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Cunenap 200 mg/50 mg TablieTky ¢ yARDLKEHO 0cBOO0KAaBaHE
Sinepar 200 mg/50 mg prolonged-release tablets

2. KAYECTBEH H KOJIHYECTBEH CbhCTAB

Cunenap e TeKapcTBEHO CPENCTRBO, KOETO ChABPAA IBE IEKAPCTBEHH BELUECTBaA — carbidopa
(kapOnaona) u levodopa (nesoaona) B ceoTHOWEHHE 50 mg/200 mg (53.50 mg carbidopa
monohydrate, ekBuBaneHTeH Ha 50 mg carbidopa).

3a MBJIHUA CIIHMCHK Ha [MOMOILHHTE BEIECTRA BUKTE T.6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerku ¢ yrbiaxeHo ocBoboX1aBaHe.
Cuvnenap TabneTky ¢ YABIKEHO 0CBOOOKAABAHE Ca OpalkKeBO-KaPABH, KPBITH TadeTKH.

4, KJHHHYHH JAHHH
41. TepaneBTHYHH NOKA3IAHHA

MaononaruvHa mapKHHCOHOBA OOJIECT,

[locTeHUEDATHTEH MAPKHHCOHH3BM;

CHMATOMAaTHYEH MaPKUHCOHUIBM (BBIVIEOKHCHA MIIA MaHTaHOBA MHTOKCHKALIHA);

[Tpy nauMeHTH ¢ MapKHHCOHOBA OONECT MK BAPKUHCOHUIBM, KOMTO IIPHEMAT BUTAMHHHH
Nnpenapary, ChAbPKALUW MTUPHAOKCHH;

- 3a penyuMpase Ha (peHOMEHa Ha MU3KNI0YBaHe MPH NAUMEHTH, IEKYBaHH NPeJH TOBa C
NEKApCTBA, CHALPKALLH NEBOA0NA/ AEKapOOKCHNA3eH HHXHOHTOP, HIIM camo JIEBOAOINA, KOUTO ¢a
HMa/IH ABHFATENTHA HECTAOHNHOCT, XapaKTEPH3Hpalla ce ¢ BIIOLIABaHe, CBbP3aHO ¢ PeHOMEHA
HA M3YEPMBAHE HA J03aTa, IHCKUHE3IMM, CBBP3aHH ¢ NUKOBA 10338, aKWHE3HUA Wi NONOOHH
NpO%BH HA KPATKOTPAHHH JABMTaTeIHK HAPYILIEHMA.

4.2. Jo3HpoBKa M HAYHH HA NPUAOKEHHE

Jo3mMpoBka

JIHeBHAaTa JO2MPOBKA TpaOBa 1a ce ONMpeaeiia Ypes BHHMATETHO NOKAYBaHe WM HaMallaBaHe Ha
no3ata. [TausenTure TpadEa Ja ObOAT MOHUTOPHPAHH HECTO MIPE3 NEPHOAA HA AZATTUPAHE HA 21034TAa,
0COBEHO ¢ OrJIe]T Ha MMOABA WK BJIOIIABAHE HA YCEUIAHETO 34 rajeHe HIH Ha NaTONOrHUHHTE HEBONIEBY
ABWXKEHHS (IHCKUHE3UA, NUCTOHHA WIKH XOpes).

CuHenap Moxe J1a Ce Tpuiara caMo Karto aia taduerka. Tabnerknre He TpabBa Aa ce Uy naT WiH
IbBYAT, 38 Aa €€ ChXPAHAT CBOHCTBATA UM Ha YABIKCHO OCBODOKAABAHE.

CTaHaapTHHTE aHTHIIAPKHHCOHORM JIEKaPCTBA, OCBEH JICBOAONA KATO CaMOCTOATENEH NPOXYKT, MOrar
Ja NpOABLJLKAT Ja e TIPHNarar, ako Obae npeanucad Cunenap, Makap 4e MOXeE Aa Ce HAJIOKH TAXHATa
JO3HPOBKA fa 0bae CbOTBETHO aqanTHPaHa.

Toi karo kapOugona npeaoTBpaTiBa OTCIabBAHETO Ha eeKTHTE Ha nesoAaocrd, 00yCIOBEHH OT
NUPHACOKCHH, CHHEnap MOXKE Ja ce Mpujiara npH NaldeHTy, oMy YaBaly A0NBIHHUTENHO MHPHIAOKC
(ruTaMuHl Bs).




[ ILpROHAYATTHA 1038

[TAlIHCHTH, KOMTO A0 TO3W MOMEHT HE Ca MOJYYARANIN TEpanud ¢ JeBoaona.
B noaxofsuiy Cayuad TEpar ¢ 1eBoI0Na MoKe da Obae 3anounara cbe ChHenap 200 mg/30 mg.

[penopbUBaHaTa HAYANHA 1034 € ¢HA TabNeTKa, IBA WIKH TPX NbTH AHEBHO. [THpBOHAYATTHUTE 103U
He TpaOBa 0a HaasuuiaBat 600 mg THEBHO 3a IEBOI0MNA, KAKTO H JIa HE O’bJaT HasHa4uaBaHH [Pe3
HHTEPBAJIH [10-KPaTKU 0T ¢ yaca.

ﬂggnem"ﬂ, NOJYYARallHd B MOMCHTAE KOHBCHIIHOHANHH KDMﬁHHﬂQEH HBEDEOHHKQEEBD(SOKCHH&SEH

HHXHOMTOP.
NosuposkaTta Ha Cuuenap Tpabea na Obae Taka noadpaxa, ue Aa ocurypasa okomno 10% no-ronaMo

KONHUYECTRO JIEBOIONA THERHO, BLIPEKH Y& MOKE /12 C& HAIOKHK 103aTa Aa Obae NOBHIICHA 10
TOJIKOBA, Y€ Na ocHrypsea A0 30% no-ronaMo KOAWYeCTRO JEBOA0NA THEBHO B 3aBUCHMOCT OT
KIHHUYHUA OTTOBOp (BK. Touka 4.2). UHTepBambT MeXAY OTACIHUTE 1034 TPAOBA J4 ¢ OT NOopAIbKa
Ha 4-8 yaca npe3 aKkTHBHATA YacT Ha A€HOHOINHETO {BXK. TOUKA 5).

TabnHuara no-Koay ChbAbPHKA IPENOPBKH 33 3aMECTBAHE Cbe CHHENAp HAa KOHBCHUHOHAIHH
KOMOHHAIIHH JICROIONA AckapOokcunazed HHxuburop.

Jlepoaona/aekaploKcunalen Cuuenap Cumenap

HHXHOHTOP

O6wa aHeBHa 103a Jiepoaona | O6wa AHeBHa A03a Jepoaona | [IpemopnuBaHu cxeMH 3a

(mg) (mg) AO3HpaHe

300-400 400 I TaGyseTka ABa METH AHEBHO

500-600 600 | TabneTka TpH NbTH JHCBHO

OBEUE

200-800 200 4 TabJIeTKH B TPH HITH [10B
OTACITHH MIPHEMA

900-1000 1000 5 TabneTku B Tpn*mm MOBEYE
OFACIHH [PUEMA

*nanpuMep 2 TabneTku npeaH o6am, 2 tabnerky pano cren o6aa u | TabreTka mo-KheHo ¢ien 00aa.

OTHOCHO A030BHTE HHTEpBall, HENOCOYEHU B TADIHLATA, BIK TOUKa 4. 2. [Typeonavaina dosd —
Hayuenmu, nonyyasayu 6 MOMERMA KOHEEHYHORQIHY KOMOUNHAYUY 1€6000RT/ 0eKapboKcUunazeH
UHXUOUMOP.

[Tannenty, KOMTO B MOMEHTA Ce JIEKYBAT caMo ¢ IERo0Na

Jleronona TpsOea na Obae npekbeHAT MoHe 8 Yaca NpeAd HAYAIOTO HA TepanHa cse CuHenap. IHpH
MALKEHTH C JIEKa IO YMEpeHa CTeneH Ha 3a60oNABaHeTO MbpBOHAYANHATA MPeNopBYBana Ao3a ¢ 1
TabeTka ¢ YABLKEHO 0CBOO0KAARAHE ABA HIIH TPH ITBTH JIHEBHO.

TuTpupane Ha Jo3aT1a

Chen KaTo TEPANUATA BEUE € 3anOYHaTa, O3UTE U BO30BATE MHTEPBAIH MOraT Ja C€ YBeJTH1UaraT Wil
HaManaBaT B 3aBHCUMOCT OT TEPaNeRTHUHUA OTroBop. [IpH MOBREUETO NALMEHTU C€ TOCTHra a1€KBATCH
TepaneBTHYCH €ekT ¢ 2-8 TabneTky ¢ yAB/DKEHO OcBOO0MNARAHE THERHO, PUJIOMKEHH KAaTO OTAC/THH
JI03H, pasnpedeneHy Npe3 HHTEPBanH oT 4 1o 12 uaca npe3 akTHBHATA YacT OT ACHOHOLUETO. T]0-
BHCOKH M03H (10 12 TabeTKH) H NO-KpaTKH HHTEPBAIH (MO-MAJIKO oT 4 yaca) ChINo ca OuiM
NpHaraid, Ho 0OMKHOBEHO HE CE MPENMOPLYBAT.

B cmyuaure, korato go3ute CHHenmap ce MpiiaraT npes HHTCPBATH TIO-KPaTKU OT 4 yaca Wid aKo
OTAIENTHUTE J03H HE Ca PABHH, C€ NPENOpbUYBa NO-MAIKUTE JO3ZMPOBKH 0a C€ HA3HAYABAT B Kpad Ha
neHs. [Tpy HAKOH MAlUMEHTH HAYAIOTO Ha eeKTa OT MHPRATA CYTPELIHA 1033 MOKE Aa ce 3a0aBn C
OKO010 | 4ac B CpaBHEHUE ¢ OTrOBOpPa, HACTBITBALL 0OMYANHO B PE3YIITAT HA MBPBATA CyTPCLIHA 1033
Cunenap.




[Npenopbyka ¢ Aa ce cra3pa MHTEPBAJ OT MMOHE 3 THH MEKIY AHHTE, B KOHTO C& H3RLPILIBA
aNanTHPAHE Ha JO3HpOBKAaTA.

Hopaspoicaina 103a
Ilopanu ToBA, ye HonecTra Ha IapKHHCOH € C IporpecHpall XxapakTep, IPEMOPbYATENHO € [a €

MPOBEXA HEPHORHUHO KIMHUYHO HAOMIOACHNE, B TIPOLIECA HA KOETO MOXKE Aa C€ OKaKe HEOOXOAUMO
Ala ¢€ H3BBLPLIH HOBO aaanTHpaHe Ha A030BKHA pexumM Ha CuHenap.

JONBAHUTENHO BIIIFOYBAHE KbM TEpauiaTa Ha IPYTH AHTHNAPKHHCOHOBH IEKAPCTRA
AHTHXOAHHEPTHYHH CPENCTBA, JONAMUHOBH ArOHUCTH H AMAHTAAMH MOrarT Ia ce MpHarar 3aeaH0
¢t¢ Cunenap. Koraro Te3n 1€kapcTpa €€ BKJIKYBAT JOMBAHUTENHO KBM BEYE YCTAHOBEHA
TepaneBTHYHA cxeMa 33 CHHeNap, MOKE [Ia Ce HAIOXKK HOBO aJalTUPaHe Ha AO3HPORKATA.

