 mg 3a onpenensHe Ha Opos MUIHNHTPH, HEOBXOAHMH 33 16-4acoBms
MEPHOIL, ¥ Clie]l TOBa Ce pa3fens Ha 16 yaca 3a ycTaHOBABAHE HA CKOPOCTTA HA HHDY3MATa HA

Hac

LE = exBuBanenTu Ha nesonona; LD = nesogona.

Crenka 3: OnpenensHe Ha o0eMa Ha HaTOBapBaLLaTa 1034,

HatogapBaiuara 103a MoXe Ja ce MPHI0NKH HEMOCPEACTBEHO AIpEaH 3ano4BaHe Ha 4acoBa HHQY3us 32
6Bp30 OBNAAABAHE HA CHMITTOMMTE NPH 3aMOYBaHe Ha TEPAIHS ¢ [Ipoayonona B ,,Off checToAHME
(14 ako nmomnata e Gusla U3KIIOYeHa 3a MoBede oT 3 yaca). HaTtosapBaluure 1031 Morar aa ce
IpUaraT 4pe3 noMiara WiM ¢ nepopanHy TabneTku kKapOuaona-neBofona ¢ He3abapHO
OoCBOOOKNaBaHe,

B Tabnuua 3 e npenocrasen npenopbyuTeNHUAT 06eM Ha HaToBapsatiaTa nosa (ml) IMpoayonona,
KOHTO /1a OBAi€ IPOrpaMMpaH Ha NoMnara (3a noapobHOCTH Hanpasere cnpaska ¢ MHcTpykiumunTe 32
ynoTpeba Ha MOMNaTa) ¥ ChOTBETHOTO KOIHYECTBO JIEBONONA C HE3a6ABHO OCBOGOYKIABAE (mg),
HE3ABHCHMO OT CIHOBDEMEHHO NPUNOKEHHA nepudepen nuxuéutop Ha DOPA-nekapbokcuiazaTa

(Hanp. kap6unona, Genzepasua).

Ta6auua 3. Onpenennne ua obema [poayogona, NPENoPLYBAH 38 HATOBAPBALLATA 1033

IIpenopbunTencn obem 3a HaTosapsama go03a [IpHGAH3HTEANHO CLOTBETCTRANIO
(ml), xo#iTo Aa 6bae nporpamupan na KOJHYECTBO Jiesoaona (mg)
NOMNATA
0,6 100
0,9-1,2 150 — 200
,5-1,8 250 - 300
2,0 350

0,1 mi lponyonona ceabpxa 24 mg docneBogona (eKBUBANEHTHO Ha npuGan3
nesoona). [lomnaTa Moxe fa A0CTaBA HATOBApBALLR 1034, Bapupaina ot 0,1 ml o
3,0 ml, Ha cTenku ot 0,1 ml.




OnTuMu3NpaHe ¥ NOJAPBKKA

3a NOCTHraHe Ha ONTUMAJIEH KIHHHYEH OTIOBOP NPH NALMEHTA, MENUUMHCKHMAT CIELHATHCT MOXe aa
KOPHrupa Ha4yalHaTa CKOpOCT Ha HH(Yy3usATa Ha yac. CkopocTTa Ha H}Y3HATA Ha yac Tps6Ba fa ce
AOCTaBs HEMPEKBCHATO B MPOAB/DKEHHE Ha 24-4acoBHS AHeBeH nepuoa Ha nHGy3ui. Ako xenae,
MCAHLHMHCKAAT CMICLHAITUCT MOXKE 12 MPOrpaMHpa H aKTHBHPA 2 anTepHaTHBHH CKOPOCTH Ha HHY3HA
Ha yac (HUCKa/BUCOKa). Beuixu ckopocTH Ha HHY3MS MOXe 1a ce KOpUrHpar Ha cThiku ot 0,01 ml/y
(KOeTO e eKBUBAIEHTHO Ha Npuban3uTenHo 1,7 mg nesonona/yac) H He TpAGBa Ja NPEBULLIABAT

1,04 ml/4 (unu npuGnuzurento 4 260 mg neponona Ha nex [6 000 mg docnesonona Ha aeH)).
[lomnara pasnonara chC 3alMTEH AOCTBI A0 KOHYUIYPHPAHETO Ha 103aTa, 33 /12 OTIPEYH Ha
NauKeHTa 1a MPOMEHH NPENBAPHTEHO NpOrpaMUpaHnTe AeOHTH WiH PYHKLHATA 33 J0Mb/AHHTEHA
oo3a.

[lo npeueHka Ha MeAMIIMHCKHA cieunanucT, [1poxyonona Moxke na ce npueMa CaMOCTOSTENHO UM
NP1 HEOOXOAHUMOCT € APYTH ChILTCTBAILM JIEKAPCTBEHH NPOAYKTH 3a Gonect Ha [Tapkuncow. Tlo
BpeMe Ha WHY3ua Ha [Tpoxyosnona moxe Aa ce OOGMUCIH Ja Ce HAMAJIAT APYTHTE €AHOBPEMEHHO
MpUJIaraHy J1€KapcTBa 3a 6osect Ha [lapkuHCOH, MocnenBaHoO OT Kopekius Ha 103aTa Ha [Tpoayonona.
He ¢ npoyueHa eaHospemennaTa ynotpeba Ha [Tponyonona ¢ npyru nexapcrea, ChabpialLly
AEBOJONA, WIH C NEKapCTBEHM NPOAYKTH, KOMTO PEryJIHPAT 3HAYUTEIHO CUHAIITHUHHTE HHBA Ha
nonamuH (kato HHXHOHTOpH Ha COMT).

ANTEPHATUBEH OeOHUT

[Nlomnara cHUIO Taka MO3BONSABA Aa CE NPOrpaMupar 2 anTEpHATHBHH ONUMH 3a CKOPOCT Ha HHYY3HS
33 ynoTpeba OT nauneHTa (HMCKa/BHCOKA). AJNITEPHATHBHWTE CKOPOCTH Ha HHdy3ua Tpabsa 1a ca
aKTUBHPAaHU W NPEABAPHTE/THO NPOrpaMHPAaHH OT MEAMLIMHCKHA CIIELHANNCT W MOTAT Aa ce u3bupat
OT NALKEHTHTE C OrJIe HA MPOMEHH BbB (PYHKLMOHATHATA HEOOXOAUMOCT, Hanp. NOHMWXKaBaHe Ha
A03aTa NMPe3 HOINTA W/TH NOBUIUABAHE HA 103aTa NMPH MPOALDKUTENHA HHTEH3MBHA aKTHBHOCT (32
noApoOHOCTH HanpaseTe CnpaBKa C MHCTPYKUMHKTE 3a yrnoTpeGa Ha nomMnarta).

,E(}HEJIHHTEJIHH JO3H

AKO € MO3BOJICHO OT MEAUUMHCKHA CNEUHATUCT, MALUEHTHTE MOTAT CAMOCTOSTETHO Ja NPWIAaraT
OOIMTb/IHMTETHA /1032 32 OBNAMsIBAHE Ha OCTpH ,,Off CHMITTOMH, MPOABHIIH Ce MO BpeMe Ha
HETpeKbCHaTa HHY3Kd. 3a 06eMa Ha NOMBTHUTENHATA 032 MOTAT a c€ H3GMpaT 5 onumH (BXK.
Tabnuua 4). QyHKumMATa 33 JONBIHMTENHAS 033 € OrPaHHMEHa [0 He NoBeye oT | TOMbIHHTETHA 1033
Ha 4ac. AKO MaLHEHTHT € M3MNOA3BAN S WK NoBede A03H Npe3 NepPHOAa Ha iedeHH e oT 24 yaca/aen,
TpAOBa Ia ce OOMHCIH npepa3rnexaaHe Ha 6a3oBara cKopocT Ha HHPy3uATa. BhaMoxHOCTTa 33
aKTHBHPaHEe Ha Ta3W PYHKLUMHA, KAKTO H HEOOXOAMMOTO MUHHMAITHO BPEME MEXAY AONBIHHTENHHTE
ZO3H, C€ ONMPEAETA OT MEAULHHCKUA CTIELMANHUCT ¥ HE MOJKE Ja CE MPOMEHA OT NaLMeHTa (3a
MOAPOOHOCTH OTHOCHO NMPOrpaMMPaHeTO Ha QYHKLIMATA 33 AOMb/HUTENHA 103 HANPABETE CrpaBKa ¢
WHCTPYKLUMHTE 3a ynotpeda Ha noMnara).

Tabauua 4. Onounsg 3a nonviannTenna no3a 3a lIpoayoaona

Obem na IIpoayonona EXBHBAJICHTH HA JIEBOAONA
(ml) (mg)
0,10 _ 17
0,13 25,5
|. 0,20 34
0,25 42,5
0,30 51




HauyuH Ha MpUIOKEHHE

[Iponyonona ce npuiara NOAKOXHO, 3a NPEANOYHTAHE B KOpema, KaTo ce u3barsa obnacrra ¢ paauyc
J €M 0KONIO mbna. H3anonipafiTe acenTHUHA TEXHHKA NPU NOATOTBRHETO H MPHIATaHETO HA TO3M
neKkapcTeeR npoaykT. HHdy3nonHaTa cuctemMa (kaHiOna) MOXe 02 0CTaHe Ha MACTO 3a flepHoa, 10

3 AHH, KOTaTo JIEKapCTBOTO C€ BIIMBA HenpeKbCHATo. CMeHslTe MACTOTO Ha HHY3MATA M
M3MON3BakTe HOBA HH(Y3IHOHHA CHCTEMA Hal-MaJTKo Ha BeekH 3 aHu, [IpernopbuBa ce HOBUTE MecTa
Ha HHQY34ATa a Ca Hail-Manko Ha 2,5 cm OT MecTaTa, H3NON3BaHH B PAMKHTE Ha nocneanwute 12 aHu.
ITpoxyonona e TpabBa na ce npunara B 06NacTH, KBAETO MACTOTO € O0Ne3HEeHO, HACHHEHO,
3auyepBEHO WIIH BTBbPACHO. 3a mpunaraneto Ha [Ipoayonona tpadBa ga ce H3mon3Ba caMo NoMnaTa
Vyafuser (32 nonpo6HOCTH HanpaBeTe cnpaska c HHCTPYKIMUTE 3a yrnoTpeba Ha MoMara), KaTo ce
H3MOJI3BAT CTEPHITHH KOMITOHEHTH 32 WH(Y3MA 3a eAHOKpaTHa ynoTtpeba (CTIpHHLOBKA, HHpY3HOHHA
CHCTEMa M aianTep 3a QUIaKOH), KOMTO OTIOBapAT Ha H3UCKBaHMATA 3a yrnorpeba. [TaunenTtHTe Tpabea
Aa Obaat o0y4YeHH 3a NpaBHIIHOTO M3NOA3BaHe Ha [lpoayonona U cucTemara 3a rocrassaHe (noMma,
¢naxkoH ¢ pa3Teop, ananrep 3a guakoH, COPUHUOBKA, HH(Y3IHOHHA CHCTEMA, aKCecoap 3a HOCEHE,
npe3apexaaila ce batepus u 3apsaIHO yeTpoHCTBO) MpeaM 3anouBane Ha nedyeHue ¢ [Ipoayonona u
cniopen Heo6XOAHMOCTTa Clell TOBA.

[Ipu papmakokMHETHYHO KPOCOYBBp NpoyuBaHe, npunaraHero Ha [poayonona B pwkarta U 6eapoTo
BOAM A0 NOYTH eKRHBAICHTHA €KCNO3HUMA B CPABHEHHE C NIPUNaraHeTo B KopeMa (BXK. TouKa
5.2 A6copbuns). Innrocpounara 6e30macHOCT U epHKACHOCT Ha NPUTArAHETO B PBKATA ¥ 6eIpoTo He

Ca OUCHCHH.