[IpekbCBAHE HA TEpanngTa

AKO ce Hanlara ia ¢ HanpaeH pa3k0 HaMaNsBaHE Ha 103aTa WK [TPEKBCBAHE HA JICUCHUETO,
nauueHTuTe TpA0Ba Aa ObIaT BHHMATEIHO HAONK1aBaHU, 0COOEHO aKO NOJYYaBaT HEBPOJICTITHIM
(8k. T.4.4).

Korarto ce Hanara o0Ila aHecTesus, Tepanuata ¢he CHHenap Moxe 1a Oblie NpoIb/DKEeHa N0TOTaBa,
AOKOIaTO NALMEHTHT € B ChCTOAHHE A MPHEMa JIEKapCTBa MepopalHo. AKO TepanusTa Obie
BPEMCHHO MPEKBCHATA, 0OHYaliHaTa TO3MPOBKa TpAOBA J1a ObAC NPUNCKEHA BB3MOXKHO HaH-CKOPO,
CJIEA KaTo MAlHEHTHLT OTHOBO € B ChCTOAHME Aa NIPHEMA IEKAPCTBA NEPOPATTHO.

[NeauaTpyyHa Nonynanus
He ce npenoprysa ynorpebara va Cunenap 200 mg/50 mg TabneTky ¢ yOBIAKEHO 0OCBOOOK IaBaAHE

npu Aeua noj 18 roanHy nopaau HELOCTATEMHM AaHHH 3a 0€30MaCHOCT M S(PHKACHOCT.
4.3.  TIpoTHBONOKA3ZAHUA

HecenekrnBHUTE HHXHOUTOPH HA MOHOAMHHOOKCHAA3aTa (MA(O) ca ApOTHBOMOKA3HH 34
eOHOBpeMeHHA ynoTpeda c¢be Cunenap. Te3H HHXHOMTOpH TpAOEa Na ObAAT CIPEHH Haii-MalIkO IBE
CeAMHLH MPEIH HAYANOTO HA TepanuaTa. CHHenap MoKe Ja ce MPHEMa ETHOBPEMEHHO ¢
NPenopLuBaHa OT IIPOHIBOAWTENA 1032 Ha MAQ HHXHOMTOp Chbe ceNeKTHBHOCT 338 MAQO Tun B
{(Hanpumep CENETHIHH Xuapoxuopun — selegiline hydrochloride) (Bx, 1.4.5).

CHHEHHP £ MPOTHBROIIOKA3d4H NpH NALNUECHTH C aHAMHE3a 334 CBp’bxlI}fBCTBPITEHHDCT KbM AKTHBHUTC
BELIECTBA WIH KbM HAKOE OT [MOMOILHHTE BellecTBa HAa TabneTkure, u3dpoeHH B T.6.1, KaKTO W NMpH
MALUHEHTH ¢ TCCHORIMBIIHA gy KoMa.

Tbii KaTo NTEBOAONA MOKE Ja AKTHBHPA MAITHFHEH MelaHoM, CHHenap He Tpabra 14 ce npunara npH
MauMeHTH, TPH KOUTO C€ YCTAHOBABAT NOJO3PHTENIHH 33 TAKLEB NPOLEC JHATHOCTHYHO HEH3ACHEHH
KOKHH JIE3HH WITH MAUMEHTH ¢ aHAMHE3a 32 MENAHOM.

4.4, CroeuHaaHu npeIynpexacHAs H IpeaANasHH MepKH Npy ynotpeda

AKO ManMeHTHTE TIONYYABAT MOHOTEPAIHA C JIEBOIONA, TO T TPAOBa A2 Obje NpeKbcHaTa MOHE &
yaca, pesn aa ce 3anouHe Tepants ¢be CuHenap (4 noHe 12 gaca, ako e Guna HazHayeHa eBeaona
TabneTKka ¢be 3a0aBeHO 0CBOOOKAABAHE).

[Tpyn nanueHTH, TCKYBAHHU TIpeIH TOBA CAMO C NEROAOINA, MOTAT Ja HACTBIAT JUCKHHE3HH, NOpajH
(pakTa, ye KapOUIOTIA [TO3BOAABA HO-TOJIIMO KOMHYECTRO JEB0OI0NA Ad JOCTHIHE 10 MO3bKA H
CNEAOBATENIHO, Ad ce 0Dpa3yBa nopeue JoNaMuH, 1105BaTa Ha THCKHHE3UN MOXKE J1a HATOKH
peOyuMpaHe Ha JO3HPOBKATA,




KakTo # npu neveHue ¢ neroaomna, CHHENap MOKE a NPeIH3BUKA HEBOIEBH OBHKEHNA H ICHXHYHH
HapyuieHHa. CMATA Ce, Ye Te3d PpeaKkuMH CE JIbIKAT Ha NOBALIEHOTO KOTHYECTBO J0NAMHH B MO3bKa,
B pE3yJITAT OT JIEUCHUETO ¢ JIEROACNA. T0Ba MOMXE JIa HANNOKH HAMAIsBaHE Ha J03aTa. BCHUYKH
NAUUEHTH TpADBA Aa ObIar HabmMaBaHk 3a Pa3BUTHE HA JEMPECHS ChC CHITLTCTBALLH CYHIMAHH
TeHJACHUHH. [IpH MaLKEHTY ¢ HACTOAINM WIH OPEKapaHd B MUHAIOTO MCUXO3H, NeYeHHeTo Tpabdsa na
Ce MpHiiara BHHMATETHO.,

Cwnenap TpaOra na ce mpuiara MHOTG BHUMATETHO MPHM NALMEHTH C TEXKKH GOPMH Ha CHPACHHO-
CbAOBH WIH BenoapodHH 3a0onaeaHKA, OpoHXUanHa acTMa, 6b0peunHo, YepHOAPOOHO HNH
€HJOKPUHHO 3a00IIABaHE HIIH ¢ aHaMHe3a 33 MeNTUYHA S3BeHa (OIeCT (XEMOPAarkH) HITH KOHBYJICHH,

Ocobeno BHHMaHue TpaOBa fa ce o0LpHE B ciiyuauTte, korato CHHEnap ce rpeAnHcea Ha NAHEHTH C
aHaMHe3a 3a HACKOPO MPEKapaH MUOKapACH HHQAPKT H OCTATHYHA MPeAChPHE, HONANHA HITH
kaMepHa aputMua. [1py nonoGHU naupeATH, cepaeuHaTa §yHKuns TpadBa Oa ce MOHHTOPHPA,
0co0eHO Npes NepruoJa Ha MhPBOHAYANHO NPHACKEHHE HA Ha3HAYEHATA AO3HPOBKA H HEHHOTO
THTPHPAHC.

[lanueHTH ¢ XpOHHYHA IWHPOKOBIBIAHA INAayKOMa MOTraT Aa OBbJaT JeKyBaHH ¢ CHHenap
BHUMATENHO NPYH MONOKEHHE, Y€ BETPEOUHOTO HAJIATAHE € A00pe KOHTPOHPAHO ¥ CTOMHOCTHTE MY
CC MOHHTOPHPAT CTPHKTHO [0 BpEME HA TEPAINNATA.

B cnyvyauTte, KOraTo TepanMaTa ¢ aHTHNIAPKMHCOHORH JIEKapCTBa CE IPEKbCBA BHE3AMHO, MOXKE Aa ce
Habno4aBa pa3BUTHE HA KOMITIEKC CHMOTOMM, HanoaoO4Balld HEBPONENTHYEH MATHTHEH CHHAPOM,
KOHTO BKIIKOUYBA MYCKYIHA PHIMIHOCT, IOBUIIEHA TEMNEpaTypa, ICHXWYHHA HAPYIIEHHA H YBEJTHYCHH
HHUBA Ha CEpyMHA KpeaTWHHH ¢ocdokuHaza. [Topaau Topa, nauueHTHTe TpAOBa Na OBJIAT peIOBHO
MOHHTOPHPAHH, KOTaTO €€ U3BLPIIBA PA3KO HaMaJIiBaHe Ha AOZHPOBKATA HA KOMOHHALIHH
nesoaona/Kapbuoona UaH NpH NpeKbCBaHE HA TEPanuA ¢ TAKHBA MPOLYKTH, OCODEHO aKO MALUEHTHT
NIPHEMA HEBPOJIENITHLH.

[TpunaraHero Ha JeBOI0TIA € OHIO CABP3aHO ¢BC CHHITMBOCT U BHE3AMHHK 301 Ha 3aCIMBaHE.
MHoro panko e 61no A0KIANBaHO 3a BHE3AMHO 3aCMUBAHE MO BPEME HA SXEIHEBHUTE NEAHOCTH,
MOHAKOra HECh3HATEIHO H 0€3 MpedyNpeINTeNiHH npM3HauM. [lanuesTuTe TpAdBa Aa ca
HHGOPMHUPAHH 2a TOBA H CHBETBAHU 1A BHUMABAT NpH padoTa ¢ MALIHHH WM IO HpaHE.
[TauneHTHTE, KOMTO Ca HMATIH CHHINBOCT HJTH/K €MM30/H HA BHE3AMHO 3acliHBade, TpaOBa na ce
BB3ABPKAT OT WodKpaHe wiv padoTa ¢ MamKHK. OCBEH TOBA MOXKE 1a C€ MOMHUC/IH 3a HAMAIABAHE Ha
A03aTa WIM PEKPATIBAHE HA TEPAITHATA.

CuHenap He c¢ MPEnopbypa 3a JEUSHNHE Ha ICKAPCTBEHO-HHIYUHPaHH EKCTPAMHPAMMIHH PEAKIINH.

[pu nposexcnane Ha NO-NMPOABIAKUTE/IHA TEPANIHA € NPENOPBUYHTEAHO Ja C& H3BBPIIBA NEPHOAHYCH
KOHTPON H OLEHKA Ha YepHOJpOOHATa, XEMOMOETHYHATA, KapJHOBACKYTapHaTa M PeHATHATA
dyHKIMA.

[lennarpHyHa nomyaanus
YnorpebaTta Ha CuHenap npu KbpMmaueTa ¥ aena nof 18 roguHy HAMa HAIThIHO U3sACHEHA
eeKTUBHOCT H OC30MacHOCT, NOpaay KOETO HE Ce MpenopbyBa ynorpedaTa My B Ta3H Bb3PacToBa

rpyna.

Menanoma: EnuaeMHONIOrHMHA H3MHTBAaHKUA TIOKA3BAT, YE MALHEHTH ¢ OonecTTa Ha Hlapkuncon ca ¢
IO-BHCOK PUCK {0T 2 [0 npvONW3NTENHO 6 MBTH) 3a Pa3BHTHE HA MENAHOMA B CPABHEHHE ¢ 0011412
nonynauua. He e u3gecTHo nanyu HabmoaaBaHHAT NMOBUILIEH PUCK C€ ALKY Ha OonecTTa Ha
[TapxvHCOH MM Ha ApyrH GaKTOPH, KaTO NEKAPCTBATA 3a IeUeHHE Ha TAPKUHCOHOBA DOTIECT.

Hopa,uu ropecrnoMeHaraTa npHYruHa, MalHEeHTUTE H O0IHOIIeAAaYHTE C€ ChBETBAT a4 CASOAT YECTO H
PEOOEHO 3a HANHYHETO Ha METAHOMA, KOMdTO €€ H3MOJ3BA CHHEHRP 3a BCAKka COHA HHIHKal




J00pe Na ce U3IBBPLIBAT NEPUOAWTHH KOXKHH NIPETNIeaH OT NOAXOMAI KBANHPUILIHPaH CIIeUHATACT
(Hanp. nepMaronor).

HapyiueHus B KOHTPO1a Ha HMIYJICUTE

ITauuenTtrre TpabBa na 6bAAT PEAOBHO MOHHTOPUPAHH 33 PA3BMTHE HAa HAPYIIEHHA B KOHTPONA Ha
uMnyncure, [laudentvre W 60MHOIIEAAUHTE MM TPROBA 1A ¢4 HAACHO, Y€ NOBEJEHYECKHTE CHMIITOMH
Ha HAPYIWEHHA B KOHTPONA Ha MMITYJICHTE, BKJIKOUYBAIUH NATONOTHYHO BJCUCHHE KbM Xa3apT,
MOBHILEHO M0N0, XHUNEPCEKCYATHOCT, HENPEOA0NIMMA CKIOHHOCT KbM XapucHe WIH N1a3apyBaHe,
MpEMKAAHE K MPEKOMEPHA CKJIOHHOCT KBM MpEKIaHe MOxe Aa ce NOABAT NpH MaLlHeHTH, JeKyBaHH C
AOMIAMHHOBH ArOHKCTH W/HIU APYTH TOTIAMHHEPrUYHHE TEPAHH, ChABPIKALIH JICBOI0NA,
BKIKO4UTENRHO CHHEnap.

Axo ce pa3BHAT NOA0OOHH CHMIITOMH, C€ NPETNOpbYBa NpepasIieKIane Ha ICYEHHETO.

Habopamoprnu mecmose

JOKIaABAHUTE IPOMEHM B PE3YNITATHTE OT HAKOHW NaBopaTOpHH TECTOBE BKIKOYBAT CTOHHOCTHTE Ha
KpeaTHHWH, TTHKOYHA KHCEIMHA, alkaHa docdrataza, ACAT, AJIAT, naktar aexuaporeHasa,
O6uwnupyOuH, ypes B KpLETA M MONOKHTEIEH TecT Ha Coombs,

Coolluara ce cbllo K 3@ MOHHIKABAHE HA XEeMOTIOOHHE, XeMATOKPHTA, MOBHIIABAHE HA CEPyMHATA
TIIOKO3a, MEBKOUXTO3A, OAKTEPHYPHUA U XEMATY PHSL.

3a onpeaensHe Ha KETOHYpus (C TECT JIEHTA) - MOXKE A2 ¢€ MPUYHHH (PaHIHBO MOJICKUTENIEH TECT 32
KE€TOHHH Tena B ypuHaTa. Ta3H peakuud He e NpoMeHa, ako mpobara ce 3aTomi. QaliiHBo
OTPHLIATE/IHM TECTOBE MOTaT J1a C€ MOJTYYaT, aKo Ce U3N0N3Ba MNIOKO30-0KCHIA3CH METO MTPH
TECTBAHE 33 TITHOKO3Y PUS.

CHHApPOM Ha HapyllicHa JonamvHoBA perynatda (Dopamine Dysregulation Syndrome, DDS) e
pa3CTPOHCTBO, CBBP3aHO ChC 3ABHCHMOCT, KOETO BOAH IO MPEKOMEPHO HU3ITOI3BAHE HA NMPOIYKTa,
Ha0J1101aBaHO NP HAKOW HANMEHTH, JCKYBaHH ¢ Kapbuaona/nepoaona. [Tpeay 3amoyBane Ha neueHuUe
MaLHEHTATE W TIOJIaralfdTe TPHKH 3a TAX TpAbBa na 6baaT npeaynpeneHy 3a NOTEHUHAMHHA PHUCK OT
paseuTHe Ha DDS (Bk. cbilo TOUKa 4.8).

4.5. B3anmMoaeiicTBMe ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYrd (JOPMH Ha B3IAHMOZEHCTBHE

Ocobeno BHMMaHUE Ce H3HCKBA B CITYHAHTE, KOraTo eJHOBpEeMEHHO cbe CHHENap ce Ha3Ha4YaeaTt H
IPUNAraT HIKOH OT CJIEAHUTE JIEKAPCTBEHU HPOIYKTH:

Anmuxunepmen3ueHu cpedcmad

[IpH nauueHTH, NpUeMall4 € THOBPEMEHHO NEBoI0Ma/ neKapOoKcHiaseH HRXHOMTOp U
AHTHXHIIEPTEH3IMBHH JICKAPCTBEHH NPOAYKTH, MOKE za ce Habmonasa pa3sBUTHE Ha CHMIITOMAaTHHa
OPTOCTaTHYHA XUNoToHus. CleoBaTeNIHO, KOTaTo ¢& 3anoduBa tepanmua ¢ CHHENap, MOXe 4a ce
HAJIOMH KOPEKIIHA Ha A03aTa Ha CRITbTCTBALMA AHTHXUNIEPTEH3HBEH ICKAPCTBEH NPOIYKT.

Anmudenpecanmu

PAOKO MMa cbOOUICHH CITyyan HA XHIIEPTOHUS M AHCKHHE3Hs, HACTHNBALLW B PE3YTAT Ha
€ THOBPEMEHHO MPHIOKEHHE Ha TPHULUMKIHYHHM AHTHASTIPECAHTH ¢ IPOAYKTH, ChAbPACALIH
kapbuaona/nepogona.

34 NAUKEeHTH, NOTYYaBalld MOHOAMUHOOKCHIAAZHH MHXHDHTOPHU BX. TOYKa 4.3,

Anmuxonaunepuyu

AHTHXDHHHGPTHHHHT& CpeaACTBa MOraT 1a NMoBIHAAT aﬁcopﬁuﬂﬂm H I1O TO3W HAYHH PCaKkUMATa Ha
MaluCHTA.




Hernazo
[Tpoy4BaHns NoKa3BaT HAMAIABAHE HA OMOHANHYHOCTTA HA KapOHIoNa H/MIIH NEBOAOIIA, KOTaTo C&
IIPHEMAT ¢ XKeNe3eH CyIPar HiTH KeNe3eH [IIOKOoHAT.

Hpyeu aexapemeenu npodykmu

Honamuu D;-peuentoprute antaronucty (Gedorrasus, GytupodeHons, pHCNEPHAOH) M HIOHHA3ZHA
MOraT Aa NOHKXKAT TepaneRTHYHUTE edekTn Ha nteponona. Crolilaga ce U 3a NPOMAHA Ha
NOJIOKUTEIHUTE epeKTH Ha JIEROI0NA TPH NAPKHHCOHOBA 00IeCT OT PEeHMTOUH M MAaNaBepHH,
ITauyeHTHTe, NpUeMally SAHOBPEMEHHO TE3H JICKApPCTBEHH MPOIYyKTH che CHnenap, Tpa0Ba na Obaar
BHUMATEIIHO HAOMIOIaBAHK 33 EBEHTYANHA 3aryfa Ha TepaneBTHYEH OTTOBOP.

He ce npenopbuBa ynorpeGaTa Ha CuHENap Che CPEACTBA, KOUTO M3YEpNBAT AONaMHHA (Hamp.
PE3EPNHH W TeTpabeHasHH) MM ApYIH JIEKapCTRa, O3HATH KAaTO H3HEpNBaiilH 3anacHTe MOHOAMUHH.

ExnHoBpeMeHHaTa ynoTpela Ha CEIeTWIKMH 1 KapOuaona/nepoaora Moxe Aa Oblle CBbp3aHa ¢ TeXKa
OPTOCTATHYHA XUIOTOHHA, KOATO HE ¢ HADMIOIaRA IPHU CAMOCTOATENHO MPHIOAKECHHE Ha
xapOunona/esogona (Bx. Touka 4.3).

Bbnpexu ue He ca nporeaeHH CNelHQHYHH KINHAYHE NPOYYBaHKA 34 B3aHMOICHCTBMATA C APYIH
€/IHOBpEMEHHO NPHUNAraHH IeKAPCTBA, NAUMEHTHTE Ca MOTJIH Ja npueMaT TPHUHKIHYHH
aHTUIeNpecalTH, beHsoauaseniiy, 6erta-6nokepu, THaznan, ACE nHxnOHTOpH, KanuveBH
AHTATOHHCTH, JUTATANMUCOBH NpenapatH, Ho-aHTAaroHUCTH, CaTHUMNATH H APYTH
IPOTHBOBB3NAIHTENIHHU NekapeTsd. CHHENap ¢ U3MOA3BaH U C IPYTH aHTHITAPKHHCOHOBH JICKAPCTBA.

Trii kaTo neBOAONA C& KOHKYPHPA C HAKOH aMMHOKHCEIHHH, abcopOLUATa Ha TEBOI0NA MOMKE Aa
Obae HapylIeHa [PH HAKOHW MANIHEHTH, KOUTO €& HA BUCOKO NPOTEHHOBA AHETA.

[TequaTpyuuHa NOMyJIavs
[IpoydRraHMs 3a B3aMMOACHCTBHATA Ca MPOBEKIAHH CaAMO [IpH BB3PACTHH.

4.6. @eprHiaMTeT, GPEeMEHHOCT U KbPMeHe

OepruureT
HsiMa HaNnWYHH JAHHH OTHOCHO MOTEHIHAITHHTE e)eKTH Ha NEUCHHETO ¢ KapOKAona/neBoona BhpXy
MBKKHA 1 HEHCKUA BepTunuTeT (BXK. Touka 5.3).

bpemMeHHOCT

Buripeks ye edektrTe Ha CuHenap BbPXY NMPOTHYAHSTO Ha GPEMEHHOCTTA [IPH JKEeHaTa He Ca
aZICKBATHH U 100pe KOHTPOIHPAHK, U3BECTHO €, Ue NMPUYHHABAT BUCLIEpAIHH H CKEJIETHH
Ma/iQopMaLliM (KaKTO JIeBOAONA, TaKa H KOMOHHALIHATA OT Nepogona/kapounona). CieaosaTeato
ynotpebara Ha CHHEnap apu KeHH B peNpoAYKTHBHA Bb3PacT H3HCKBA CPABHABAHE Ha OYAKBAHHTE
NONCKUTETHH eeKTH OT JIEUEHHETO C BFL3MOKHUTE PHCKOBE NMPH HACTLIBaHE Ha DPEMEHHOCT.,

KbpMmeHe

He e n3pecTHO Aanu KapOraoma ce eKCKpeTupa B MalivMHOTO MIIAKO. JlokIaABaHa € CKCKpeLHsa Ha
NEBOIONA B KbpMarTa B MpOy4BaHe Ha £1HAa KbPMaiKa C MApKHHCOHOBA DOJIECT, HO THH KaTo peavua
JICKApPCTBa C€ OTACIAT B MAIAKOTO U MOP3IH DHCKA 34 HACTBIIBAHC HA CCPHO3HH HEXKEIAHH
NIEKapCTBEHH peaKLUHMH Npu KbpMayeTata, Tpabea 1a ce B3eMe ChOTBETHOTO PCIICHHE 32 NPEKbCBAHE
HAa KbPMEHETO HIIH 3a NpeKpaTaBaHe Ha JeYeHHeTo cbe CHHEnap, ciiel KaTo ce npeleHH CTENEHTa Ha
BKHOCT HA JICKApPCTBCHHA NMPONYKT 34 3ApaBEeTO HA MaiKaTa.