JlekapCTBEHHAT MPOAYKT TpsOBa Ja ce ChbXpaHABA U C HETO 12 ce 5OpaBH TaKa, KAKTO € OMHCAHO B
To4uka 0.4 Crneunaniu ycnosus Ha cbXpaHenne. QnakoHHTE C NEKapCTBO Ca CaMO 34 e/IHOKPAaTHa
ynotpeba. Cnell KaTo ChABPKAHHETO Ha (1aKOHa € MPEXBBLPIEHO B CIPHHIIOBKATA, CbAbKaHHETO HA
CIIPHHUOBKATA TPAOBA 14 ce NPHIIOXKH B paMkHTE Ha 24 yaca. Manonssanute GrakoHH W COPHHUOBKY
C IeKapCcTBO TPAOBA Na Ce H3XBBPJIAT CHINIACHO MECTHHTE pa3nopendu. CNpHHUOBKHTE TPA6Ba Aa ce
H3XBBDJIAT, JOPH aKO B TIX UMa OCTAHAI HPOAYKT ChIMTACHO YKA3aHHATA HA MEAHLIHHCKHA
CreUHATHCT (BX. Touka 6.6 Cneunaniy npeanasHy MEPKH NPH H3XBbPIIHE).

[IpexbcBaHe HA TepanuATa

[lo mpuHumMn TpsabBa na ce n3G4rea BHE3aNHO NpeKpaTABaHe WM GBP30 NOHMKABAHE HA 103aTa
Ilpoayonona 6e3 npunaraHe Ha anTepHaTHBHA JOMIAMHUHEPrAYHA Tepannus (BXK. Touka 4.4).

[Iponyonona Mmoxe na ce npekbcHe 6e3 NOMBJIHATENHH ASHCTBHUA 32 KPaTKH NIEPHOIH OT BPEME, KATO
HarpuMep 00KaTo MalHWeHTsT B3ema aAyul. IIpu npekbeBanusa, no-abaru ot 1 vac, Tpadea na ce
M3M0/138a HOBA HH(}Y3HOHHA cHcTeMa (TPBOM H KaHIONA) M CleBa [1a CE M3MOJ3BAa PA3NUYHO MACTO Ha
nHpy3uaTa. AKO HHOYIHATA € NMPEKLCHATA 33 MOBEYE OT 3 Haca, MAUHEHTHT MOXKE ChLIO A3 IPWIOKH
CaMOCTOSITENTHO W HATOBApBALlla 1032, aKO € aKTHBHPaHa OT MEIHLUMHCKIA CNEUMANNCT, 32 6BP30TO
OBNaJsABaHE HA CHMIITOMHTE,

Ako nedenneto ¢ [Ipoayonona € npexbcHaTO 32 MPOABIKUTENHO BpeMe (> 24 yaca) unu e
OKOHYATETHO MPCKPaTeHO, MCAHUMHCKHAT CIEUHaNHCT TpaOea Aa onpeaeny noaxoiasilo
ATTCPHATHBHO JOTIAMHUHEPIHYHO iedeHHe (Rarp. NEPOPaNHo JeBoaona/kapbuaona). JleueHuero ¢
[Iponyonona mMoxe na ce BB30OHOBH MO BCAKO BpeMeE, KATO C¢ CMa3BaT yKa3aHHATA 3a 3aMoYBaAHE Ha
neueHue ¢ Ilpoayonona (Bxx. Touka 4.2 3anousaHe Ha Jie4EeHHE).

CreudaiHy nonyaaluHH

(apmakokHHeTHKaTa Ha [Ipogyonona He e oueHeHa MPH HAKOSA CNeluaJTHa nonynauug. [lpoaxyonona
€ NpeaHa3Ha4eH 3a ynorpeda npu nauHeHTH ¢ 6onect Ha [TapKHHCOH, KOUTO Beye ca Ha cTabuixa
AepopaiHa 1032 JIeRoAoNa. PalTukuUTe B €KCMO3ZULIMATA HE CE€ CYMTAT 33 KIHHHYHO 3HAY
TepanuATa ¢ [lpoayoaona ce onTHMH3INpa Cltel KATO MALMEHTHTE 3aNOYHAT eYeHHE.
C€ 0YaKBA KOBADHAHTHHTE €EeKTH 1a OKAXKAT BIAMAHHE BbPXY KIHHUYHATA ePHKACHH




0e30nacHoCT. 3a NOMbIKKHTENHA HHGOPMaLHA OTHOCHO HAPMAKOKHHETHKATA Ha JIEBOIONA U
kapbuaona npu creuranHu nonyTauuy BUXKTE TO4Ka 5.2.

4.3 IlpornBonoxazaHus

[Tpoxyonona e MpOTHBONOKA3aH MPK NAUUEHTH ChC:

J CBPBLXTYBCTBATCTHOCT KbM aKTHBHHTE BEILECTBA UK KbM HAKOE OT MOMOLIHHTE BEIECTBA,

H30poeHH B Touka 6.1

TECHOBI'bJTHA INIayKoMa

TEKKa ChpACYHA HEIOCTATHYHOCT

OCTBP HHCYJT

TEKKa ChpAe4YHa APUTMHSA

HeceleKTUBHUTE MAO UHXHOMTOPH H cenekTUBHUTE MAO MHXHOUTOpH THIT A ca

NPOTHBOMOKa3aHH 3a npunoxenue ¢ [lpoxyonona. Tean nuxubnropu Tpabea na ce cnpar

Hal-Ma/IKO ABE CEAMMLIM MPEAM HAYANOTO Ha IEYEHHETO C [Iponyonona. Ipoxyonona Moxe na

CC TipHjlara €1HOBPEMCHHO C MPENIOPHYBAHATA OT NPOU3BOAKTENS 1032 Ha MAO HHXHGUTOD

CBC CenekTHBHOCT 332 MAO Tnn B (manpumep cenerunun xuapoxnopun) (sx. Touka 4.5).

. CBCTOAHUS, ITPH KOHTO aApEHEPrHUHUTE CPEACTBA Ca NPOTHBONOKA3AHH, HAPUMED
(PeOXpOMOLIMTOM, XHNEPTHPEOUIHIBM H CHHIPOM Ha Cushing.

T'vii KaTo TeBOAONA MOXE 2 AKTHBHPA MATTHTHEH MEaHOM, IIpoayonona we TpsaGea aa ce npuiara
NMpH NAUHCHTH CHC CbMHUTENHH HEAHATHOCTHLMPAHHU KOXHH JIe3HH WITH aHAMHE3A 33 MEJIAHOM.

44 Cneunasnnu npeaynpeskacHus H npeAnasHn MEPKR NPH ynorpeba

Crieunanuy npeynpexaeHns ¥ npeanasHu MepKu 3a Ilpoayonona

HsKoNKO MpeqynpexncHus ¥ npeanasHi MepkH no-A0Jy ca OOIUM 33 IEBOAONIA M CIIEAORATENHO H 33
[Iponyonona.

. Ilporyonona He ce npenopnsyBa 3a leueHne Ha NIEKapCTBO-HHIYLUMPaHH eKCTPanMpaMUAHH
peakLUHH.
o Jleaennero ¢ [Tponyonona Tpsa6sa aa ce M3BLPILBA BHHMATENHO NP MaLUSHTH ¢ TEKKO

CLpACYHO Kt GenioapoGHo 3a6onsaBane, GpoHXHaNHa acTMa, O0BOpevHo, uepHOAPOOHO MK
€HIOKPHHHO 3a00/19BaHe WK NPH aHAMHE3A 3a NIENTHYHA A3B3 WIH KOH BYJICHH.

. [Ipu nauxenTH ¢ aHaMHE3a 32 MHOKapAeH HHPAPKT C OCTATbYHH NpeachbpAHH HOOATHH WK
KaMEpHH apHTMHH, CbpAeYHATa QYHKUKA TpROBa ga ce npochensBa 0co6eHO BHUMATEHO B
NEpHOAA HA HAYATHOTO PeryJaupaHe Ha JO3MPOBKATA.

* Bcriku nauMeHTH, nexysau ¢ [Ipoxyonona, Tps6ea na ce NpoCAeaABaT BHHMATENHO 32
Pa3BHTHE Ha NPOMCHH B ICHXUKATA, JENPECHS ChC CYHLMIHM TEHAEHUMH W IPYTH CEPHOIHM
NCHXHYCCKH NpoMeHH. [launenTH ¢ MHHaNa Wik HanM4Ha NcKHXo3a TpabGea fa 6baaT NEKY BaHH
BHHMATEJHO. Bh3MOXKHO € fa ce HabmonaBa No0-BUCOKA YECTOTA HA XAOLHHALHH npy
NALHCHTH, NCKYBAHU C IONAMHHOBH arOHUCTH W/WITH APYTH AONAMHHEPTHYHH JICYEHHSA,
CbABPXKAlIM TeBOAONA, BKMOYHTENHO [Ipogyonona. MNpenopwruntento e neyenuero na ce
npepa3sriieaa, ako ce pa3suAT NOAOCGHH CHMITTOMH.

. EAHOBPEMEHHOTO NPUNOKEHHE C AHTHIICHXOTHIIM, OnokMpaiu nonaMHHOBUTE peLenTopy,
ocobeHo D2-peuenTopHu aHTaroHucTH, TpAGBa Aa ce W3BDLPIIBA [PEANAZTUBO, KATO MaLKUEeHTLT
TpAGB2 na ce Habmonasa BHUMAaTENHO 3a 3ary6a Ha AHTHNAPKKHHCOHOBHA €(EKT WM BIOLIABAHE
Ha MAPKHHCOHOBHTE CUMNITOMH (BXK. Touka 4.5).

. [NauneHTH ¢ XpOHHYHA LUIMPOKOBLIbIIHA FIAYKOMa MOIKE 3 Ce neKysar ¢ [Ipoayonona c
BHUMaHHE, IPH 100BP KOHTPOJI HA BLTPEOUHOTO HANATAHE, KATO NALUEHTLT BHUMATENHO e
CNEAH 3a MPOMEHH BbB BbTPEOYHOTO HANATAHE,

* Ipomyonona Moxe aa npeax3BHKa OPTOCTATHYHA XHIIOTOHMS. 3aToRa [1pomy / JitRy
CC phnara BHUMATE/THO NMPH NALKEHTH, NPUEMaLIH APYTH JIEKAPCTBEHH Mgy - KOUTO™
MOXE 12 MPHYHHAT OPTOCTATHYHA XHIIOTOHUA (BXK. TOKa 4.5). Rt T




[Ipyu naumenT! ¢ Gonect Ha [TapkuHcon, eBoONA ce CBBLP3BA CHC COMHOJIEHTHOCT H eNH30aH
Ha BHE3aIHO 3aCNHBAHE W 3aTORA TPAOBA Na ce BHMMABA NMpH Lo upane U paboTa ¢ MaLLIMHY
(BXK. Touka 4.7).

[IpH BHE32NMHO NPEKBCBAHE HA AHTHITAPKHHCOHOBH JIEKAPCTBEHH NPOIYKTH € CHOGLIABAH
KOMIUIEKC OT CHMNTOMH, Hanofo0sABanl HEBPOJICATHYHUA ManurHed ciuapom (HMCO),
BIJTIOYBALL MyCKYJIHAa PHIHAHOCT, IOBHUIEHA TEJIECH TEMIIEPaTYPa, MEHTAIHH NMPOMEHH
(HanmpuMep aXkuTalius, 06bPKAHOCT, KOMa) H MOBUILEHH CEPYMHM HHBA Ha KPEaTvH
¢ocpoknnazara. Ilpu naumenTy ¢ 6onect na [lapkuHCOH paako ca Habniogasanu
pabromHoin3a seneacreue Ha HMC wnn Texku Ruckunesun. [Nopaan Tosa naumenTure Tpabsa
Ja ce HabMmoAapaT BHUMATENHO MPH BHE3AMHO HAMAIABAHE MM NPEKbCBAHE HA 03aTa HA
KOMOHHauuuTe NIeBonona/Kapbuaona, 0cob6eHo NauMeHTHTE, NONYYaBALlY AHTHIICHXOTHUH.
HMC nnn pabnomuonusa He ca choblnasanu BuB Bph3ka ¢ [Ipoayonona.