4.7.  EdexkTH BbpXY crniocofHocTTa 33 modupaHe H pabora ¢ MALINHH




WMHAMBHIYATHUAT OTrOBOP CMIPAMO JIEKAPCTBOTO MOXE /1a BapHpa. HAKOH HEeKeNaHH JIeKapCTBEHH
peakuHH MOraT Ja 3acerHar crnocoOHOCTTa Ha HAKOM NAaLUMEHTH Aa IWo(upaT WK Aa ynpasisBar
MallHHU (BK. TOuka 4.8).

[NauueHTH, nexyBaHu cbe CHHenap, KOMTO Ce OTUTaKBAaT OT ChHJIMBOCT H/M/IH BHE3ANHH €MM30/1H Ha
3acnuBaHe, TpAOBa na obaar uHGopMupanu aa n3barsar Aa wWodHPAT, HIH 1a ce 3aHHMABAaT ¢
NEeHHOCTH, MPH KOHTO HAMAJIEHOTO BHHMaHHE MOKe /12 H3JI0KH THX, WIH JPYTH X0Pa HA PHCK 0T
CepHO3HO HAPAHABAaHe, HJIH CMBPT (Hanp. npH paboTa ¢ MalKHK), 10KATO NOAOOHH MOBTAPALLH Ce
€NMM30/4 U CbHJIMBOCTTA ObAAT OBNageHu (BxK. Touka 4.4).

Cunenap 200 mg/50 mg TabneTku ¢ yabhkeHO 0CBOOOKIaBaHE MOBIHUABAT B YMEpPEHA CTEMNEH
CrocoOHOCTTA 3a wogdupaHe U paboTa ¢ MaLLHHH.

4.8. HexenaHH JieKapCTBeHH peaKLIHH

B paMKHTE Ha KOHTPOJIHPaHH KJIHHWYHH NPOYYBaHHs € YCTAHOBEHO, Y€ NMPH NALMEHTH C YMEPEHO 10
TEKKO M3pa3eHa JBurareiHa HectabuinHocT CHHenap He Npear3BUKBa HEXeJTaHH JIEKAPCTBEHH
peakU1H, KOMTO Ca YHUKAIHM N0 Xapakrep 3a popMaTa ¢ yAb/DKEHO OCBODOKIaBaHe.

Haii-yecTo HaOMmoaaBaHUTe HEKETaHH JIEKAPCTBEHH PeaklMu ca JMCKHHe3us (dopma Ha naToJIOrHYHH
HEBOJIEBH JIBWJKEHHUS ). B cpaBHEeHHe C JIeKapCTBEHH NPOAYKTH, ChAbpiKallM JIEBOAONA/KapOKI0Na, MpH
JIEKApPCTBEHHTE MPOAYKTH, ChAbPIKAIIM JIEBOAONA/KapOMa0Na ¢ yIB/KEHO OCBOOOK 1aBaHe
JHCKHWHE3HHTE HACTBIBAT C MO-TOJIAMA YECTOT4, KOETO CE AbJIKH Ha 3aMECTBAHE Ha T.Hap. peHoMeH Ha
“uzkmoueane " (,,0ff time”), koiiTo ce pegyuupa OT 1eKapCTBEHUTE NMPOAYKTH, ChAbPIKALLH
NeBOA0Na/KapOHa0mna ¢ yIbIKEHO OCBOOOKIABAHE, OT T.HApP. henomen Ha , 6xnrousane” (,,on time”),
KOMTO MOHAKOra ce NpuapyKaBa OT AMCKUHEIUH.

Hexenanure peakimu ce kiacupuuupar kato: MHOro 4ectH (> 1/10); wectu (> 1/100 o < 1/10);
HeuecTH (> 1/1000 no < 1/100); peaxu (> 1/10 000 go <1/1000); muoro peaku (<1/10 000), ¢
HEM3BECTHA YECTOTa (OT HATMYHHUTE JIaHHH HE MOXKe Ja Ob/ie HanpaBeHa OLIEHKaA).

CHcTeMHO-0prasHa Kiacupukauus Hexenana peakuus

YecToTa

H3caeaBanus

Heuectu (> 1/1000 no <1/100) 3aryba Ha Terno.

C Heu3BecTHA 4yecToTa (OT HAITHYHHTE YBenuM4yaBaHe Ha TEJIECHOTO TETJIO.

JIaHHH HEe MOKe Aa Obae HanpaBeHa

oLeHka)* Habnmo1aBaHu ca NpOMEHH B Pe3yJITATUTE OT

nabopaTOpHHUTE TECTOBE 3a ankanHa ocdarasa,
AST, ALT, nakrataexuaporeHasa, OuIMpyoHH,
KpbBHA ypes, KpeaTHHHH, MMKOYHA KHCEJIMHA H TECT
Ha Coomb.

CpoOlaBaHy ca NOHUKEH XEMOT/I00MH, XEMaTOKPHT
W NOBHILEHA CepyMHa ITioKo3a. ChoO11aBaHo € ChLIO
33 HAJTMUKME HA IEBKOLMTH, OAKTEPHH U KPbB B
ypUHara.

[TponykTuTe, ChabpKalluM kapouaona/iesoaona,
MOraT Jia NpeJIn3BHKaT GaiKBO MOJIOKHTENHA
peakUMa 3a KETOHHHU Tejla B YpHHATa, KOraro ce
M3M0/I13Ba TECT-KACeTa 3a ONpe/IeNAHE Ha KLt
Ta3u peakuus He ce NMPOMEHSA, aKO NMPOOYr?
3arpee Ha BoaHa DaHs.

QajlluuBO OTPHLIATEIHH pe3yNTaTH

]




NnoJy4ar MpH M3MoJI3BaHe Ha IMOKO300KCHAa3HH
METO/IH 3a ONpEAC/IAHE Ha IVIKOKO3YPHA.

ChbpaeyHH HAPYLIEHHS
Yectu- mHOro yectH (> 1/100)

C HeM3BECTHA 4eCTOTa (OT HATUYHHUTE
JaHHHU He MOXe aa Obae HanpaBeHa
oLieHKa)*

[TannuTauuu

HapyiuieH cepaeyeH puTbM

Hapymenns Ha KpbBTa U iHM@HATA

CHCTEMA
C Heu3BecTHa 4ecToTa (0T HAJITMYHUTE
JaHHH HE MOXKeE na Ob/ie HanpaBeHa
oleHka)*

JleBKONeHUs, XeMOJIHTHYHA H HEXEMOJIMTHYHA
aHeMMs, TPOMOOLIMTONEHHS, arpaHy/IOLUTO3a.

HapyumieHusi Ha HepBHATA CHCTEMA
MHoro yectu (> 1/10)

Yectu/mMHoro uectu (> 1/100)

Yectu (> 1/100 no < 1/10)

Heuectn (>1/ 1000 10 < 1/100)

Penku (=1/10 000 xo < 1/1000)

C Heu3BeCcTHa 4eCcTOTa (OT HATTHYHHUTE
JlaHHU HE MOJke fa ObJe HarpaBeHa
oneHkKa)*

JINCKHHE3US M ABUraTe/IHA HapylueHUA (HeoOHyaiHu
HEBOJIEBH IBHKEHWSA).

3amMasHOCT, XOpes.

Enuzonu Ha 6panukuHesus (“on-off” heHomeH),
riaso0onue, napecTe3us, JMCTOHHS, COMHOJIEHTHOCT,
BKJTIOUMTETHO MHOIO PSZIKO MOBHILIEHA CHHIIHBOCT MPe3
NIeHs W BHE3AIMTHH €MU30/I4 Ha 3aCIHUBAHE.

CHHKON, eKCTpanMpaMHKIHH HapyLIEH!s, HaMaJIeHa
YMCTBEHa OCTpOTa.

HeBponenTuueH MaTUrHeH CHHAPOM (BX. T. 4.4).

JlemeHLMsA, TOPUYMB BKYC, 3aCHIEH TPEMOD Ha pPbLIETE,
araKCHs, aKTHBHPAHE Ha JIaTEHTEH CHHPOM Ha XOpHEp,
CKOBAHOCT, yCelllaHe 3a CTHMYJ/IMpaHe.

Paako ca Bb3HHKHAQIH rbpuOBE, BHIPEKH TOBA
NPUYHHHO-C/IECTBEHA BPB3Ka C JIEBOJIOMA HJIH
nesojiona/kapouaona He € yCTaHOBEHa.

CHHHPOM Ha HApyuicHa JAONaMHHOBA pEryJialiui.

HapymeHus Ha ouHTe
Peaku (= 1/10 000 no < 1/1000)

C HeH3BeCTHA 4YecToTa (OT HATTHYHMUTE

JaHHU HE MOXKE aa Obje HanpaBeHa
OLIeHKa)*

3aMbIriIeHO 3pEHHE.

JIunjaonus, pa3lMpeHH 3€HHLH, OKYJIOTHPHH KPH3H,
onedapocnasbm.

PecnnMpaTopHH, rpbAHH H
MeAHACTHHAJIHH HAPYIeHHs
Yectu (> 1/100 no < 1/10)

C Hen3BeCTHA 4ecToTa (OT HAJTHUHHTE
JIaHHHK He MOxXe aa Obae HanmpaBeHa
oLeHKa)*

JlucnHes.

[IpecunHanocT Ha ryiaca, 0coOO€H HaYKH Ha JMLIaHe,
XbJILAHE.

CToMamIHO-4YpeBHH HAPYLIEHHHA
Yectu/mHoro uectu (> 1/100)

Yectu (= 1/100 go < 1/10)

['aneHe, cyxora B ycrara.




Heuectu (= 1/ 1000 no < 1/100)
Peaxu (= 1/10 000 mo < 1/1000)
C HeM3BeCTHA 4ecToTa (OT HANTHYHHTE

JIaHHH HE MOXe /1a ObJe HarnpaBeHa
oLeHka)*

boJjika, 3acaraiia CToMallHO-4YpEBHHA TPAKT.

THMHA C/TFOHKA.

Cuanopes, nucdarud, pnatysieHLHA, KPbBOH3/IHB B
CTOMAILIHO-YPEBHUSA TPAKT, Pa3BUTHE Ha IyO[ACHATHA

A3B4, YCCILAHE 3a NMapeHE Ha €3HKa.

HapymeHus Ha Ob0peumTe H NHKOYHHUTE

MbTHLIA
Peaku (=1/10 000 no < 1/1000)

C Heu3BeCTHa 4yecToTa (OT HATHYHHTE
JJaHHHU HE MOJKe na ObJe HanpaBeHa
oLeHka)*

TbMHa ypuHa.

PereHums Ha ypuHa, HHKOHTHHEHIIHS HA ypHHa.

Hudpexunu v nHpecTalHH
MHoro yectu (> 1/10)

Mudekuun Ha NMKOYHUTE ITbTHILA.

Hapymeuﬂa Ha KOKATA H NOAKOAKHATA

ThKaH
Heuyectu (> 1/ 1000 no < 1/100)

Peaku (= 1/10 000 no < 1/1000)
C HEM3BECTHA YecToTa (OT HAJTMYHHUTE

JIaHHH HE MOXe aa Ob/ie HanpaBeHa
OlLIeHKa)*

YpTukapus.

AHrHoeaeM, nMpypuTyc, nypnypa Ha lllboHnaiH-
XeHOoK, ajoneuus, oOpHB, TbMHa MOT.

YceuneHno norexe.

HapyumeHus Ha MYCKYJIHO-CKeJIeTHATa

CHCTEMA H CheAHHHTE/IHATA ThKAH
Yectu (> 1/100 1o < 1/10)

C Heu3BecTHA 4ecToTa (OT HAIHYHHTE
IaHHH HE MOoXe na Obae HanpaBeHa
oueHka)*

MyCKYJIHH KpaMIIx.

MyCKyJIHH NOTPENBAHUA, TPHIMYC.

Hapywmenus Ha metabosinsma u
XpaHeHeTo

Yectu (> 1/100 mo <1/10) AHOpEKCHS.
HapausiBaHus, oTpaBsiHHA H

YCJI0KHEHHs], Bb3HHKHAJIH B Pe3yJTaT Ha
HHTEPBEHLHH [lagaHe.

Heuectu (= 1/ 1000 no < 1/100)

HeomasmH — 100poKa4yecTBeHH,
3I0KAYECTBEeHH H HeonpeaesieHH (BKJL.
KHCTH H TNOJIHITH)

C Heu3BecTHA YecToTa (OT HATHYHHTE
AaHHH HE MOXe Ja Obae HanpaBeHa
oleHka)*

Manuraena menaHoma (Bx. T. 4.3)

Cba0BH HApYLLIEHHHA
Yectu (> 1/100 oo < 1/10)

Peaku (> 1/10 000 no < 1/1000)
C Hew3BecTHa yecToTa (OT HAJIHUHHTE

JaHHH He MOoXe na Obae HanpaBeHa
oLeHKa)*

OprocTaTH4HH eEeKTH, BKJ1. XMITOTEH3UBHH €MH30/IH.

3auepBsBaHe.

["opely BbIHH, XHNEPTOHUA, (P1eOHUT.

OO6mu HapyeHHs: H e(peKTH HA MACTOTO
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Ha MPpHJI0KECHHE

Yectu (> 1/100 no < 1/10) bonka B repauTe, acCTeHH.
Heuectu (>1/ 1000 oo < 1/100) Hapywena noxonka.

Penku (> 1/10 000 no < 1/1000) YMopa.

C HeM3BeCcTHA YecToTa (OT HATTHYHHUTE OrnaaHanocT, OToK, ¢1abocT.
JaHHH HE MOXe na Ob/Je HanpaBeHa

olieHka)*

Hapywenus Ha Bb3NpPOH3BOANUTEIHATA
CHCTEMAa H I'bpAaTa

C Heu3BeCTHA YECTOTA (OT HATHYHHUTE [lpnanu3bm.

JaHHU HE MOXKe aa Obae HanpaBeHa

OLICHKA)*

IIcHXHYHH HApYLIeHHS

Yectu/mHoro uectu (> 1/100) XanouMHalUKMKi, 00bpPKaHOCT.

Yectr (> 1/100 no < 1/10) HeoOuuaiinu chHHILA, Ge3ChHHAE, AENPECHs CbC HiN

0e3 CKJIOHHOCT KbM caMOyOUICTRO.

Peaxu (= 1/10 000 no < 1/1000) Bb30yna, NCHXOTHYHH €MH30/14, BKIIKOYHTEIHO
JEJIFO3UH W MapaHOMIHH MHCITH.

[TaroorHuHoO BJIeYEHHE KbM Xa3apT, MOBUILEHO JIHOMIO,
XHIEPCEKCYATHOCT, HEMPEOA0IHMa CKJIOHHOCT KbM
XapyeHe WM na3apyBaHe, MpesyKaaHe U NPeKoMepHa
CKJIOHHOCT KbM NPesDKIaHE MOXKE J1a CE MOSABST MPH
NalMEHTH, JIEKYBaHH C IONAMHHOBH arOHHCTH W/HJIX
JPYTH JOTIAMHHEPTHYHH TEPANHH, ChIbpPHKALH
JIEBOJIONIA, BKJL. JIEKAPCTBA, ChABPAKALLH
NeBoA0Na/KapOKIoNa ¢ yIL/KEHO OCBOOOKAABAHE. (BiK.
T. 4.4 ,,CneuranHH NpeaynpexaAeHHs 1 NPeanasHu

MEpKH NpH ynotpeda”).
C Heu3BeCTHA 4ecToTa (OT HATHYHUTE
JIaHHH HE MOJKe Ja Ob/ie HanpaBeHa TpeBoxHOCT, Ae30opueHTaLlA, eyPopus, OPYKCH3IBM.
OLIEHKa)* CHHApPOM Ha HapylleHa 10NaMHHOBA PeryJIalHs.

*Hexkenanu peakuuu, cho01aBaHH 3a JIEBOIOMNA WM JIEBO10NA/KapOKI0Na, KOUTO MoraT aa obaar
NOTEHLMAIIHH HEXKeNaHW peakuuu npu CuHenap.

Onucarnue Ha u36paHu HeXlceranu peaKyuu

CunzapoM Ha HapyleHa qonamuHoBa peryiauus (DDS) e pascTpoiicTBo, CBbP3aHO ChC 3aBHCHMOCT,
Hab1101aBaHO MPH HAKOW MALMEHTH, JIEKYBaHM ¢ KapOuaona/neBoaona. 3acerHaTuTe nalurueHTH
MOKa3BaT KOMITYJICHBEH MOJIEJ Ha 370ynoTpeda ¢ JonaMHHEPrHYHH JIEKapCTBa B 103H, Hall
NOAXOIALIMTE 3a OBJIA/IABAHE HA MOTOPHUTE CUMIMNTOMH, KOHTO B HAKOH C/Ty4aH MOXKE /1a 10BEAAT 10
TEXKKa TUCKHHE3HS (BXK. CbLIO ToYKa 4.4).

[lennaTpuuHa nomnynaums
Hama naHHu.
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CpoblaBane Ha NOJOIUPAHH HEXETAHH peaklHH
CrolluaBaHeTo Ha NOJOHPaHH HEXKETAHH JIEKAPCTBEHH PEAKUHH ClIell PA3pEeiIaBaHe 3a YIoTpeda Ha

JIEKAPCTBEHKA NMPOAYKT € BOKHO. T0Ba MO3BONIABE Ja NPONBIDKH HaOKOACHHETO HA ChOTHOLIEHHETO
MOM3a/PUCK 32 NEKAPCTBEHMA MPOAYKT. OT MEIHLIMHCKHTE CHIELIHANMCTH ¢ M3HCKBa Aa ChoOInaBaT
BCAKA [I0103UpAHA HEKENaHa PEaKLHA Upe3:

HM3nuiaHUTEMHAa areHIIMS N0 JIEKAPCTBaTa
yi1. ,,JlamaH [‘pyes” Ne 8

1303 Cous

Ten.: +35 928903417

yebcalT: www.bda.bg

4.9.  IIpexosupane

MepkHTe 3a OBNaafBaHE HA OCTPO NpeAo3HpaHe cbe CHHENap ca NPUHLKIIHO CHUINTE, KAKTO M TIpH
OCTPO MPEAO3HPAHE ¢ JIEBOAONA, 00aue NUPHAOKCHH He € eEKTHBEH 33 HEYTPANUZUPAHE HA
NEeHCTBHATA MY.

[TauueHTHTE TPAOBA 1a ca nox HabMOIeHHE M J1a ¢ NPOCIISIIBAT eIEKTPOKAPIHOrpapCKH 3a
PA3BUTHETO HA APHTMUH, NpH HEOOXoauMOCT TPAORaA da ce BIUTHOUH NOAXOAALLA NPOTHBOAPDHTMHYHE
Tepan4i. BuaMOKHOCTTA NauyeHTET A2 € npuien U pyri AEKAPCTRCHM CPEACTBa CBUIO TpsAbea Aa ce
UMa npedBKr. 3acera He € HaTpyNaH JOCTATREYHO OMHT 3a NPHIOKEHHETO Ha JHAIH3HA Tepams,
NopajH KOETO HEHHATA CTOHHOCT 3a OBNAaASBAHE HA CHCTOAHMETO Ha NMPEI03HPAHE BCE OLIE HE MOKE
Ia ce NpeUcHH.

TlemaTpHuHa NOMY NaLKs
Hama gaHHu.

5. GAPMAKOQJOTHYHU CBOUCTBA

3.1. @apmakoJAHHAMHYHH CBOHCTBA

dapMakoTepanesTduHa rpyna: Ilentpaiuy qnonamuHepridHHe nekapetea, ATC kon: NO4BAOQ2

MexaHUYbM Ha NeiiCTRHE
I TapKHHCOHOBATA OONECT € NeTeHEPATHBHO HEBPOMOTHYHO PA3CTPONCTBO, XapaKTepu3Hpallo ce ¢

NporpeCHBHA 3aryda Ha JONaMHHEPrHYHH HHIPOCTPHAITHH HEBPOHH,

Benesure M CHMOTOMMTE, BKIHOYBAIIM PUTHAHOCT, TPEMOD, OpanHKHHE3U, MOCTYPaJIHH TPOMEHH ¢
CMYIICHHSA B ABHTATE€THHA anapaT, OOUKHOBEHO ¢a aREKBATHO JIEKYBAHU C JIEKAPCTBA, KOHTO
HMHTHPAT HIH 3aMEHAT HaMalleHHa gonaMuH. CHHenap, KOHTO KOMOMHHpa MPEKypcopa Ha A0NaMuH
— NIeBOAONA, U MEXNOHTOPA Ha nepudepHara eroaona/qekapOokcinasa — KapOnaona, e eekTHREH
npy cHabasBaHe Ha MO3bKa ¢ qonamuH, Kapbuaona, KoATO HE IpeMUHAaBa KPbRHOMO3BYHATA
Hapuepa, yBennuapa INIa3MEHUTE HHBA W TUIA3MEHKA NOJTYKHBOT Ha JIEBOIONA KaTo MHXUOHpa
eKCTpaLepeOpanHoTO IeKapOoKCWIHPAaHE Ha IEBOIONA, TN1ABHO B HHTSCTHHAIHATA MYKO3a.