INauvenTHTe TPAGBa penosHO Ja ce HabMONABAT 32 Pa3BUTHE HA HAPYILEHHA HA UMITY/ICHBHUS
KOHTpoJ. TauneHTHTE 1 rpwxKeInMTe ce 3a TAX JHUA TpabBa na ca HPOPMHpPaHK, Ye
NOBENECHYECKH CUMITTOMH Ha HApylICHHUA HA WMITYJICHBHUA KOHTPOJ, BKIIOYHTETHO
NATONOTAYHO JKENAHNE 32 3aaraHe, MOBHUIEHO THOHI0 M XMNEPCEKCYATHOCT, KOMITYJICUBHO
XapueHe WK Na3apyBaHe, MPEKOMEPHO H KOMITYJICHBHO XpaHEHe, MOTAT [a CE MOKBST NPH
MALUHUEHTH, JICKYBAHH C NIONIAMHHOBH arOHHCTH WK ApYTH JOTIAMHHEPriHYHH TEPANuH,
ChAbPXKAWIM iesoaona, BkmounTenHo Ipoanyonona. [Ipenopbuntenso e neuennero aa ce
APEOLEHH, aKO CE Pa3BUAT MOAOOHH CHMITTOMM.

EnraeMHoIOrHuHU NpoyYBaHus ca NMoKa3al, 4e nauneHTuTe ¢ 6onect Ha [TapkuHCOH HMaT
[10-BHCOK PHCK OT pa3sBUTHE Ha MENTaHOM, OTKOIKOTO odluaTta nonynauus. He e ycraHoseHo
AaNK HaOMONABAHHAT NOBULIEH PUCK C€ IB/DKH Ha GonectTa Ha [TapkMHCOH, HITH Ha OpyTH
(haKTOpH, KaTO JIEKApCTBa 32 JieueHune Ha Gonectra Ha [TapkHHCOH. [lopaau TOBa NaiMeHTH H
JIEKApH Ce CbBETBAT [1a CIEAAT PEAOBHO 32 MEJIaHOM 1O BpeMe Ha MPHJICKEHUETO Ha
[poxyonona 3a Bcaka HHAKKauua. Hait-no6pe e na ce nposeXxaaT nepHoAWYHH Nperneam Ha
K0)KaTa OT MoAXO0AALNO KBaNH(HLMPaHH UL (Hanp. 1epMaTONIO3H ).

CHHIPOM Ha HapylueHaTa nonamuHoBa perysauus (Dopamine Dysregulation Syndrome, DDS)
€ pa3CTPOMCTBO, CBBP3aHO ChC 3aBHCHMOCT, KOETO BOAH 0 MPEKOMEPHO M3MNO/M3BaHe Ha
Mpo/tykTa, HabNioIaBaHo NPH HAKOH MALMEHTH, JIEKYBaHH ¢ nesoaona/kap6unomna. [Tpeau
3aMOYBAHC Ha JIeYEHHE, NALUMEHTHUTE U [TOAratiuTe TPHXHK 33 TAX TpAOBa na 6uaar
NpenynpeIcHH 3a MoTeHUHANHUA PUCK OT pa3suTHe Ha DDS.

Moxke na ce HaloXKH HamansiBaHe Ha no3ata Ha [pomyonona, 3a na ce usbersar uHmLyuHpanuTe
OT NIEBOAONA IUCKHHEIHH.

[1pu npoabpkuTenya Tepanua ¢ [Ipogyonona e npenophunTenHO NEPHOLHYHO A C& HICRENBAT
YyepHOApoOHaTa, XEMONOETHYHATA, CHPAEYHOCHAOBATA H ObOpeuHaTa dyHKUMA.

[Mpoxyonona chabpxa XHAPA3MH, NPOAYKT OT MeTaboNU3NpaHeTo Ha hockapGHAONa, KOHTO
MOXK€ Ja € FTCHOTOKCUYEH H MOTEHLUHAIHO KaHUeporeHeH. Meananara Ha AHeBHATa 103a
Hponyonona e npubmusntento 2 541 mg/nen pocnesongona u 127 mg/aen ockapbunona.
MakcumanHaTa npenopbuUTesIHA JHEBHA 1033 € 6 000 mg docnesonona u 300 mg
$ockapbunona. Tosa BkNIOUBA XHOPA3MH A0 MEAHAHA HA EKCMOZMLHATA OT 0,2 m g/nenc
MakcumyM oT 0,5 mg/nex. He e u3BecTHa KITHHHYHATA 3HAYMMOCT Ha Ta3M eKCNO3HLMS Ha
XUZPa3HH,

Hamanenara cnoco6HocT 3a GopaseHe ChC CHCTEMATa 3a I0CTABAHE MOXKE A3 JOBEE N0
ycnoxHeHus. [Ipn TaKHBa NAUMEHTH, IPIKELINTE Ce 33 TAX 1MLA (HApUMep MEIULHHCKH
CECTPH HNH OJIM3KH POoHMHH) TpAOBA A3 NMOMaraT HA NalHeHTa.

BHE3aIMHO WITH MOCTENEHHO BIIOLIaBaHe Ha GpalMKHHE3UATa MOXe 1 0KA3BA 3AMyLUBAHE Ha
TOMNaTa Mo HAKaKBa NpUyY#Ha 1 Tpa6Ba aa ce Npoyuu.

Cpobuuasa ce 3a ONMHHEBPONATHA NPY NAUMEHTH, JIEKYBAHH C JIEKAPCTBEHH APOOYKTH,
CbAbpxkalK esonona/kapbruaona. Ipenu 3anousaHe Ha JeUeHHETO, MALMEHTHTE TPAOBA 4 ce
OLCHAT 32 aHAMHE3a WIH MPH3HAUM HA MOJTHHEBPONATHS M H3BECTHH PUCKOBH (akTOpH, KakTo o
NepHOAHYHO CJIE TOBA.

Cpobiuasa ce 3a cbOUTHS Ha MACTOTO Ha HHGYIMaTa (BX. TouKa 4.8) P NauKeHTE
nonyyasaty Ilpoayonona. 3a HaManasaHe Ha PHCKA Ce MPENOPBYBA CrIa3BaH
TEeXHHKA NpH ynoTpeba Ha JIEKAPCTBOTO M 4€CTa MPOMAHA HA MACTOTO HA MH(
KITHHHYHH NPOYYBAHHA HAKOJIKO MALUECHTH, CHOOIIABAT 33 peakUMH Ha MSC




H pa3BHBaT HHEKLMH Ha MACTOTO Ha MH}Y3uaTa. [lopaay ToBa ce NPenopbYBA BHUMATETHO
[MPOC/EAABAHE 338 CEPHO3HH PEAKUMH H HHPEKIHH HA MACTOTO HAa HHQY3HUATA.

[Ipoayonona cbaAbpKa HATPHH

[Iponyonona ceawpika 42,4 mg (npubnusurenno 1,84 mmol) natpuii Ha ml, ekBuBaneHTHO Ha 2,1%
OT NPECNOPBUHTE/THHA MAKCUMAJICH IHEBEH XPaHUTENIEH NTpUeM Ha HaTpHii Ha C30. MakcumanHara
AHEBHA 1032 HA TOBA JIEKAPCTBO ChAbPKA 34% OT NPENOPLUYHTEIHHUA MaKCHMANEH AHEBEH IPHUEM Ha

HaTpuit Ha C30.

Ipoayonona e ¢ BUCOKO ChAbpKaKue Ha HaTpHH. Tosa TpsGea aa ce B3emMe npeasu, ocobeHo npH
MAalHeHTH Ha IHETA C HUCKO ChABPKAHHE Ha COJl.

4.5 BsaamoaeiicTeue ¢ APYrH JIEKADCTBEHH NPOAYKTH H APYrH GOPMH Ha B3aRMoAeHcTBRE

He ca nposexxnanyn npoyysanus 3a szauMozedcTusTa ¢ Ipoayoxona. Usbpoenure no-aosmy
B3aMMONEHCTBHSA Ca H3BECTHM OT reHepUuHaTa KOMOHHalUMA JieBoaona/kapbumona.

Heobxoanmo e BHHMaHKe MpH eIHOBPeMEeHHO npunoxeHne Ha [Tporyonona cue cieauuTe
NEKapCTBEHH NPOXYKTH:

AHTUXHINIEPTEHINBHH cpeacrTsa

HabmonasaHa € CMMIITOMAaTHYHA GPTOCTATHYHA XUMIOTOHUS TIPH MALHEHTH, NOTYYaBaIlH
AHTHXHNEPTEHIHBHA JICKAPCTREHH MPOIYKTH, KOraTO KbM TEPANHUATA UM ca 100aBAHH KOMOUHALMH OT
NeBOAONA U AeKapOoKcHNnaseH HHXHGUTOp. Moxke 1a Ce HANOXH KOpeKLMs Ha 103aTa Ha
AHTHXHIEPTEH3IUBHOTO JIEKAPCTRO,

AHTHAEPECAHTH

Panko ca cbo0aBaHy HeXeNnaH! peakiuy, BKIIOYHTENHO XHIIEPTOHHA U JHCKUHEINA, B pe3ynrar Ha
CAHOBPEMEHHO NPWIOXKEHHE HA TPHUMKIIHYHH AHTHACNIPECAHTH (HANpP. aMOKCAITHH U TPHMHIPAMHH )
U JIEKAPCTBEHH MPOAYKTH, ChAbKALUH KapOuaona/nesoaona.

Huxuburopu Ha COMT (TonKanoH, eHTakanoH, ONUKaioH)

EnHospementara ynorpefa Ha uaxubutopn Ha COMT (karexon-O-meTun tpaHcdepasa) u
[Iponyonona moxe na ysenuyy GHOHANHYHOCTTA HA JeBogona. Moke 0a ce HaNoKH KOPEKLHA Ha

noszara Ha Ilponyonoma.

Ipyru 1eKapCcTBeHH MPOAYKTH

AHTArOHHCTHTE Ha IONAMMHOBHTE PELENTOPH (HAKOM aHTUIICHXOTHLM, HAarpAMep GEeHOTHAZHHM,
OyTHPO(EHOHH U PUCTIEPUIOH, ¥ aHTHEMETHIH, HANPHMED METOKJONpaMHa), OeH30AHA3ENHHH,
H30HHA3WA, PEHHTOUH H MANABEPHH MOTAT 1a HAMAIAT TEPANEBTHYHUA edeKT Ha leroaona.
IlauveHTHTE, MPHEMALIM TE3H JIEKAPCTBEHH NMPOAYKTH 3aCAHO C [Ipoayonona, TpaGsa aa ce
HabmoaasaT BHUMATETIHO 32 3ary6a Ha TepanesTHYEH OTTOBOP.

MAO rHxXHOUTOpHTE Ca NPOTHBONOKA3AHM IPH NALUMEHTH, MPHEMALIH [Ipoayonona, ¢ M3KMoYeHHe
Ha cenexTuBHHTe MAO uixuburopu tn B (Hanpumep cenerunun HC1). Moxe na ce HANOXKH 213 ce
Hamanu no3ata Ha [Ipoayonona, koraro ce noGass cenexruseH MAO nHxu6wuTOp THI B.

ENHOBpeMEHHOTO MPHIIOKEHHE Ha CENIETFTHH U JIEBONONA/KapOHIONA € CBbP3aHO ChC cep
OPTOCTATHYHA XHIIOTOHHS.

AMaHTaIHH HMa CHHEPIHYEH eeKT C IEBOAONA W MOXKE A2 3aCHITH CBbP3AHHTE C Jie
cvOUTHS. Moke Aa Ce HanoXn Kopurupade Ha 1o3ata Ha [Iponyozona.




CHMNaTHKOMMMETHLIMTE (Hamp. aApeHePrutHHU NEKapCTBE it MPOAYKTH, HO HEe CaMo — canbyTaMon,
¢enunedpun, msonporeperon, 106y TamMuH) Moxe a YBEJIMYAT CHPASYHOCBAOBUTE HEXETaHH
CbOUTHA, CBBP3aHM C NTeBOgONA.

Dockapbunona € HASHTHOULUHMPAH KATO NOTEHLIHAIIEH unnykrop Ha CYP1A2 in vitro. Tpabsa na ce
00pbiia 0cobeHO BHUMAHHUE NPW NPEANUCBAHETO HA [lpoxyonona B KoMGUHANMS € YYBCTBUTENHH
CYP1A2 cy6erparu (Hamp. ¢uyBokcaMiH, Kno3anmn, Ko(euH, TeopuNHH, AyTOKCETHH U
MenaToHuH). He ca mposexaanu xIMHUYHY NpoyYBaHuA 3a NEKapcTBeHH B3aumMoneicTeus (DDI),
KOHUTO A3 OLUEHAT KIHHHYHATA 3HAYHMOCT Ha Ta3H HAXOMKA.