CuMnToOMHTE Ha NAPKHHCOHOBATA OOIECT Ce CBBP3BAT ¢ HAMA/IABAHE HA JOMAMUHA B MBHYECTOTO TANO
B MO3bKa. Jleponomna, MeTabonMTHHAT MpeKypcop Ha JoflaMyHa, 00neKuaBa CHMITOMUTE Ha
TTAPKWHCOHOBATA DONECT, BEPOATHO, KATO C€ KOHBEPTHPa A0 AONaMHH B MO3BKa. (C/1e] nepopanHo
MpHICKEHHE Obp30 c€ NeKapOOKCHIH3UPA U KOHBEPTHPA JI0 ACTIAMHH B €KCTPAaLEpPEeOPATHHTE THKAHH,
a CaMC ManKo KOJIWYECTBO HENPOMEHEHA JIEROAONA AOCTHUTA LICHTPANHATA HEPBHA CHCTeMa. Taka
aICKBATHHAT TEPANCBTHYEH e(PeKT e HykKIae OT TOJIEMH A03H JIEBOAOIA, YECTO NMPHAPYKEHH OT
HEJKENAHH Peakiiy, HAKOU OT KOUTO Ca NPHUMHEHHU OT AonaMuna, fopmupan B excrpauepebpanture
TBKaHM.
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Kapbuaona, KOATO He npeMHHARA NPe3 KPPEHOMO3b4HATa OapHepa, HHXHOHpa CaMo
ekcTpalepedpanHoTo aeKkapOOKCUIMpaHe Ha NIEROI0NA, 10 MPUHLNWN B HHTECTHHATHATa Myko3a. [1o
TO3M HAYHH CE YBEIMYaBa KOMMYECTROTO JEBOACINA, KOETO IIE ObAe TPAHCIOPTHPAHO 10 MO3BKA U
CNe/ TORa L€ MPEThPIH KOHBEPCHA 10 A0TIaMUH. ToBa aeiicTBUE 0OMKHOBEHO OTCTPAHABA
HeoOXOAHMOCTTA OT rOIEMH 03U JIEROJIONA MPE3 KpaTkn HHTEpBAIH. [1o-HHCKaTa AO3HPOBKA
HamMansBa Wik OTCTPaHABa TACTPOMHTECTHHAITHHTE U KapIHOBACKYNApHH HEXENaHH PEaKLHH, TE3H
CHBpP3aHH ¢ 00pazyBaHe Ha AOITAMHH B eKcTpanepedpanHuTe ThKaHH,

DapmakoIMHAMHYHH ehEKTH

[TaluKeHTH ¢ NapKHHCOHOBA OONECT, JIeKYRAHU C IEKAPCTBEHH CPEICTBA, ChALPIKAINM JEBOJOMA, MOTAT
Ja pa3eHAT MOTOpPHA HECTADMITHOCT, XapaKTepH3upalla ce ¢ HEAOCTATBYHOCT, CRBP3aHa ¢ U34EPBAHE
HA 103aTa, ¢ JUCKUHEMA, IPUYHHEHA OT NUKOBA 103a, N ¢ akHHe3wd. [lalueHTH ¢ MOTOpHA
HECTAaOWITHOCT, KOMTO mpHeMaT CHHEnap, MOTaT Aa pa3BHAT M0-4eCTO JMCKHHEe3HH, KOTaTo npueMar
Mo-BHCOKH 103H (Hax 1500 mg neponona NHEBHO ), CBBP3aHM C HAMALIBAHE BPEMETO Ha
LSskmouBade” (,,off time™).

Hanpennanata ¢asa Ha JBHratenHa HectabunHocT (“on-off’-geHoMeH) ce XxapakTepu3upa ¢
HenpeICcKa3yeMH NPEXoJU OT NOABHKHOCT KbM HEMOABMKHOCT. BBnpeku ye npHuHHHMTE 32
HACTHIBAHE Ha JABHrartesHa HecTaDHNHOCT HE Ca HAITBAHO H3ACHEHU, € DHNo JeMOHCTPHPAHO, Ue
TAXHOTO RB3AEHCTBHE MOXE Na ObJe HaMaTICHO Ypes npuiaraiHe Ha MoaxoIslid TEPANeBTHYHH CXCMH,
3a MoATbpKaHe CTAOM/IHM TUIa3MEeHH HHBA Ha JISBOIONA.

Cuuenap ceaspika 50 mg kapbunona i 200 mg siepogona g J€KapcTBEHA POpPMaA C YIBIKEHO
OCBOGOKIABAHE, Ch3AEHA TAKA, Ye Ja MOXKE [1a 0CBOGOXK1aBA AKTHBHHTE BEILECTRA 34 NIEPHOL 0T 4
1o 6 uaca. I1pH Ta3u nekapcTBeHa (popMa ce A0CTHra MHHMMAIHA BapHaOWIHOCT B IU1a3MEHHTE HHBA
Ha JIEBOAONA, B CPABHEHHE ¢ KOHBEHIIHOHATHHS JIEBOIONA/KapOHIOMIa.

Peayurpanoto dopMupaHe Ha AONAMHH B €KCTpaLepeOpanHATE TbKaHM, HaMp. CBPLETO, IIPH Ky4ueTa,
OCHIYpABA 3AIHUTA CPELY PA3BHTHETO HA NPHYHUHEHH OT JONAMHHA CHPACUHH apUTMHH. KIHHMYHUTE
H3CJIe/IBAHHA ITOKA3BAT PE3YATATH, NOAIbPXKALIH XHITOTE3aTa 3a NoA00eH MPOTEKTUBEH €(PEKT H NPU
X0paTad, BHIPEKH Y€ 33 MOMEHTA NPOBEPEHITE M3CAEABAHNA ¢4 TRHPAC OTPAHHUYEHHM, 32 Aa Ce
HAMPAaBAT HEOCTIOPHMH 3aKMOueHHA. Clie] CAHOBPEMEHHOTO NIPHIIOKEHHE Ha KapOuIona v JICRO/10MA
npH Y0BEKA, IU1a3MEHUTE HHBA HA JIEBOAIONA Ca 3JHAYUTENHO YBEIHYEHH, B CPABHEHHE C OTKPUTHTE 34
ChIIATA 10334 JIEBOIO0NA, NaACHA CAMOCTOATENHO, IOKATO [U1a3MEHUTE HHB& Ha JONTaMWHA 1
XOMOEBAHHIOBATA KHUCENHHA, 3HGYHTENHO HAMAABAT.

3abend3ano e, e NHPHAOKCHH XHIPOXIOpHA (BUTAMHH Bs), B opamHu no3u ot 10 mg go 25 mg 61p30
00pbllla aHTHNAPKUHCOHOBHA edieKT Ha Jicpoaona. KapOuaona npeaoTepariasa TOBA NEHCTBHE HA
MMpUACKCHHA. [1pH H3cneaBane Ha nanMedTH, npuemanmy ot 100 go 500 mg MHPHAOKCHH NHEBHO,
HAMa o0pbIIaHe HA TEPANeBTUUHMS eheKT, JOKATO Ca €IHOBPEMEHHO TPETHPAHH ¢ KOMOHHALIMA HA
nesogona/kapbéuaona.

Kaunuuna edukacoct ¥ 6€30MacHocT

B KNHHHYHH TIPOYYBAHHA, MALMEHTH ¢ YMEPEHA J0 Te)XKKa MOTOPHA HECTAOMIHOCT, MOKA3BAT
HaManeHo BpeMe Ha ,u3kiiroypane” (“off time*) npu ynorpeta na Cunenap Tabnerku ¢ YABBKEHO
oceoGoxnaBane, Kakto oT ¢TpaHa Ha NauMEHTH, Taka H OT CTPaHa Ha eKaps, OCOUYEHHTE oduiu
OLIEHKH 3a MoaoOpeHnic W aKTHBHPAHE HA €KeIHEBHHTE AeHHOCTH NpH “on” H “off” cheresHueTo, Ca
o1 no-a00pu Mo BpeMe Ha Tepania cbe CHHEnap.

5.2. dapMakokMHeTHYHH CROIICTBA

Abcopbums

DapMaKOKHHETHUYHH CBOMCTBA Ha CyHenap
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GapMakOKHHETHYHWTE CBOHCTBA Ha NEBOOTA, C/ie MPHEMAHETO Ha feBogona/kapduaona 200 mg/50
Mg JeKapCTBCHH TPOAYKTH ¢ YALHKEHO 0cBoO0KAaBaHe nod gopMara Ha TAOJIETKH, Ca H3CICIBAHH
TIPH MNa/IH H CTapH 3apasy 106poronuu, CpeJHOTO BpeMe A0 MMKOBOTO HHBO Ha MJIa3MEHATa
J1eBoAoMa, cael NpueMare Ha nesoaona/kapbuaona 200 mg/50 mg nekapcTBCHH NPOdYKTH C
YALIKEHO OCBODOXK JaBaHe € NpHONU3MTENHO iBa Yaca B cpasHeHHe ¢ (.75 Yaca npu
KOHBCHUMOHAIIHH Ta0NeTKH, ChAbPXKALIH JleBoaona/kapbuaona. CpeAHUTe HUBA HA MMHKOBATA
Ina3MeHa Jiesoona ca ¢ 6(0% no-uucky npu neeoaona/kapdbuacna 200 mg/50 mg nekapcTBeHH
MPOAYKTH ¢ YABDKEHO 0cBODOXKIaBaHE COPAMO KOHBCHLUHOHATHY TabneTk# fesogona/kapbuaona.

In vivo abcoplUMaTa Ha TEBORAONA Chel MPWIOKEHUETO Ka siesoaona/kapousona 200 mg/50 mg
NIEKAPCTBEHH NMPOAYKTH € YIBIIKEHO 0CBOGOKIABAHE € ¢ NPOABbLKUTENHOCT OT 4 fo 6 yaca. [Tpu Tesu
H3cneABaHKA, KAKTO W MPH NALUEHTHTE, TUIa3MEHWTE KOHLICHTPALHH Ha JIEBOAOINA BapHpaT B NMO-TECHH
TPaHMUM B CPAaBHEHME C TE3W NPH KOHBEHIMOHAHYM TabneTku nepoaona/kapbuona.

[Tonexe OHOHANHYHOCTTA Ha JIEROZONA OT neBoAona/kapourona 200 mg/50 mg nekapCTBeHH
IPOAYKTH ¢ YABDKEHO OCBOOOXK/IABAHE, OTHECEHA KbM Ta3H Ha NeBojona/kapbuaona
KOHBCHIIMOHANIHU TabneTkH € npubnuzuteHo 70%, AHCBHATA A03a OT JICBOAONA B IEKAPCTBEHATA
dopma ¢ KOHTPOMHpaHO ocBRODOKAaBaHe OOHKHOBEHO 1€ € [I0-BHUCOKA OT Ta3H NpH
KOHBEHUMOHANHHTE PopMH. HaMa qaHHH 3a 6BP30 H HEKOHTPOJIHPYEMO OCBOOOKIOBAHE HA

CbCTaBKHUTE HA Nerogona’kapbuoona 200 mg/50 mg nekapcTBEH NPOAYKT ¢ YABDKEHO
OCBODOKABaHE.

MeTtabonn3zbM Ha kapbHaona

Cnen nepopaitHa go3a paaHOaKTHRHO Oera3aHa kapOuaona, NPHIIOKEHA Ha 3/IpABH XOpa 1 Ha
CTpajaliy oT NApKHHCOHOBA O0NecT, MaKCHMAJTHUTE MNAa3MEHH HHBA HA PATHOAKTHBHOCT Ca
NOCTHUTHATH 34 2 10 4 4aca npy 3ApaBUTe MHAKBUAM U 34 1aC, WaC ¥ NONOBWHA [0 TIeT Haca Npu
Gonnute. [TpHOIHIUTETHO PABHH KOMHYECTEA CA OTAEICHH Ype3 YPUHATA B €KCKPEMEHTHTE U NIPH
ABeTe rpyny, CpaBHEHHETO Ha METa0OIMTHTE B YPHHATA HA 3PaBH HHIHBHAHN H Ha MALIHEHTH
MOKAa3Ba, Y& JEKApPCTBOTO ce METAGOIM3Hpa B €AHAKBA CTENEH H OT eAHUTE, H OT IDYTHTE. Y PHHHATA
€KCKpelLiMs Ha HEMPOMEHEHO JIEKAPCTBO HAMMB/IHO 3ABbpIIEA CNIC 7 Yaca H mpeacTaBisasa 35% oT
L4naTa YpHHHA paaoaktusHocT. Cnen Tosa ce Hamupar camo Metabonury. CaMo MeTaboTHTHTE,
OTAEISTHH OT YOBEKA, €A U~-METH/I-3-METOKCH-4-XHAPOKCH-(EHWIMPOITHIOBA KHCENHHA H (-METHII-3,4-
MUXHUAPOKCHPECHWINPONHNORE KHCENHHA. ToRa Ce H3UHCABA KaTo NpuOIu3NTENHO 14% U CBOTBETHO
10%, OT OTNE/ICHHTE PAANOAKTHBHM META0ONHTH. OTKPUTH €A 1Ba BTOPOCTENCHHM METa0ONHTA.
EnvHuaT ce HaenTudGuumupa Kato 3,4-IHXuapOKCH-(eHUN-aleTo , a APYIHAT, He CHBCEM CHIYPHO,
kaTo N-meTHI-KapOuaona. BCEKH OT TAX ce H3UHCABA HA TIO-MANIKO OT 5% OT MeTabOoMHTHTE B
ypuHaTa. B nocnennara e oTkpuTa w HempoMeneHa carbidopa. He ca nabmoaBaHi KOHWTATH.

MeTtabosr3pM Ha JIEBOIONA
Jlesogona ce abcopbrpa OBP30 OT racTPOHHTECTUHATHUAT TPAKT W B TONIAMA CTENEH CE

MeTadonn3upa. Bbipekd ye MOrar 1a ce oTKpUAT noseye o1 30 MeTabonmnTa, T4 ¢e KOHBEpTHPA
rNaBHO B JONAMUH, enHHedpHH, HopernrHedPHH H eBEHTYANHO AHXHAPOKCH)EHHIONETHA KHCENHHA,
XOMOBUHWIOBA KHCEINHA H BaHMN0aZeMORa KHeenvHa, 3 - (- METWIAOMA c¢ NMOSBIRA B
uepedpocnuyHaaHara TeqHocT. HeliHoTo 3HaueHHe € HeU3BECTHO.

KoraTo Ha naluHeHTH ¢ napkMHCOHORA B0JIeCT, MOCTABEHM HA xUETA O€3 MECHH MPOJYKTH, ¢€ NaBa
€IMHHYHA 1032 paaHoakTUBHO Oenazana levodopa, INa3MEHHTE HHBA HA PAAHOAKTHBHOCT JOCTHIAaT
MMUKOBA CTOHHOCT CJe Yac ¥ MOJIOBMHA 10 YETHPH Yaca M ¢a U3MepHmH 3a 4 no 6 vaca.

[1pn nHKOBUTE HHBA 0KoJio 30% OT paaHoaxkTHBHOCTTA € NoA (opMaTa Ha KaTtexonaMuHy, 15% Ha
nonaMmHH H 10% Ha nona. PagHoakTHEHUTE CheIHHEHHA ce OTAeNAT Obp30 4pe3 ypuHara, o ecaHa
TPeTa OT 103aTa Ha Aea yaca. 80% 10 90% oT ypunnute MetabonuTH ca GeHHIKapOOKCHIOBH
KHCEITHHH, INIABHO XOMOBAHHIIOBA KucenuHa. 3a 24 yaca 1 po 2% oT ycTaHOBEHATA PATHOAKTUBHOCT B
YPUHATA € B JONAMUH, & NOo-MANKo 0T 1% e 8 enuHedpyH, nopenvHedpHt ¥ HENpoMeHeHa ICBOLOA.

Edekr Ha xapbunona pppxy MeTabonuiMa Ha JeBoaoNna
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['tpH 3ApaBy HHIMBUAK KapOUIONaA CHIICCTBEHO YBENKYABA [11a3MEHHTE HHBA Ha ICBOAONA, KATO
MOCTUIA CTATHCTHUECKH 3HAYMMH KOJIHYECTBA, N3MEPeHH B CpaBHEeHue ¢ [1auedo. Tosa e yCTaHOBEHO
NPV NPWIOKEHNME Ha KapOnIona npeay JSBOAONA ¥ NPY TAXHOTO SHOBPEMEHHO NIPWIOKERUE. B
€IHO n3CcIeBaHE ¢ IPEABAPHTENHO NPUIaraHe Ha KkapOuIo11a, IIa3MeHHWTE HURA Ha ¢IHHHYHA 1034
JE€BOIONA ¢4 HAPACHAIM OKCJIO 3 IBTH, @ IIPOIB/DKUTERHOCTTA HA H3MEPHMHTE NIJIA3MECHH
KOHLICHTPALMH JIEBOIONA CE € YBeMHUKUna oT 4 ac 8 gaca. Koraro npu ApyrH H3CNEABAHHA JIBETE
JIEKApCTBA ca JaeHH HOBPEMEHHO, IOCTUTHATUTE PE3YNTATH Ca NMOJOOHH.

[1pu uzcneaBaHe ¢ €AMHHYHA 1032 PAAHOAKTHBHO OeNA3aHa NeBOoNa, KOATO € O1na IaBaHa Ha
MALHEHTH ¢ NIAPKHHCOHORA DOJIECT, NOIYYaBAIH NPEABAPHTENTHO KApOMA0Na, HMAa YBEIHUABAHE HA
SIIHMMHAIHOHHMSA MONYKHBOT Ha 001HAaTa pAZMOAKTHBHOCT, MPOM3THYANLIA OT JIEBOJI0NA, OT 3 1o 15
yaca. KapOuaona yBenHyara MoHE TPH MbTH TA3M HacT OT paAHOAKTHBHOCTTA, OB/DKALIA Ce Ha
HeMeTabonu3vpana esojaona. Kakro rnuasMeHuTe, Taka 1 yPHHHHUTE J0MMaMHH H XOMOBAHUJIOBA
KHCENHHA, cA C& HAMATHIM OT [IPeJBAPUTENTHOTO pHeMaHe Ha kapOuaona.

5.3. IMpeakJ HHUYMHR AaHHH 32 Ge3onacHOCT

ToKCHUKONOrHA
CpelHuTe AHEBHU KO3M HA AHOBPEMEHHO NpUiaranydTe kapOHIona v JIEBOA0NA PH YOBEKA €A
pecniektieHo 100 mgu 1 g, koeto e npubnuzutenyo 2 mg/kg kapbunona u 20 mg/kg neponona.

[Tepopanuure LDso Ha kapGraona ca 1750 mg/kg npH Bb3pacTHH KEHCKU MHULIKH, a 4810 1 5610
mg/kg npy MIa0d, pecneKTHBHO ®KEHCKH H MBXKH TUThX0BE, OCTpaTa TOKCHYHOCT IIPH NEPOPAJTHO
NPHIIOAKECHUE Ha kapbuaona € nogobHa NpH OTOUTUTE OT KbPMEHE MAIKH IUTbXYETA H Bb3PaCTHHTE
ITBXOBE, HO CHEIUHEHHETO € NO-TOKCHYHO [PH MMILXOBETE B KhpMaveckus niepuoa. [ogobH ca
QenezuTe Ha NeKapeTeeHus ¢heKT NpH MULIKH ¥ IITHXOBE, KOWTO €€ CBCTOAT B ITTO33, aTaKCHA U
HaMajIeHa ABMTATEtHA AKTHBHOCT. [1pu MHIIKHTE ce noaBaBa OpaaunHed. CMBPTHHTE CITydaH
HACTLNBAT NIPE3 ITBPBOTO JACHOHOINME W PAIKC HMA CMBbPTHH CIydaH 10 12 JHH.

[lepopanuute LDso Ha nesosona Bapupar ot 300 mg/kg MbKKH K KEHCKH IUIBXOBE KbpMaueTa, 10
2260 mg/kg NpH MIAJHTE JKEHCKH TLTbXOBE. [IpH3HAINTE Ha IEKapcTBeHuA ePeKT ca H3aaBaHe Ha
3BYLIM, Pa3apasHHMOCT, BL30YIUMOCT W MOBMIIABAHE HA ABMIATE/IHATA AKTHBHOCT, OC/IEBAHA OT
HamaneHa aKkTUBHOCT ciel 1 a0 2 yaca. CMBbPTHUTE CoTydan 0OMKHOBEHO HAcThIIBAT cliel 30 MAHYTH
WTH Ha CiiedBalllig J1€H, a pAAKo A0 5 AHH.

Ilepopanunute LDso Ha pazmuuHMTEe KOMOUHALMHK OT KapOuaona H JIEBOJOMA [IPH MULLKH BapHpaT oT
1930 mg/kg 3a otHowenke 1:1 Ao 3270 mg/kg 2a otHowenune 1:3. Tein xonuuecTra ca CyMmara ot
HHAMBHMIyaHHTE A03H KapOuona u nesoaona. [Ipoeepenure otHowenna Han 1:3 (1:4, 1:5, 1:10) ue
¢a IIPOMEHMJIH OCE3aTENTHO XapakTepHCTHKUTE Ha [LDso B cpaBHEHHE ¢ YCTAHOBCHHTE IIPH OTHOLWIEHHE
1:3.