4.6 DeprHaHTET, GpeMEHROCT H KbpPMeHe

bpemennoct

Jlunicear nanuy ot ynortpeGara Ha [Tpoayonona npd OpemenHu xeHu. [TpoyuBanus Ha nesogona u
KapOuzaona npH *HBOTHH NMOKA3BaT PEMPOIYKTHBHA TOKCHYHOCT (Bx. TO4ka 5.3). [Ipoxyonona He ce
NpENopsYBa No BpEME Ha OPEMEHHOCT W IPH MEHH C ASTEPOACH MOTEHLMAN, KOUTO He M3MNOI3BaT
KOHTpalleTILKA, OCBEH B CTy4YauTe, KOraTo NoN3ara 3a MaiikaTa npesuuIaBa pHcKa 3a Ioa.

KbpMeHe

Jlesonona 1 BepoATHO MeTaGONUTHTE Ha ieBOAONA CE CKCKpeTHpart B KppMata. UMa nokasarencraa,
4€ JIAKTALUHATA CE NOTHCKA NO BpEME Ha TEpANus ¢ IEBOAONA.

He e u3BecTHo nanu kapbunona wiuk metabGonuture it ce E€KCKpeTHpaT B KbpMaTa MpH YOBEKA.
[IpoyvBaHHA MPH KUBOTHH CA MOKA3ZATH EKCKpeLHA Ha KapOuaona B MaliuYMHOTO MJISKO.

Hima HegocTaTbuHa uHPOpMauKs 32 edekTHTE Ha INpoayonona wnu Herosure MerabonuTH npu
HOBOPOZIEHW kbpMateTa. KbpMmeHeTo Tpa6Ba 1a ce npeyCcTaHoBH Mo BpeMe Ha jieueHue ¢ [Ipoayonona.

Deprunurer

He ca Habmonasann epextn supxy deprurera NPy penpoayKTHBHH NPOYUBAHHUA NPH ILTBXOBE,
noJryHaBaliiy Jiesofona/kapbuaona.

4.7 Edextn BLpXY cnocobrocTTa 32 mogHpane ¥ padoTa c MAINMHA

[Iponyonona Moxe na HMa 3HaUMTETHO Bb3OeHCTBHE BBPXY cNIOCOOHOCTTA 3a Wwodupane # pabotaTa C
MaUIHHH. JIerofomna i kap6uaona Moxe Ja Npean3BHKAaT 3aMaiiBane U OpTOCTaTHYHA XHNOTOHHA. ETo
330 € HeOOXOAUMO BHHMAHHE NpH WodHpaHe WK paboTa ¢ MALUNHH, [TaumeHTHTE, KOKHTO Ce
nekysart ¢ [Ipoayonona u ce HabmonaBa COMROMEHTHOCT W/MITH €TH30AM HA BHE3AMHO 3acCNHBaHe,
TpAOBa Ja ce OCHBETBAT 1a C€ BLIABPXKAT OT WoHPaHe WIH HIBBPLUBAHE HA ACHHOCTH, MPH KOHTO
HAPy WICHOTO BHUMAHHE MOXe 113 U3JT0XKH TAX WM APYTH XOPa HAa PUCK OT CEpHO3HA TPABMa WIIH
CMBDT (HanpUMep npu paboTa ¢ MalWMKK), IOKATO TAKMBA NOBTAPALIH CE ENMH30NN H
COMHONEHTHOCTTA HE MPEMHUHAT (BXK. CbLIO To4Ka 4.4).

48 Hexenauu nexapcraenn peaknus

O600ieHne Ha npotuna 3a 6ezonacHocT




TabnuuyeH CMUCHK HA HeXeTaHHTe peaKuHn

B Tabauua 5 ca npeacraBeHn HEXeNaHHTe peakLUHu, CHOBINEHH BbB BCHYKH npoy4saHua ¢aza 3 npu
MALMEHTH ¢ ekeno3nima Ha [lpoxyonona (379 nauvenTy ¢ o61u1a excro3uLums 414,3 nalineHTOrOaAHHM,
230 yyacTHHLW ¢ eKcrio3uLmA 3a > 6 Meceua, 204 YHacTHULM ¢ eKCIIO3HLMS 32 > 12 MeceLa) niH

NaHHH OT Jlyonona ren 3a npunaraHe B 4epBaTa, Bb3 OCHOBA HA Bh3HHKBALUH 1O BpeMe Ha JIEeYEHHETO
HCCTOTH, HE32BUCHMO OT NPHTMCAaHaTa MPHYHHHO-CJICACTBEHA BPB3Ka, H36poeHHU cbhriacHo MedDRA
10 CHCTEMO-OpraeH Kiiac. 1eCTOTUTe Ha HeXeNaHHTE peakuny ca Ga3upanM Ha CeaHAaTa KOHBEHLINS
MHOT0 9ecTH (= 1/10), wectu (> 1/100 mo < 1/10), newectu (> 1/1 000 no < 1/100), penxu (> 1/10 000
no < 1/1 000), muoro peaku (< 1/10 000).

Tabauna S. Caoncbk Ha HEXEJIRHHUTE PEAKIHNA

Cucremo-oprasen Kaac

YecTtoTa

Hexenand peakuun

Hudexunn ¥ mdecraunu

MHuoro yecru

LlesryiuT Ha MAcTOTO Ha UHDY3MATA
Ungexuna Ha MacTOTO Ha Hidy3HaTa
Nubexums Ha nukouHuTe MbhTHIIA®

YecTu®

Abcuec Ha MACTOTO Ha WHY3IHATA

HapyuieHusa Ha KpbBTa ¢
NnUM{QHATA CUCTEMA

il

YecTH

AHeMus®

HeuectH

Jleskonenns®
TpoMGouuronenus®

HapyweHus Ha uMyHHaTa
| cucTeMa

C HeHn3BecTHa
yecToTa

AHadunakTHyHa peakuus®~

Hapywenus na MeraGonusma u
XPAHEHETO

Yect

[ToHmxxeHd aneTuT

[TcnxuqaHK HapyImeHus

MHoro dyectu

TpesoxHoOCT

Jenpecus
XamouuHauuu®

Yectn

Heobuuaiinu cbHuina®
AxuTtaups®

CheTosiHUE Ha OOBPKaHOCT
Jemo3us

HapyieHns Ha uMImyncuBHus
KOHTPOJ

beichHue

[Tapaxod

[IcuxoTnyHo pascTpoiicTro
CbHHa aTaka®

Hapywerus Ha chus®
CyHuuaHa vaeaumus

HeuecTu

Penku

Hapbpuiero camoybuiicTro®
Hemenuns®
Hezopuentauus®

CHHApOM Ha HapyuleHaTa
ROMAaMHHOBA pPeryJaluus
Eydopruno nacrpoenue®
Crpax®

[TosHiweHo nu6uao°
Koimapu®

Cyuuuanu onutu®

AGHOpMHO MHCeHe®
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CucremMo-opranes Kaac YecroTa Hexesanm peakuni
HapymeHus na HepBHaTa
cUCTEMA Yectu KOrHHTHBHO HapylueHHe
3amaiiBaHe
[locTypanua 3amasHocT
JIHCKHHe3us
Hucronng
["naBobonue
XHnoecresus
®eHoMeH ,,on ¥ of
[NapecTe3ns
[lonuueBponaTus”
CoMHONEeHTHOCT
CHHKOmM
| Tpemop®
Heuectu Atakcus®
KouByncuu®
Hapywenus sa noxoakara®
Hapyiuenus Ha ouurte Heuectu 3aKpUTOBIBIIHA FaykomaP
Bredapocnaznm®
Munnonus®
HcxeMuuHa HEBpONaTHS Ha OYHHS
Heps®
3aMbIieHO 3peHne’
CbpaeuHu HapyIEHHA YecTH HepasHoMepHa cbpaeyHa nefiHoct®
Heuectn Chpuebuene
CbaoBH HapyLIEHHA Yectn XHNEePTORUA
XHUNOTOHKA
OpTocTaTHuHa XUMOTOHHA
HeuecTn Dnebnt®

PecnupaTtopHu, rpbaHy H Yecrn HucnHes
MEIHACTHHAIIHU HapyILEeHUA Opodapunreanna 6onka’
Heuectn Hucdonns®

Penxu AGHOPMHO anmane®
CToMatuHo-4YpeBHd Hapywenus | YecTy Pa3yBane Ha kopema®

KopemHna 6onka
3anex

Hnapus

Cyxora B ycTaTa
Hucreysus®
Hucnencus®
Hucdarns®
MeTteopusbm®
["aneHe
[loBpbiane
Heyectu XunepcekpeLus Ha cmoHKa®
Peaxu bpykcHabm®

O6e3uperaBaHe Ha cnloHKATa®
Moconnuns®
Xbauane®
HapylueHus Ha koxara u Yectu KoHTakteH nepMaTut®
MOOKOXHATA ThKaH Xunepxuaposa®
Ipypuryc

O06pue

2

12




CHcTeMo-OpraHeH Kaac YecroTa HexennaHA peakunn

HeuecTtn Anonenus®

Eputem®

YpTHkapus®

Penxu Obe3useTsaBade Ha NoTTA’
ManurHex Menanom®

HapyleHusa Ha MycKynHoO- Hectu MycKynHu cna3zMu
CKeNeTHaTa CHCTeMa U Bonka sbB Bpata®
CbEAMHHTENIHATA THKaH

HapyleHus Ha 650peunTte Yecru MHKOHTHHEHU A Ha YpHHa
MHKOYHHTE MbTHLIA 3aaspiKaHe Ha ypHHa
Heuectn Xpomarypus®

| Peaxu [Tpuamuanm®

OO0y HapyweHus ¥ edexru Ha MHoro yectu EputeM Ha MACTOTO Ha MHY3HATA

MSICTOTO Ha MPUJIOKEHHE Peakuusa Ha MACTOTO Ha HH(Y3IHATA
Bn3en Ha MSCTOTO Ha MHQY3IHATA

Otok Ha MACTOTO Ha HH(Y3UATa
bonka Ha MACTOTO Ha HHDY3HATA
Yecrn® AcTeHus

YMopa

O0pa3yeaHe Ha CMHHHA HA MACTOTO Ha
HHpY3uATa

Exchonuauns Ha MACTOTO Ha
HH}Yy3HUATa

ExcTpaBazauns Ha MACTOTO Ha
HHQYIHUATA

X€MaToOM Ha MICTOTO Ha HH(DY3IHATA
KbpBeHe Ha MACTOTO Ha UH(Y3HUATA
Huaypauns Ha MACTOTO Ha HHY3UATA
Bp3naneHue Ha MACTOTO Ha
HHpYIUATA

JpasHeHe Ha MACTOTO HAa HHQY3UATA
O6pa3yBaHe Ha Maca Ha MACTOTO Ha
HH}pY3UATA

[lamynm Ha MACTOTO Ha HHQY3MATA
[IpypuTyc Ha MACTOTO Ha HHY3HATaA
OOpHB Ha MACTOTO Ha UHDY3uUATA
[loxyBane Ha MACTOTO Ha UHQY3HATA
Otnaasanocr

Ilepudepen oTok

Bonka®

Heuectn ['pBaHa Gonka®

Hacnensanug YecTH [ToBuLIEHO HHBO HA AMHUHOKUCETUHN
(NOBHILNEHO HHBO HA METHIIMATIOHOBA
Kucenna)’

[ToBHLIEHO HHBO HAa XOMOLIMCTEHHA B
kpnBTa®

[ToHnxenn HHBa HA BUTAMUH B6
Heduuut Ha suramun B126
[TonnxeHno Terno

[MosuweHo rerno®
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CHCTEMO-Opranen Kaac YecroTa HexellaHH peakuun
Hapauspauus, oTpaBsiHHs H MHoro yectu [Tanane
YCIIOKHEHHA, Bb3HUKHAJIH B
_pe3yJsiTaT HA HRTEPBEHUWH
* YecTHTe HeXeNIaHH peakumy, OTHACAILM Ce 10 ChOMTHA Ha MACTOTO Ha UHbY3HUATa, ca BRJIIOYEHH,
ako ca = 2%.
° Tean HexenaHH peakunu ca MAeHTHPHLMPaHHU npu Jlyorona ren 3a npunaraHe B yeppaTta KaTo
CBOUTHS, CBbP3aHH C niekapcTBoTo. Te3u CHEUTHS 06aue He ce CUMTAT 33 HEXKENaHH PEeaKIHH npu
[Ipoayomona.
" XamMOUHHAUMHUTE BKIOYBAT XAMOUHHALIKSA, BH3YANHH XalIOUMHALIMY, 3BYKOBH XATIOLMHALIMH,
ODOHATE/THH XAMIOUHHALIMH, TAKTHAHH XATIOLUMHALMH W CMECEHH XATOLIMHALIMH.
"[lonunesponatus BKmoYBa neprdepHa HEBPOTIATHS, MOMVHEBPONATHA, HAMATEHO Bb3[PHEMaAHE
Ha CTUMYJIHTE, epudiepHa CEH30pHA HEBPOTIATHA, CEH30PHM HADPYLUEHHS U 3ary6a Ha
4YBCTBHTEIHOCT,
* Ha bazaTa Ha MOCTMapKETHHIOBH NAHHH.

Onucanne Ha HIOPAHHU HeXENaHH PeaKiuH

Crbumua na Macmomo na ungysusama

Haii-yecTHTe Hexenanu peakiuu, cebpaani ¢ [pogyonona no speme Ha poy4BaHHATa ¢a3a 3, ca
PeakLHH Ha MACTOTO Ha HHDY3uATa 77,6% (N=294) H nudekuun Ha mactoto Ha HHbY3HATa 41,4%
(N=157). Ilpu xnunnyHuTe NpoyuBanus ¢ [ponyonona ca HAGMIONABAHYK CHOHTHS HA MACTOTO Ha
HH(Y3INATA, BIVTIOYHTEITHO PeaKLUHY W MHEKIIMH HA MACTOTO Ha UHPY3NATA, KOUTO YECTO Ce
HaOMOaaBaT NPH NOAKOKHM HHGY3UK. [ToBeyeTo CLOHTHA HA MACTOTO Ha MHQY3UATA Ca HECEPHO3HMU,
JICKH HIIH YMEPEHH IO TEKECT H OT3BY4YaBaT CNIOHTAHHO WM C JIEYEHHUE, KATO aHTHOHOTHUM WK
WHUH3HA M ApEHUpane. TpHMa yYacTHHLM ¢ HHPEKLMH Ha MACTOTO Ha HH(PY3HATA Ca HMAITH
YCJIOXKHEHHE CCTICHC, N10BeNO 0 XocnuTan3upade. Habntonasakre 3a KoXKHH NpOMEHH Ha MACTOTO
Ha HHQY3INATA, KOMTO MOXe a Ca MOKA3aTeNHH 33 IOTEHLIHATHA HHPEKLHA, KaTo 3auepBsiBaHe,
CBBP3aHO CBC 3aTOILIAHE, NIONyBaHe, 60Jka # MPOMAHA Ha UBETa NpH HaTuck. [pu ynoTpeba Ha
JIEKapCTBCHHA NMPOAYKT TPAOBA 1a C€ H3NMON3BAT ACENTHYHH TEXHUKM H CIIE/IBA 13 e OOMHCIH CMSHA
Ha MACTOTO HAa HHY3UATA NMO-YECTO OT BCEKH 3-TH IEH, KATO CE H3MO/I3Ba HORA HH(Y3HOHHA CHCTEMA,
aKo 3a0esiexuTe TakHBa KO)HH npomeHH. [penopwbyusa ce HoBUTE MecTa Ha UH(PY3UATa 1A Ca Haf-
MAJIKO Ha 2,5 Cm OT MECTATa, M3MOA3BAHK B PAMKHUTE Ha NoCheqHuTe 12 oHu.

Jlabopamopnu noxaszamesu: Ilpy neuenue ¢ neBoaona/kapGHaONa ca ChOGIIABAHY CIIENHHTE
OTKJIOHEHHA B /1ROOPaTOPHUTE NOKA3ATENH U NI0Pav TOBA TPAGBA Na ce UMAT MpPeXBU [Ip4 JICYEeHUe
Ha nauneHTH ¢ [lpoayonona: noBMiIeHH HUBA HA YPeeH a30T, ANKa/THA tocdarasza, S-AST, S-ALT,
LDH, 6unupy6un, kpreHa 3axap, KpeaTHHWH, THKOYHA KHCEIHMHA U NONOXKHTEIeH TecT Ha Coomb u
MOHIKEHH CTONHOCTH Ha XeMOTrNOGHH K xemaTokpuT. Cho61IaBa ce 3a ICBKOLMTH, baKTepHHU ¥ XKpBB
B ypHHara. Jleronona/kapbuaona u croteetHo [pogyonona Moe na npuuHHAT ¢anuuBo
OJIOKHTENCH PE3Y.ITAT NPH H3NOA3BAHE HA TECT-ICHTHYKA 33 OTYHTAHE HA KETOHH B YPHHATA, TA3H
PCaKUMA HE CE MPOMEHA NP HarpsBaHe Ha ypuHHaTa npo6a. M3nomseaHero Ha MoK0300KCHIA3HH
METOZH MOXe Na Aane (aIMBo OTPHLUATENHN PE3YIITATH 33 IMIOKO3YPHS.

Cro0Ouiapane Ha IORO3WPAHH HENKENAHK PeaKLIHH

Cb0011aBaHETO HA MOAO3HPAHH HEXKENAHH PEAKLUH Clie paspeluaBane 3a ynorpeba Ha iekapcTeeHus
NMPOIYKT € BaXXHO. TOBa No3BONABA /12 MPORBIKH HAOAIOASHHETO HA ChOTHOLICHHETO MOJI32/PUCK 33
NICKAPCTBEHHA NPOoayKT. OT MEAMUMHCKHTE CNEUUAIUCTH Ce U3HCKBA 03 ChOOIIABAT BCgKa
[MOA03MPaHA HEXENaHa PEaKLMA Ipe3
H3nbrHATENHA areHUMa no leKapcTeaTa
yi. ,,Jlamsan I'pyes’” Ne 8

1303 Codus

Ten: +359 2 8903417

yebcaiT: www.bda.bg
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4.9 Ilpeposupane

I1pn npenosupane ¢ [lpomyonona wuysusaTa Tpa6sa He3zabasHo Oa ce cnipe. JleyeHueTo Ha OCTPO
npenosupane ¢ Ilpoayonona e chmwoTo KaTo TOBA NMPH OCTPO NpeAo3HpaHe ¢ NeBoaona. [MupHaoKCcHH
obade HAMA €(PEKT BbPXY 0OpblIaHeTO Ha OeicTBUETO HA [Tponyonona. Heo6xonumo e
€JICKTPOKapAHOTpaCKO MOHUTOPUpPAHE U BHUMATENHO Hab/loAeHHe HA MALIMEHTA 33 PA3BUTHE Ha
CbpaeYHH apuTMHH. [1pu HeobxoaumocT TpaGBa Aa ce NPHI0KK MNOAX0AALIA AHTHAPUTMHYHA
Tepanui. [launeHTHTE CBILO TPAGBA A2 ce nMpocneasBaT 3a XMNoToHua. Tpadsa aa ce ot4ere U
BBb3MOXHOCTTA MAalMEHTDT 112 € MPHeN ¥ APYrH JIEKapCTBeHN NPOAYKTH €AHOBPEMEHHO ¢
[Iponyozona.

5. GOAPMAKOJOIr'HYyHU CBOHUCTBA

5.1 @®apmakoiunamMu4HH CBoOiicTBa

(dapMaKoTepaneBTHYHA rpyna: AHTHNAPKHHCOROBH JIeKapCcTBa, GOCIeBoaona W HHXHOUTOP Ha
nexapbokcunaszara, ATC kon: NO4BAQ7

MexaHu3bM HA JeHCTBHE

[tpomyonona (pocnesonona/dpockapdunona) 240 mg/12 mg na ml undysnoneH pasreop e
MpeanekapcTbeHa koMOMHaLHa Ha nesoaona MoHodgochaT n kapounona MoHodocdar (CLOTHOLLEHHE
20:1) B pasTrop 3a 24 yaca/neH HenpeKbCHATA MOAKOXKHA HHOY3HS NPK NALHEHTH C HaNpeaHana
OosecT Ha [TapKHHCOH, NMPU KOUTO HE € MOCTUTHAT ANEKBATEH KOHTPOJI ¢ TEKYLLATA JIEKapCTBEHa
Tepanui. PocneBonona u ¢gockapdbuaona ce npeobpasypar in vivo 10 neponona U kapbuaona.
Jlepomona obnekyasa cuMnToMHTe Ha Gonectra Ha [TapkHHCOH cnen mekapOOKCUNUpaHe D0 JONAMUH
B MO3bKa. KapOuaona, koliTo He npeMHHaBa KpbBHO-MO3b4HATA Gapuepa, UHXHOHpa
ekcTpauepebpantoTo ackapbokcunHpaHe Ha A€BORONA A0 AOMAMHH, KOETO 03HAYABA, YE MO-TOJIAMO
KOJHMECTBO JIEBOAONA € HAMTHYHO 32 TPaHCNOPTHPaHEe N0 MO3bKa H 32 TpaHCHOpPMUPAHE B JIOMAMUH.

MapMaKOAHHAMHYHH €PeKTH

Ioka3aHo e, ye [Ipoayonona 3a noakoxHo npunoxeHue u Jlyonona 3a npuyiaraHe B 4epBaTa ca ChC
cpaBHUMH Crax, AUC 4 cTeneH Ha (uiykTyauus Ha JIeBOJONA, KOETO NOTBbPKAABA CPABHUM APpodun
Ha eHKaCHOCT. Upes NnocTHrane Ha ChilUTe KOHUEHTPALUKMHU Ha nesoaona kato Jlyonona, ITpoayonona
MOHHXaBa MOTOPHHUTE (DITYKTYaUHH H yBenuyasa “On” BpeMeTo NpH NaLHeHTHTE ¢ HaNpeaHana
Oonect Ha [TapkHHCOH, NIpH KOKTO ce HabmoJaBa OTrOBOP KbM JieBoaona. MoTopHHTe PryKTyaluu 1
XHIIEPKHHE3HHTE WIH NAUCKUHE3NHTE c€ HaManaBaT OnarogapeHune Ha daxTa, ue nnasMeHHTe
KOHICHTPaLKWH Ha IEBOAONA Ce NOAXDbPKAT Ha CTa0MIHO HUBO B PAMKHMTE Ha OTAE/HHUA TEpANeBTHYEH
nposopelt. TepanesTHunuTe edekTH BBPXY MOTOPHHTE CHMIITOMH (,,On* CLCTOSHHE) C& MOCTHUIaT
Mpe3 MbPBUA NEH Ha JIEYEHHETO.

KnunuyHa epukacHoOCT W Ge3onacHocT

[lpoyusauus ¢ nekapcrsena popma yonona ren 3a npuiarase B uepsara

EduxacHoctra Ha [lyonona ren 3a npuiarate B 4epeata ce MOTBLPXAABA B ABE 12-CeqMUYHH,
PaHXOMH3HWDAHH, RBOHHO-CIIENH, ABOWHO NU1ALE00, AKTHBHO KOHTPOJIHPAHHK, ¢ NApale/IHH Py Ny,
MHOTOLIEHTPOBU NMPOYYBaHUA (Pa3a 3 ¢ MASHTHYEH AU3AiiH 3a OLIEHKA Ha e(MKACHOCTTA,
6e30nacHOCTTa H MOHOCHMOCTTA Ha CHCTeMaTa Ha Jlyonona ren 3a npuiarale B YEpBaTa CpAMO
nesogona/kapbunona 100/25 mg Tabnerku. IpoyusaHusTa ca NPOBEXEHH MPH NALMUEHTH C
HanpeaHana Gonect Ha [TapkHHCOH, KOHTO Ce MOBNHABAT OT JIEBOAONA, C NEPCUCTHPALUH MOTOE
GuryKTyauuy, BbNpeKH ONTHMHIHPAHATA NepopaiHa Tepanus ¢ fepogona/kapbuaona
HAJTH4HH aHTHNAPKUHCOHOBH JiekapcTea, Bxmouenu ca o6wwo 71 nauveHTtu. Pesynrs
NMpOy4BaHHA Ca KOMOWHHPAHH H € U3BbPIICH eaUH 001l aHAN3.
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[TepBHuHaTa KpaHa TOUKa 32 eUKACHOCT, MPOMAHA B HOpMATH3HpaHoTO ,,Off* BpeMe (OT U3X0AHO
HWBO 10 KpaiHaTa ToYKa), 6a3npana Ha faHHH oT J{HeBHMKa npH GonecTTa Ha [TapxuHcOH
(Parkinson's Disease Diary, PD Diary) u nipu u3nonssaHe Ha NocnefAHOTO HaBmogeH e, ToKa3Ba
CTATHCTHUECKH 3HAYHMA CPEAHA pa3niMKa B Hai-mankute ksanparyu (LS) B nonsa Ha rpynara Ha
neyenue ¢ Jyonona (Tabnuua 6).