OtHoweHusTa oT 1:3 1 Harope ca 6MIH Mo-MaNKo TOKCHYHH OT oTHoLEeHMA 1:1 M 1:2. [IpH3HauNTe Ha
TOKCHYHOCT BKJIIOYBAT HACTPBXBAHE HA ONAIUKHTE U KO3WHATA, aTAKCHA, ChII30TCUCHHE H ITOBHILIEHA
JBHraTelHa aKTHBHOCT, KNHHMYHM KOHBY/ICHH M MIOBHIIEHA PA3apasHUMOCT Ca HaOMOIaBaHH TIpH
034 ot 1500 mg/kg n noseye. CHIHO TpEMEpPEHe Ha I7IaBaTa M TANOTO ¢a 3adens3aHd NpH J03H OT
4120 mg/kg 1 no-eucoru. CMBpTTa HacThNBA clea 30 MuHyTH A0 24 vaca OT IPHIAraHeTo Ha 03K OT
4120 u 5780 mg/kg v no 12 auH — Ha aoza 2940 mg/kg,

HM3cnenBaHMA BBPXY XPOHHYHATA TOKCHEHOCT MPH NEPOPAIHO MPUINOKEHHE HA KapOnaona ca
NPOBSACHM 34 NMEPUOJ OT €AHA rOAMHa C MAHMYHH H 3a 96 CeIMHIH C TUTLXO0BE, NMPH H3MOI3BaHE HA
034 o1 25 no 135 mg/kg anesHo. [pu MaliMyHUTE He ca HaDMIOAaBaHH e(peKTH, CBBP3aHH ¢
JIEKapcTROTO. [IpH IUTEXOBETE € HACTHITHAA BANOCT KATO TPH HAKOHM OT KHBOTHHTE — 332 BCHYKH
no3oBH rpynH. [pu niexoeere, TpeTdpanu ¢ Hali-BHCOKHTE A03H, ce HaOM0/1aBa 3HAUHTE/IHO
MOBHIUEHO TETNO Ha HBOpenUTE, B CpAaBHEHME C TOBA HAa KOHTPOJIHKTE KHBOTHH, BBIIPEKH Ue HE Ca
HabAraaBaHH MHKPO- KIH MAKPOCKONKYHH NPOMEHH, KOMTO Aa o obacHaBar, JIvneear
XHCTONOFHYHH NPOMEHM, KOUTO Ce Tb/DKAT Ha TpeTHpaHeTo. KapOuaona ne € okaszana Bl
BHIA WIH YeCTOTATA Ha HEOMNA3HHU N0 BpeMe Ha 90-CeAMHYHO N3CIeABaHe NP iUTbXOB
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Hanenara Ha Kyuyera KapOuaona BOOH 0 HEAOCTUT HA MHPUACKCHH, NPEAOTBPATEH Ype3
€AHOBPEMEHHO IIPUNATAHE HA NHPHAOKCHH.

C MKTIOYEHHE HA MHPHAOKCHHOBHA HEAOCTHUT NMPH KyUueTa, KapOHaona He € NoKax1a TOKCHYHH
e()€KTH, CBEp3aHM ¢ xuaApasuluTe. Tpn OTHOLICHHA HA TO3HPOBKU OT KapdHaona H JIeBOACNa,
MPHIIOKEHH TIEPOPATHO Ha MaliMyHH 3a 54 ceIMHLY W HA MIBX0BE 3a 106 ceAMHIM, ITOKA3BAaT, 4e
rAaBHUTE PH3MYECKH ePeKTH ¢e TRIDKAT NPpeAHMHO Ha (PapMaKOUHAMHUHOTO NeHCTBHE Ha
BeHIECTRaTa. M3cnemsanuTe 103UpoBKH (Kapouaona/nerogona) ca 10/20, 10/50, n 10/100 mglkg
aneBHo. Ho3uporkure ot 10/20 mg/kg nHEBHO HAMAT SBHH PU3MYECKH eDeKTH.

[py MaiimyHu, TepeTrpanu ¢ o34 ot 10/50 v 10/100 mg/kg AHEBHO, c€ MO4BABA XHMEPAKTHBHOCT,
KOATO NpOIbKaea 32 cEAMHIM NMPH NO-BUCOKaTa nocoueHa ao3a. C qoza 10/40 mg/kg nHeBHO,
XHIEPAKTUBHOCTTA HAMAJIABA [10 BpEME HA H3CJCABAHETO, a ciiea 14-ra ceqMuua, BLobIIE HE ce
HabNroAaBa. MyCKynHA HEKOOPIMHHPAHOCT W clalocT ce 3abera3BaT a0 22-Ta ceIMHLA, TIPH J03H OT
10/100 mg/kg nHesHo. [TaTonorMuniTe N3CIEABAHHA HE ca MOKa3aIH HHKAKBH MOpPGOJIOTHYHH
MpPOMEHH.

[LrexoBere, kouto npuemar 10/50 u 10/100 mg/kg aHeBHO, ce Habnloaasa HaManeHa aKTHBHOCT, B
CpABHECHHUE C HOPMAJTHATA, H NOKA3BaT aOHOPMHH MO3HIIHUH Ha TAACTO. [To-BHCOKHTE HO3H NPUYUHHABAT
MPEKOMEPHO CArpHooTASNAHE. [ToaBaBa ce ¥ HaanaeaHe Ha Terno. [latomoruyuuTe H3cneARaHHA
pasKpHBaT MHOIO cyiada XHUneprpodua Ha AMHAPHHTE KAETKKH HA NOJYEIIFOCTHHTE XKJIE3H MPH ABA
roveXa, npuemMany no 10/100 mg/kg aAHeBHO, B NpOIBKeHHe Ha 26 ceAMULIM. HHKaKBH
XHCTOMOPPONOornyar eeKTH He ca OTKPUTH 3a KAKBAaTO W Aa € 1034, IpWiaraHa B IPOAL/DKEHHE Ha
54 wnu 106 ceaMunn.

XuneptpodHd Ha aUHHAPHHTE KJICTKH Ha CIHOHYSHHTE *JIe3d € 3aded2aHa MpH IUTBXOBE, TPCTHPAHH
C NO-BHCOKH KOMOMHHMPAHH A03HM, 33 MO-KPATLK NEPHOI OT BPEME, KAKTO H IIPH TPETHPAHE CaMo ¢
NEBOAOTA.

TepaTonoruyHu H penpoAyKTHBHH U3CTIEABAHHS]
Kapbunona He moka3pa TepaToreHeH edekT NMPH MHLLKK WK 3aiLM, TpeThpanu ¢ 2034 or 120 mg/kg

JAHCBHOQO,

JleBonorna npHuHHiBa MaopManMK Ha CKEJIETa H BbTPENIHUTE OPraHu Ha 3aiiuy NpH 1034 oT 125 U
250 mg/kg DHEBHO.

[Tpy KoMOMHMpaHu A03H OT KapOHaoNa H IEBOAONA, BapupalLu o1 25/250 a0 100/500 mg/kg nHeBHO,
HJMAa JOKA3ATENICTRO 34 TEpaTOreHeH eeKT NPH MULLIKK, HO IMPH 3a8HLATE CE NOABIBAT BUCLIEPANHA H
CKEJIETHH MaTpOpMALIMHU, NOA00HH Ha NPHYHHEHNTE OT caMOCTOATENHOTO NPHAAraHE Ha JIEBOACNA.

Kapbuaona HsiMa edekT BBPXY OILIOAHTENHATA CIOCOOHOCT, HEPTHIIMTETA U NPEKHBAEMOCTTA Ha
MaJIKWTE, KOraTo ¢e JaBa Ha mbxoee B A03H 0T 30, 60 unan 120 mg/kg nnesHo. Haii-Bucokara no3a
MPHYHHABA HAMANCHO HAAAABAHE HA TECTTIO NPH MBXKKHUTE IMNIBX0BE.

[Tpuraranero Ha kapbuacna/nesogona B A02M o1 10/20, 10/50 unn 10/100 mg/kg nHeBHO He 3acara
HabnaronpuATHO GepTHIHTETA HA MBKKH M )KEHCKH TBX0BE, TEXHHTE PENPOYKTHBHH CNOCOOHOCTH,
HHTO PacTeka U MPEXKUBACMOCTTA HA MAJIKHTE HM.

KapluHoreHesa

HamMa 3Ha4yuTeNHa pazinKa MeXAY TPETHPAHHTE U KOHTPOAHHTE TbXOBE NO OTHOWEHHE HA
CMBPTHOCTTZ H NMOABATA HA HEOTIA3HHU NpH 96-ceIMHUYHO H3CIeABaHe Ha KapOuona, B MepOpaTHH
JO3H OT 25, 45 win 135 mg/kg aHeBHo.

KoMOnnanuu ot kapbunona v nesogona {(10/20, 10/50 u 10/100 mg/kg AHEBHO) ca AaBaHK NEPOPATHO
Ha [LVLXOBE B poabuKeHue Ha 106 cenmunu. Hama edexr sppXy CMBPTHOCTTA, HATO BLPXY BHAA K
YecTOTa Ha HEOIUIa3HH, B CPABHEHHE ¢ TE3W HA KOHTPOIHHTE sKHBOTHH.
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0. GAPMANEBTHYHH JAHHH
6.1. Chnuchk HA NOMOIGHHTE B eCTRA
Aopo na mabremxama

XHAPOKCUNIPOIIT METHIILIEITYIO3a
Konounen 6e3poneH CHNHINEB AUOKCHA
(PyMapoBa KHCeHHA

Hatpues creapundymMapar
XuHOMUHOBO K bATO (E104)

Quamoeo noxpumie

XHIPOKCHIPOITWN METHILIETYNO3a
Makporon 6000

Koar xenezed okeua (E172)

YepeeH xemezen okeua (E172)

Turanuer guokcha {E171)

6.2. HecbBMecTHMOCTH

HenpunoxuMo

6.3. Cpox Ha roaHoOCT

3 ronuHH

6.4. CneunaiHH YCI0BHS H2 ChLXPaHEeHHE
Ja ce cpxpaHsaBa npH TeMnepatypa nmoa 25° C, Ha ¢cyXx0 ¥ TbBMHO MACTO.

6.5. BHA H cbABLPIKAHHE HA ONIAKOBKATA

PVC/PVDC/Al 6aucrepn,
B enna kapToHeHa KyTHA ce cuabpkatr 10 6nucrepa ¢ no 10 TabneTku ¢ yAb/LKEHO OCBOOOKIaBAHE.

6.6. CneuxanHu Npeana3sHU MePKH NIPH H3XBbp/sAHe H paboTa

HeHn3non3paHHAT NPOAYKT HITH OTOAABYHATE MaTepHani OT Hero TpAORa Aa ce H3XBBPIIAT B
CBOTBETCTBME ¢ MECTHUTE HIUCKBAHHA,

Hama crneupanHi H3HCKBAHHA 3a H3XBBPJIAHE.

7. NPUTEXKATE HA PAJPEIIEHHETO 3A YHOTPEBA

»~dalkagapMa BucokokadecTpenure Jlekapcrea™ A/l
Gyn.” I .M. TuMutpos”Nol

rp. Cogus 1172, Brirapus

Ten.: +359 2 962 54 54

thakc: +359 2 9603 703

¢-mail: info@tchaikapharma.com

8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEDBA
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Perucrpausones Ne: 20090136

9. JATA HA ITBPBO PAZPEIIABAHE/IIOJHOBABAHE 3A YIIOTPEBA

Hara na moppeo paspeluerue 3a ynorpebda: 06.04.2009
Hara Ha nocneaso noguoBasane; 23.06.2014

10. TATA HA AKTYAJTH3HPAHE HA TEKCTA

KOnu, 2023
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