PesyrraTure OT MbPBHYHHUTE KPalHH TOUKH Ca NOAKPENEHHM C aHa/MH3 Ype3 CMECeH MOeN Ha
MHOTOKpaTHH u3MepBanuA (Mixed Model Repeated Measures, MMRM), koi#iTo H3cnensa npoMsHaTa
OT U3XOIHO HHBO 00 BCIKO NMOCELICHHE B NPOYYBAHETO ClIel MU3XOOHOTO HHUBO. TO3M aHanu3 Ha

,»OIT' BpeMeTo nokaspa CTaTUCTHYECKH 3HAYHMO MO-FOJIAMO nonobpenue B rpynara ¢ JIyonona s
CPaBHCHHUC C rpynaTa 3a aKTHBHA KOHTpOJIA Ha CeaMHLA 4 H e N0Ka3aHo, Y€ TOBa NoaoGpeHHe e
CTATHCTHYECKH 3HAYUMO Ha ceaMuuH 8, 10 w 12.

Ta3su npomsna B ,,Off BpeMeTo e cBbLP3aHa CbC CTATHCTHUECKH 3HAYUMA CpenHa pa3nuka Ha LS ot
W3XOIHO HHBO Ha CPEAHOTO NHEBHO HOPMANKH3IMPAHO ,,Un® Bpeme Ge3 MpoONEMHU TUCKUHEIHH MEXIY
rpynara Ba neueHue ¢ Jlyogona ren 3a npuaaraxe B YepBaTa U rpynaTa 3a akTHBHA KOHTPOJa, criopen
RaHHuUTe OT JJHeBHMKa npu Gonectra Ha [TapkuHcoH. U3XoaHuTe CTOHHOCTH ca CLOUPaHU TPH AHM
Mpeau paHAOMU3HpaHe M 28 OHK Ciedl CTAHAAPTH3UPAHE Ha MEPOpanHaTa TEpanus.

Tabanua 6. [TpoMsua 0T HIX0AHO HHBO 10 KpaiiHaTa Touka Ha ,,Off* BpemMeTo 1 Ha
»On* Bpemero 6e3 npofinemua AHCKHHE3HE

T . - I
patiua | Cpeanu LS ‘ Cpeann LS
| ““m::]“ TOYKA (SE) (SE) p.
I'pyna nHa neuenne N ‘ped CpedHo HA H&
(SD) CTORHOCT
(4acose) (SD) MPOMAHATA | PAZIHKATA
' _ _ _ | (4acone) (vacose) (uacone) | ]

[h-_pnnlmn H3Mepsane: ,, Off“ Bpeme
31 [6.90(2.06)] 4,95 (2.04) [ -2.14 (0.66)

6,32 (1,72) | 3,05 (2,52) | -4.04 (0,65)

-l

K./11040B0 BTOpH'HO HIMepBanHe: »ON* Bpeme Ge3 npobaemun AucKHHeINN

AKTHBHa KOHTPOIa | 31 (804209 9922,62) | 2,24 (0,76)

0410TId Tell 33 npharaxe g 35 18,70 (2,01)| 11,95(2.67) | 4,11 (0,75)
epBata | -

= CTaHRapTHO oTkAoHeHWe; SE = cranaaprHa rpeuxa

" AKTHBHA KOHTPONA, TICPOPANHO NPUIOKEHHE HA nesogona/kapbuiona 100/25 mg Tabaerku (Sinemet

abneTku B Kancyana o6BHBKA)

-1,91 (0,57) | 0,0015

1,86 (0,65) | 0,0059

AHAM3HTE Ha /IPYTH BTOPHYHH KpaiHW TOUkM 33 ePUKACHOCT [0 pena Ha HepapXHuHaTa npoueaypa
Ha TECTBAHE, TOKA3BAT CTATHCTHYECKH 3HAYHMM PE3Y.ITAaTH 3a [lyonona ren 3a npuiaraHe B 4epsata B
CpaBHCHHE C nepopanHara kombuHauus nesonona/kapounona cnopen Parkinson's Disease
Questionnaire (PDQ-39) Summary Index (undexc, CEbP3AH € KAYECMBOMO HA JICUBOM NPU
l1apxuncon), ckopa ot Clinical Global Impression (CGI-I) u ckopa ot Unified Parkinson’s Disease
Rating Scale (UPDRS) Part II (Activities of Daily Living). O6061eRusT Huzekc PDQ-39 noka3sea
HAMANeHHE OT H3XONHOTO HMBO OT 10,9 ToYkH Ha cenmuua |2 3a rpynara Ha lyonona re 3a
MpHIaraHe B Y€prara. JIpyrure BTOpHYHH KpaiiHH ToukH, ckopbT ot UPDRS Part [1I, EuroQol 5-
dimensions Questionnaire (EQ-5D) Summary Index u o6mmsT ckop ot Zarit Burden Interview (ZBI)
HE IOCTUraT CTATHCTHYECKATA 3HAYHMMOCT Bb3 OCHOBA Ha HiepapXuuHaTa NpoLieaypa Ha TECTBAHE.

B npons/mkeHue Ha 12 Mecewa e MPoOBEIEHO OTKPHTO, MHOTOLUEHTPOBO Npoy4BaHe Ppasza 3 ¢ eqHO pamo
33 OLICHKA Ha IBJIrocpouHara Oe3onacHoCT U noHocuMocT Ha Jlyonona npu 354 naumuenTy.
IlpoyuBanTa nomynaums ca NauMeHTH, MOBIHABALLH CE OT NEYEHHUE C NEBOJONA, ¢ HANpeoHANa 0oR

Ha ITapKHHCOH ¥ MOTOpHH Iy KTyaLMK BBIPEKH ONTHMH3HPAHOTO NIEYEHHE C HATUYHHTE bgﬁ:,\'\w L, ,?\
AHTHNapKHHCOHOBM NeKapcTBa. CpeaHOTO AHERHO HOpMau3upaHo ,,Off Bpeme ce NpoM~A IS % \
4,44 yaca OT U3XONHO HUBO 10 KpaiHATa TOYKA (6,77 vaca Ha W3XOIHO HUBO H 2,32 qac $D i
TOYKA) CbC ChOTBETHO MOBHULLIECHKE Ha , On“ BpemeTo oT 4,8 yaca Ge3 npobnemua auckueRid. 87 &




B nponbipkeHue Ha 12 ceaMmuuu € MPpOBEASHO OTKPUTO, PAHAOMH3IMPAHO, MHOTOLEHTPOBO NPOYYBaHe
¢aza 3 3a oueHka Ha edexra Ha [lyonona res 3a npuiaraHe B 4YEPBaTa BbPXY AHCKHHE3UA B CPaBHEHHE
C ONTUMHU3UPaHO MeAULUMHACKO neveHue (OMJI) npu 61 naumenTn. [lpoyusanara nomynauma ca
MaiHeHTH, NOBIHABALLM CE OT JISYEHHUE ¢ ieBoAona ¢ HarnpeaHana 6onecT Ha [TapKMHCOH B MOTOPHH
(TyKTyallMH, HEAIEKBATHO KOHTPOAHPAHH C ONTHMH3NPAHO MEAULIMHCKO JIeYeHHe, H ¢ HIXOJEH o0l
ckop oT Unified Dyskinesia Rating Scale {(UDysRS) > 30. [IpoMaHnaTa oT H3X0AHO HUBO 110

ceamuua 12 Ha o61ums ckop ot UDysRS (mepBuyHa kpaliHa TO4YKa 33 e)UKACHOCT) ZEMOHCTPUpA
CTATHCTHYECKH 3HAYUMa CpeHA NPOMSHA 10 METOAA Ha Hail-MankuTe Kpaapartu (-15,05; P < 0,0001)
B I0J132 Ha rpynara ¢ neyeHue ¢ Jlyonona B CpaBHeHHE € rpynaTa ¢ ONTHMH3IHPaHO MEAHULIMHCKO
NnevYeHHue. AHANM3BT HA BTOPHYHHATE KpakHHU TOUKH 33 e(pMKAaCHOCT C H3MOJI3BAHE Ha TECTORA
npouenypa ¢ pUKCHpaHa MOCICAOBATEIHOCT, AEMOHCTPUPA CTATUCTHYECKH 3HAYUMU pe3YNTaTH B
nomsa Ha Jlyonona B cpaBHEHHE ¢ ONITHMHU3UPAHO MENHUMKHCKO NeyenHe 3a ,,On“ Bpemeto 6e3
MpobJieMHa JHCKHHE3US CIIOpEN H3MEPEHOTO Ype3 AHEeBHUKA npH Gonectra Ha [TapxuHcoH, 3a
obobwweHus HHaekc Ha Parkinson's Disease Questionnaire-8 (PDQ-8), ckopa ot Clinical Global
Impression Change (CGI-C), ckopa ot UPDRS Part Il u 3a ,,Off* BpemeT0 cniopen uamepeHnoTo upes
HueeHuka npu 6onecrra Ha [lapxuHcoHn. CkopsT 01 UPDRS Part Il He nocTura cratucTHyecka
3HAYHMOCT.

[Ipoyuranus c [lpoayogona

[poaoyonona e npeanekapcrbeHa kOMOMHALIMA Ha ieBogona MoHogochar W kapouaona Mmonodocdar
(cvoTrOweHue 20:1) B pa3TBOp, NpeRHa3HAYEH 32 24 yaca/neH HerpexbeHaTa NOAKOXKHA HHY3HS.
Hoka3zaHo e, 4ye [Ipoayoaona 3a nOAKOXKHO MpuIOKeHHe M lyoona 3a npuiaraHe B HEpBaTa ca ChC
cpaBHHUMH Crax 8 AUC napaMeTpH Ha JieBoa0Na, KOETO MOAKPENns CpaBHHM NMpodun Ha epHKaCHOCT.
[lpoy4BaHeTO NOKa3Ba CTAOUIIHA EKCNO3MLMA HA NEBOAONA ChC CTONHOCTH HA QUIYKTYalHsa oT
cboTBeTHO 0,262 U 0,404 32 [Npoayonona u dyonona.

Cnen npunarase na I[lpoayonona npu sapasu 100pOBO/IIM PABHOBECHOTO CCTOAHKE Ha JICBOAONA €€
aoctura 6up30, 0OMKHOBEHO B paMKHTE Ha 2 yaca, ¥ ce moLIbpIKa npe3 nepuoaa Ha HHy3usaTa. Ha
@durypa | no-a0iy € NpeACTABEHa eKCNO3MLMATE HA JIEBOAONA el 24-4acoBo NMpUNaraHe Ha
[lponyonona.
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®urypa 1. Cpeana ekcno3nuns Ha Jesoaona ciaen 24-yacosa HH}Yy3us Ha [Ipoayoaona
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Pesynrature or nonbaHuTeNHO npoyuBaHe Ha DK CPaBHHUMOCT MOKa3Ba, Yye eKCIO3ULMATA Ha
JicBo/iona e cpaBHuMa mexkny Ilpoayonona u Jlyonona, korato u asara nekapcteeHu [NMpOayKTa ce
[puJjiarar 3a nepuon ot 24-yaca.

B npoasiokenue Ha 12 cenMuum e npoBeeHo ABOHHO-CIIANO, ¢ ABOIHHO 1auedo, paH10MHU3HpaHo,
MHOTOLICHTPOBO NMpoy4BaHe (pasza 3 ¢ akTUBHA KOHTPOJIA 3a OLleHKa Ha edekTa Ha [Iponyonona npwu
MAaUMEHTH ¢ HanpeaHasna oosiect Ha [lapkuHcoH. O6wo 145 nauueHTH ca pPaHIOMH3UPAaHH B
CcboTHOWEHHUE 1:1 u 141 naumeHTH nosyyasat unm 24 yaca/neH HEINMPEKbCHATO MOJIKOXKHO
npunoxenune Ha Ilpoayonona nmroc nepopanuu kancynu nnaue6o (N=74) unu 24 yaca/nen
HENPEKBCHATO MOAKOXKHO MPHJIOKEHHE HA pa3sTBOP Ha nuauebo mioc nepopanHa kapoumona-
JieBojiona ¢ He3abaBHO ocBoGOXnaBaHe noa popmata Ha kancym (N=67).

[lpoyuBanara nonynaumsra ca nauneHTH ¢ 6omect Ha [TapKHHCOH, MOBIHMABALLA CE OT JleYeHHe ¢
JIEBOJI0MNA, YHHTO MOTOPHH (TyKTyalMH He €a aleKBaTHO KOHTPOJMPAHH C TEKYILOTO JIeYeHHE H npH
KOWTO € HabymonaBaHo Haii-manko 2,5 vaca ,,Off* Bpeme/zneH, oleHeHo ype3 JIHeBHHUMTE MpH
Oosiectra Ha [TapkHHCOH.

[Iponyonona neMoHcTpupa cTaTHCTHYECKH 3HAYMMH noaoOpeHHs oT U3X0aHOTO HUBO 10 Ceamuua 12
Ha ,,On™ BpemeTo 6e3 npobiemMHa auckuuesns u , Off BPEMETO B CPaBHEHHE C rpyrnaTa Ha nepopajHa
kapOu1ona-nesonona ¢ He3abaBHO 0CBOGOKIaBaHe (Tabnuua 7). Jlpyru BTOpHYHHM KpaitHH TOUKH,

RATO TNOKA34TEJIHTE 3a N3BBPLIBAHE HA €)XEAHEBHH IEHHOCTH, CYTpEIlIHA AKMHE3HSA, ChH M KAYeCTBO H:
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Ta6xaua 7. [Ipomana oT H3X0OAHOTO HHBO A0 KPaliHATA TOYKA NPH NbPBHYANATE H OCHOBHHTE
BTOPHYHH HIMEPBAHHSA

| I Cpeana | ‘
CTOHHMOCT Ha
Cpeana
o NpOMAHATA P cToltnoct
CTOHHOCT |Cpenann LS| Cpeann o
0T H3X0QHO (95%
I'pyna 33 1evenne N |na H3x0aHO Ha LS na
HHBO X0 AOBEPHTENCH
- HHBO NPOMAHATA|PA3/IHKATA
KpaiinaTa HHTEpBa)
(SD)
TOYKA
| | (SD) I
Il o o Hl.pnnq:u ume;nane -
‘On” Bpeme Oe3 npo6neMHa TUCKHHE3NS (YacoBe)®
[lepopasina T |
kapOnzoma-neBoROna | o7 | g 49 2 62| 0.85(346) | 097 |
¢ He3abaBHO | |
ocsoGoxnanane’
] 1 0,0083
[Tponyomona 73 19,20 (2,42) | 3,36 (3,62) 2,72 1,75 | (0 4,6' 3.05)

BropuuHo n3mepnane

FOff” Bpeme (1acose)®

T _ s e __ . q i l

[lepopanna |

kapOuaona-nesoaona 67 |5,91(1,88)-093(3,31)| -0,96
¢ HezabaBHO

ocBoOO¥ JaBaHe®

} -

[lpoayonona 73 16,34 (2,27) | -3,41 (3,76) -2,75

0,0054
(-3,03; -0,54)

O6wuio 110 nauvenTy 3asppiusar npoyusaneto. ITo Bpeme Ha ABOIHO-ClIENNA MEPHUOA Ha IeYeHue,
7,5 % (N=5) ot nauveHTHTE B rpynaTa Ha NepoparHa KapGHAONA-TEBOIONA C He3aBaBHO
oceoboxaasaune H 35,1% (N=26) B rpynara Ha ITpoayogona MPEeXIAEBPEMEHHO NTPEYCTAHOBABAT
neyeHnero. Han-vyecrata npuynHa 3a npeycTaHOBSBAHE HA JIEYCHHETO B rpynara Ha IIpoayonona ca
Hexenany cbOouTua 18,9% (N=14). Eaun ot 74-re naumenTH B rpynata Ha [Tpooyonona e u3kmoueH
OT AHANK3A, ThH KATO HAMA BAIHAHM JAHHW OT M3XOIHO HUBO 33 MONIENA 32 eHKACHOCT (N=738
Tabnuua 7).

HanpaseH ¢ ¢bio 1 J2R aHanus 3a 4yRCTBUTETHOCT, 3a [a CE OLEHAT pe3yNTaTHTe OT aHalu3a Npu
l10-KOHCEPBaTHBHO MpEaAnonoxkeHne. Pesysrrature ot J2R ananuaa 3a 4yBCTBHTENHOCT ChOTBETCTBAT
Ha pe3yJ/ITATHTE OT MLPBHYHHUSA aHANIH3.

[lpoBeneHo e OTKpHTO NpoyuBaHe ¢asa 3 ¢ eAHO paMo 3a OLEHKA Ha 6e30MACHOCTTA H MOHOCHMOCTTa
Ha 24-4acoBa IHEBHA €KCMIO3ULIMA HA HEMPEKbCHATA NOXKOXHA HHOY3ua Ha [Tpooyonona 3a nepuon
OT 52 ceaMHuH npH 244 nanuenty. [poyusanara nonynauMs ca nauueHTH ¢ 601eCT Ha [TapkuHCcOH
OTrOBOP KbM JICBOJOMIA, YUUTO MOTODHH CUMITTOMH HE €2 aJ€KBAaTHO KOHTPOMHPAHH C TEKYLLOTO
NICHCHHE H NPY KOHTO e HabmonaBano Haif-Manko 2,5 yaca ,,Off* Bpeme Ha feH, KaKTO € OLEeHeHo ypes
AuesnuumTe npu 6onectra Ha [Napkuncon (PD). O6wo 137 nauventu 3aBBPLUBAT NIPOYYBAHETO.
Hak-4yecTHTe NMpHYMHYU 332 NPEYCTAHOBABAHE HA JICYEHHETO Ca HEXeNIaHR ChOUTHS (26%) ¥ oTrernaue
Ha ckritacHeTo (16%). Hexenanure cuburts, crobuweHu 3a > 10% oT YYACTHHULIHTE, CA ChOMTILS1
MACTOTO HAa UH(Y3HATA, XAMOLUHHALHHK, NAIaHeE, TPEBOXHOCT H 3amaiiBaHe. Hali-uecTHTe /.’/
cbOHTHA, CBbp3aHH ¢ [Ipoayonona, ca cbGHTHA Ha MACTOTO Ha HHpY3IHATA, KOUTO HE Cé
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JICKH WJIK YMEPEHH 110 TeXKECT U oTyMaABaT, Q000WweHueTo Ha npoduia Ha 6ezonacHOCT Ha
Iponyonona o7 ToBa MpoyyBaHe € NpeaOCTaBEHO B Toyka 4.8 (BX. Touxa 4.8 Hexenanu peaKuuu).

IleguarpuyHa momynaLus

besonacHocTTa Ha [Npoayoaona npu naumueHTH noa 18 roauuM He e YCT2HOBEHa M yrioTpebarta Ha
NpoayKTa fpu JIHlUa noA 18 roavHu He ce npenopbysa.

5.2 ®MapmMaKoKAHETHYHH CBORCTES

Abcopbuus

Ilpoayonona ce npunara AMPEKTHO B HOAKOXHOTO MPOCTPAHCTBO H 61p30 ce abcopbupa u
npeobpasysa o nesoaona v kapbunona. B npoyusane dasa 1 npu 3apasw AoOpoBonLum, 1eBoaona u
KapOuaomna ce OTKpHBAT B IU1a3Ma B paMKHTe Ha 30 MUHYTH NMpH TbpPBaTa TOYKA Ha
dapMakoKMHeTH4HO CEOHpaHe. [TpH NOBEYETO YHACTHHLIM PaBHOBECHOTO ChCTOAHME CE HOCTHIA B
PaMKHTE Ha 2 yaca, koraTo no3ara [Ipoayonona ce 1OCTaBs KaTo HATOBAPBALLA 1034, MOCHEABAHO OT
HETIPEKBCHATA HHPY3IHA.

3a onpenensHe Ha aGecopbumara na [pomyonona Ha pasnuYHM MECTa 32 NOIKONHO NMPUIOXKEHHE, Ha
30paBHTe 100pOBOSILH € npuioskeHd Ipoayonona B kopema, prkaTa u OeapoTo ¢ u3nonisaue 3-mbTeH
KpOCOyBBp aW3akH. PDapMakOKHHETHYHUAT AHAIM3 OT TOBA [IPOYYBAHE MOKA3BAa, Y€ 3-T€ MECTA ¢4 C
OYTH HACHTHHA CKCNO3HLMA HA JIEBOJIONA H KapOKIoNa, mpeAnonarailo, 4e abcopbunata na
[pomyonona € cxoHa Ha pa3NIHYHUTE MECTA 33 TORKOKHO NPHIIOKEHHE,

Ilponyonona He npemMuHasa B yepBaTa, 3aTOBA XpaHAaTa He POMEHS abcopOuMATA WM eKCNIO3UUMATA
Ha Jiesogona/kapbunona.

PasnpeneneHue

O6eMbT Ha pasnpenencHue Ha NEBOAONA € YMEPEHO HUCDK. KoepHUHEHTBT Ha pasnipeeNneHue Ha
JICBOLONA MEXKAY CPHTPOLHTHTE M I1a3Mara e okosio 1. Jlesomona ce cBbp3Ba B He3HAYUTETHA CTeNeH
¢ nnasmenuTe npoTentu (< 10%). Jlesonona ce TpaHcnopTHpa B MO3bKa Upe3 MEXaHMIbM 3a
MPEHACAHE HA MOJIEMH HEYTPATHH AaMRHOKHUCETUHH.

Kapbunona ce cBbp3Ba B 0x010 36% c ruiasmenuTe npotennu. Kap6unona we MpeMHHaBa
KpBBHO-MO3B4HATa Dapuepa.

(bocresorona H Gockapbumona ce CBEBP3BAT C IUTA3MEHHTE MPOTCHHH B HUCKA cTeneH (24% — 26%).

buotpanchopMalus ¥ eTHMHHUDAHE

IpennexapcTeata dpocnesonona u pockap6upona 6up3o ce npeobpa3sysar o1 ankaniu ¢pocdarasu 1o
nesonona u kapéuaona. Jlesogona ce meraGoTM3upa rMaBHO OT EH3UMHTE apoOMaTHa
aMHHOKMCENTHHHA nekapbokcinaia (AAAD) u COMT. Jipyrure nbTHLOA Ha MeTaGOH3BM ca
TPAaHCAMHHHMPAHE K OKkCHnHpaHe. JlekapOoxcHIHpaHeTO Ha eBoaoNa 0 AONaMMH oT AAAD e
FJIABHUAT EH3IUMEH NBT, KOraTO HE CC NpHUJIara € JHOBPEMEHHO ¢ €H3HMeH uHxuGHTOp. [pu
O-MeTwinpaneTo Ha Jesogona ot COMT ce obpazysa 3-O-metunzona. Korato ce npuiara ¢
KapOHaona, eTMMHHAUHOHHUAT NOJTyXKMBOT HA NIEBOJONA € NpubNu3uTeNnHo 1.5 yaca.

Kapbunona ce Merabonuiupa 2o asa rnaBHU MeTaboNMNTA (0-METIHI-3-MeTOKCH-d-
XHAPOKCHPEHUTHPONIMOHOBA KUCE/THHA H Q-MeTHJI-3,4-IMXMAPOKCHYEHUTNIPONHOHOBA KHCENHHA).
Te3u 2 MerabonuTa ce eNMMHUHHPAT NPEIHMHO ¢ YPHHATA B HENMPOMEHeH BH HJTH KaTo

INIOKYPOHHAHH KOHIOraTH. HenpoMeneHnara kapbunona € oxono 30% or o6uiata YPUHHA €Ke}
ENMMUHALMOHHHAT MOTY)XHBOT Ha kKapOHIona e 0Kono 2 yaca.
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CrneunantHy nonynaluy

I[lpoayonona ¢ nokasaH 3a ynorpe6a npu nauueHTH ¢ 601ecT Ha [TapkuHCOH, KOUTO Beue ca Ha
crabunHa nepopanya 103a nesoxona u no3arta Ha lNpoayonona ce ONTHMH3HPA CJIea 3aM04BaHe Ha
TEpaIlHATA ITPY NaLMEHTA.

Crapuecka Bb3pacT

BrHsHHeTo Ha Bb3pacTTa BEPXY dapMakoKHHETHKATA Ha JIEBOAONA Cliell HHYy3us Ha [Ipogyonona He
€ CEeUHANHO oleHeHo. IIpoy4BaHus ¢ n1eBoaona NpeAnonaraT yMepeHo NOHHXaBaHe Ha KITHPBHCA Ha

NIEBOONA C YBENHYABAHE HA BH3PACTTA.
bubpeuno unu yeproapobHo yBpexnaHe

PapmakokuHeTHkaTa Ha [Npoayoaona npH yyacTHULM ¢ 6BOpeuHo Wiiw YE€PHOAPOOHO yBpEKIaHE HE
€ YCTAHOBEHaA.

O4aKBaHOTO IHEBHO HaToBapBaHe ¢ Pocop OT Hal-BHCOKATA MPEANOKEHa KIMHHYHA 71032
docnesonona/dockapbuaona (6 000/300 mg/nen pocnesonona/dockapbrunona) e npuGIH3INTENHO
700 mg, KOETO Ce CUHTA IHRUMTENHO MO-HUCKO OT FOPHATA MPAHKLA Ha XpaHHTETHUA pedepeHTeH
npuem Ha HauvoHansara akaneMHs Ha Haykute Ha Cheaunennte wark (United States National
Academy of Sciences) ot 3 000 mg/nen. Berpeku ToBa, IUINCBAT JaHHH 33 apMaKOKHHETHKATA WK
6esonacHoctTa ¢ Ilpogyonona npu nauueHTH B TEpMHHANEH CTanuit Ha O0uOpevHo 3abonasane,
Hy)KIaellH ce oT nuanusa. [lopaau Tosa Tpabsa na ce 06pbiua 0co6eHo BHUMaHKE NPH NALMEHTH B
TEPMHHAICH CTanuH Ha OBOpeuHo 3abonseane Ha AMAIN3A, HY)XKIACWH CE OT JICHEHUE C [Ipoayonona,
nopaa# HaMallieHata cnocobHocT Ha 6h6peuvTe na enmuMuUHNpaT docdar.

TelecHO Tersyo

BiisaHKeTo Ha TenecHOTO Terno BbpXy (GapMaKOKHHETHKATA HA JIEBORONA e HHDY3HA Ha
[ponyonona He e cneunanno oueneno. IpeaxonHn NpoyYBaHHA Ha JIEBOIONA MOKA3BAT, Y€ TENIOTO
yBenHuyaBa 00eMa Ha pasnpene/eHne U MOKe A2 MTOH WDKK eKCMO3KULHATA Ha JIeBOIONA.

INon nnu paca

Cnen npunaraue wa [Iponyonona, excno3MuMuTe Ha KapGHIONa K 1EBOLONA [IPH YYACTHHIIH OT
ATIOHCKH NIPOH3XOA H OT KHTAHCKATa €THUYECKA MPyNa XaH ca CPAaBHAMM C T€3W NPH YYACTHHLIM OT
€BpONEHAHATA paca.

BnuaHMeTO Ha nona Bupxy PapMaKOKHHETHKATA Ciien HHy3ua Ha [Ipoayonona He e cneuHanHo
OLICHEHO. BIHAHHETO Ha nofta BbpXY (apMaKOKUHETHKATA Ha JIEBOAONA HE € OLIHEHO H
TpOyBaHUATA HE NPEArnoaraT KIHHUYHO 3HAYUMa, CBBP3aHa ¢ N0/1a Pa3jivka B €KCIO3HLHMATA Ha
nesonona. Cnea npuem Ha [poayonona, ekcno3uUMATA Ha NEBOONA € MO-BHCOKA [PH XEHH cnex
B3CMAHE NPEABHA Ha Ternoro ¢ npubausurenno 18% xa 6aszata va AUC.

5.3 [lpeaxianu4HA RaunH 32 GezonacHocT

HexMHHYHUTE NaHHH HE NOKa3BaT ocobeH PUCK 3a Xopa Ha 6a3ara Ha KOHBEHLIMOHATIHUTE
(hapmakonoru4HM NpoyyBaHus 3a 6E30NACHOCT, HPOYYBAHUS 33 TOKCUYHOCT MPH MHOMOKPAaTHO
NpHIaraHe, rCHOTOKCHYHOCT M KaHUeporene nmoteHuuan. [lpu npoyusauus Ha penponyxTHBraTa
TOKCHHHOCT, JI®BOZONA ¥ KOMOMHALMATA KapOUAONa/IEBOAONA IPEAH3BUKBAT BHCLEPAJTHH 1
CKEJIETHH MaJIpOpMaLIHK NpH 3aiiuy,

XHIPA3HH € NIPOAYKT OT pa3rpa)kaaHeTo Ha pockapGuaona. [Ipy npoyuBauus BBpXy KHB
XHOPa3xH € NoKa3a 3abene)xkMMa CHCTEMHA TOKCHYHOCT, 0CO6eHO MpH HHXATATOPHA €K
TE3H NIPOYYBAHHA CE CHOOLIABA, Y€ XMAPA3UH € XENaTOTOKCHYEH, MMA TOKCHYHOCT 3a L¥
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Y€ HE € ONHCaHa CNe/l NEPOPATHO NPUIIOKEHHE) U € TEHOTOKCHYEH, KAKTO M KaHLEpOreHeH (BX. ChLUO
TOUKA 4.4).

6. PAPMAILIEBTHUYHH JAHHH
6.1 CnHchbK Ha NOMOIIHHTE BelUIeCTBA

Harpues xunpokcua 10N (3a kopexuns Ha pH)
XJ10poBOAOPOAHA KHCEHHA, KOHLEHTPUPaHa (3a Kopekuus Ha pH)
Bopna 3a uHXeKIHH

6.2 HecnbBMeCcTHMOCTH

Ilpu nunca Ha NPOy4YBaHHsA 32 HECHBMECTUMOCTH, TO3M JIEKAPCTBEH NPOIYKT He TpAOBA 12 Ce CMECBA ¢
APYTH JIEKaPCTBEHHN MIPOAYKTH.

6.3 Cpok ua roamoct
[Ipeau orpapane: 20 meceua.

Cnen oteapsHe: Ia ce ynotpebu HezaGasno. [TpoaykThT Tpsa6Ba Aa ce H3NOI3BA B paMKUTE Ha 24 uaca
CJIEl MPEXBBPISIHE OT IaKOHA B CNPHHIIOBKATA.

6.4 Cneunannn yCl0BRE HA CHXpPaHEHHE
Ja ce cbxpansBa # TpancnopTHpa B xutaguisuk (2°C — 8°C). JIa He ce 3aMpa3sBa.
CbxpaHsBaiTe (pJIakoHHTe BbB BHHLIHATA KAPTOHEHa OMAKOBKA, 33 Aa MU NPEeANa3nTe OT CYYIIBAHE.

Mooxke na ce ceXpaHsBa Ha cTaitHa TeMneparypa 1o MakcumMyM 30°C 3a exHOKparteH nepHoa 1o

28 aun. Cnen cexpaHsaBaHe Ha (pNaKoHa Ha CTAHHA TeMMepaTypa He BpbllaiTe 00paTHO NPOAYKTA B
XNaJWIHHKa. 3anuileTe fataTa, Ha koaTo [Tpoayonona e u3BaneH 3a MbpPBH MBT OT XJAAUIHHKA, HA
MACTOTO, YKa3aHO BbPXy KapTOHEHaTa ONaKOBKA.

3a ycnoBHATa Ha ChXpAaHEHHE Clexn MbPBOHAYANTHO OTBAPAHE HA JIEKAPCTBEHHSA NPOAYKT BHIKTE
TOUKa 6.3.

[penn uudpy3ua nexkapcTBoTo TpAGBaA J1a € CbC CTaliHA TeMNepaTypa. AKO Npeau ynotpeba pnakoHbT
€ CbXpPaHsABaH B XJTAAWITHHK, TOH TPAOBa Aa ce K3BANY OT XJIAIMIHMKA M [1a C& OCTaBH Ha CTaliHa
TeMnepartypa 3a 30 MuiyTH, janey OT NpAKa CIbHYEBA CBETIIHHA. AKO JIEKAPCTBOTO (BbB ¢b1aKkoH KK
CIPHHUOBKA) € CbXPaHABAHO B XNAJWIHHK, HE I'0 3aTOMIAHTE NO APy HAYHH, OCBEH Ha CTaiiHa
Temnepatypa. HanpuMep e Tpa6Ba na ce 3aTomim B MUKPOBBIHOBA NEYKa MK B ropeiua BoJa.

6.5 BuancnabpkanMe Ha OnAKoOBKATA
O61o xonuuectso ot 10 ml B TN [ npo3pauen, 6e3useren croKieH (y1akoH ChC cHBa rymMeHa

3anyuanka, anyMuHHeBa obkaTka H TIOpKOa3eHa NJIaCTMAcoBa OTYYNBALLA ce KallayKa, KapToHeHa
ONaKOBKa Cb¢ 7 (prakoHa.

CTepUIHHTE KOMIOHEHTH 32 HHY3Hs 32 eNHOKpaTHA ynoTpe6a (CripHUOBKA, HH(Y3HOHHA CHCTEMA
H azanTep 3a QJaKoH), OTroBapALIH HA H3IMCKBAHKHATA 34 yroTpeoda, ca NpenoCcTaBeHH OTASTHO.

[TomMnata Vyafuser ce npenocrass oroenso.
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6.6 CpeuHaaHR NpeANazHH MEPKH NPH H3IXBbLPARHE

QakOHHTE Ca Camo 3a eJHOKpaTHa ynoTpeba. Lianoto cbabpicaHue Ha ¢pnakoHa TpsaOBa Aa ce
NMPEXBBPJIM B CIIPHHIIOBKA 32 npunarade. He paspexaiite pasrBopa v He HATLJIBAATE CIPUHLIOBKATA
¢ apyr pasreop. U3xsbpnere ¢pnakoHa ciied NpeXBuPIISHE Ha ICKApCTBEHUS MPOAYKT B CIPHHUOBKATA.

He u3nom3saiiTe nOBTOPHO OTBOPEH (MAKOH.

Heusnon3BaHHUAT JICKApCTBCH MPOAYKT HJIH OTNIAABMHUTE MATEPHATH OT HErO Tpﬂﬁﬂa oa CC HIXBBPIAT
B CBOTBETCTBHEC C MCCTHHTC H3IHCKBAHHA.

HUsxebprere QrakoHa, ako HE € H3MON3BaH B PAMKHTE Ha 28-1HEBHUA NEPHOA NPH CTaiiHa
TeMnepaTypa.

H3xpbpneTe CIPHHLOBKATA ¥ HEH3NON3BaHUA IPOAYKT B CNPHHLIOBKATA, ClIE[ KaTO JIEKAPCTBEHHUAT
MPOAYKT € NPecToaN B CpuHUOBKaTa 24 yaca. He uanona3saiite npoayKra oT ChbUMA (PrIAKOH HIH

CblllaTa CIIPHHLIOBKA 33 NOBEeYe OT 24 yaca.

[lpernen Ha yxasaHusTa 3a ynotpebara ¢ nNpeaoCcTaBeH B JIMCTOBKATA.

7. IMIPUTEXATEJl HA PASPEIIIEHHUETO 3A YINIOTPEBA
AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen

["'epmanud

8. HOMEP(A) HA PAZPEILIEHHUETO 3A YIIOTPEBA
20220287

9. HAATA HA ITbPBO PAZPEIIABAHE/TIOJHOBABAHE HA PASPEILIEHUETO 3A
YITOTPEBA

Jlata Ha mupeO pa3dpewaBale: 19 okromapu 2022 r.
Jlata Ha Noc/eAHO NOAHOBSBAHE:

10. JAATA HA AKTYAJIUIUPAHE HA TEKCTA
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