MNPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHUSA IPOAYKT

Lysodren 500 mg tablets
JImzoapen 500 mg tabneTku

2. KAYECTBEH U KOJIUYECTBEH CbCTAB
Bcsika Tabietka chappika 500 mg mutoTan (mitotane).

3a IBJIHUA CHUCHK Ha IIOMOIIHUTE BEILIECTBA BIHKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

BGJ'IPI, JIBOITHO U3II'bKHAJIN, KPBIJTIA Ta0JICTKH C ACIIUTEIIHA Y€PTa

4. KIIMHUYHU JAHHU
4.1 TepaneBTUYHH MOKA3AHUSA

CHUMITTOMaTHYHO JIEYSHHE Ha HallpeIHaNl (HeonepaOuieH, MeTacCTaTHYeH WiTH PEHIUBUPAN)
aapenoxkopTukaieH kapuuaoM (AKK).

EdextsT Ha Lysodren BbpxXy He()yHKIMOHUPALL aAPEHOKOPTHKAJICH KAPIIMHOM HE € YCTaHOBEH.
4.2  J103MpOBKA M HAYUH HA MPHJIOKEHUE

Jlegenueto TpsiOBa ma ObIe 3aMMOYHATO U TMPOCIICACHO OT CIEITHAIKCT C TTOIXO/ISII OTIHT.

2 ] O3UPOBKa

[pu BB3pacTHM NeyeHneTo TPsOBa J1a 3aro4He ¢ 2-3 § MUTOTaH Ha JIeH, CJIe KOeTO J103aTa
MIOCTETICHHO JIa CC YBEIMYH (HAIIPUMED, MPe3 HHTEPBAIN OT 2 CEAMHIIH) TOKATO IIIa3MEHUTE HUBA Ha
MHTOTaH JOCTUTHAT TepaneBTHYHUs npo3open 14 — 20 mg/l.

Axo ce Hanara crieriieH KoHTpost Ha Cushing cumnTomMuTe npu NanueHTH ¢ TeKKa CAMITOMATHKA,
MOJKE J1a Ca HEOOXO0IMMHU T0-BUCOKU HAYaIHH 103U MEX 1y 4-6 g Ha JIeH U 10-0bp30 yBeIMuaBaHe Ha
JHEBHaTa J103a (HarpuMmep, Besika cenmuia). Haganna 1o3a, mo-Bucoka ot 6 § THEBHO OOMKHOBEHO HE
ce IMpernopbyBa.

Aoanmupane na 0ozama, nPociedssane u NPeKvC8ane Ha NeHeHUeno

AnanTupaHeTo Ha ji03ara ce MPaBH C 1€ JIa C€ JTOCTUIHE TePANeBTHUCH MPo30pell (MTa3MeHN HUBa
murortad 14- 20 mg/l), koeto rapanTHpa ONTUMATHO H3MOI3BaHe Ha Lysodren mpu mprHeMIIMBO HUBO
Ha 6e30MacHOCT. BCHITHOCT, HEBPOIOTHYHATA TOKCHYHOCT ce CBBhp3Ba ¢ HuBa Hax 20 mg/l, eto 3amo
TO3M TIpar He TpsAOBa aa ce qoctura. MiMa 1aHHu, Cropel KOUTO Ce MpeJrnoara, e Mia3MeHn HUBa Ha
murtoTtad Haj 14 mg/l morar ja 1oBeaat 10 mo-rojisma epukacHocT (Bxk. Touka 5.1). [Tnasmenn HuBa
Ha MUTOTaH MO-BHCOKU OT 20 M@/l MoXe J1a ca CBbP3aHHU C TEXKH HEXKETaHU PEaKIMH U HAMA
JOMBJIHATENHA 0132 OT TAX [0 OTHOLICHHE Ha edukacHOCTTa. ETO 3a1110, I1a3MeHNTE HUBA HA
MHTOTaH TPs0Ba [1a Ce MPOCIIEIsIBaT, 3a /1a ce Kopurupa fao3ata Ha Lysodren u na ce nzberse
JOCTUTAHETO HA TOKCHYHH HUBA.

Ho3ata TpsiOBa 1a ce ajanTypa WHIUBUIYaATHO Bb3 OCHOBA Ha MPOC/IEASIBaHETO HA INIa3MEHUTE HUBA
Ha MUTOTaH ¥ KIIMHUYHATA TOHOCUMOCT, JIOKaTO IUIA3MEHUTE HUBA HA MUTOTAH JJOCTUTHAT
tepaneBTHyeH npo3open 14 — 20 mg/l. TapreTHara ra3MeHa KOHIEHTPAIHsS OOMKHOBEHO C€ JIOCTHTa



3a mepuof ot 3 10 5 mecena.

[1na3mMeHuTe HIBA HA MUTOTAH TPSIOBA J]a CE OICHSBAT CJIE]l BCSIKA MMPOMSIHA B JIO3MPOBKATA H MIPE3
HOBTAPSIIIHM CE HHTEPBAIM OT Bpeme (HarmpuMep, Ha BCEKH JBE CEJIMUIIH) 10 TOCTHIaHE Ha
ONTUMAJIHATA MOATbPIKaIIa 103a. MOHUTOpUpPaHeTo TpAOBa J1a € o-4ecTo (HampuMep, BCsKa
ceIMUIIa), KOraTo € M3IM0JI3BaHa BUCOKa HadaHa J103a. TpsoBa aa ce B3eMe npenBua daxra, ye
HPUCIIOCOOSIBAHETO HA JI03aTa HE BOJM 10 He3a0aBHU MPOMEHHM B IUTa3MEHUTE HMBA Ha MUTOTAH (BXK.
touka 4.4). OcBeH TOBa, IUIa3MEHNUTE HUBA HA MUTOTaH TPsIOBa Jia ce U3MEPBAT PEIOBHO (HampuMmep,
©KEeMEeCEYHO) CIIe]] IOCTHIaHe Ha MO IbpiKallaTa 103a, HOpaJi HATPYBAHETO My B ThKaHHTE.

PenoBHOTO npocieasBaHe (HampuMep, Ha BCEKH J[Ba Mecella) Ha IIa3MEHUTE HUBA HA MUTOTaH €
HEoOX0IMMO U cJie]] MPEeKbCBaHe Ha JIe4eHHeTo. JIedeHneTo Moske a Ob/ie MPOABIDKEHO, KOTaTo
IIa3MEHUTE HUBA HAa MUTOTaH ca B auana3ona ot 14 1o 20 mg/l. [Topaau abirus moayXuBOT Ha
MHTOTaH, B IPOIBKCHNE HA CEIMHULINU CJIe]] CIMPAHe Ha JIEYEHHETO MOraT Ja ce HabJo1aBar
3HAYUTEIHU CEPyMHH KOHIICHTPAIIHH.

IIpu mosiBa Ha TEXKKHU HEXKEJIaHU PeaKlIiu, KaTO HEBPOTOKCHUYHOCT, MOXKE Jia C€ HaJIOKH BPEMEHHO
NPEKbCBaHE Ha JICYCHUETO C MUTOTaH. B ciyuaii Ha ciaba TOKCHYHOCT, Jj03aTa TpsOBa J1a ce peayuupa
JI0 ZOCTUT'aHE Ha MaKCHMaJlHa IOHOCHMA J103a.

Jleuenneto ¢ Lysodren TpsiOBa 1a mpoab/KH, TOKATO ce HAOMI0AaBaT KIMHIUYHH MOJ3U. AKO HE ce
HaOIrogaBaT KIIMHUYHHA ITOJI3H clie]] 3 Mecella TPy ONTUMAaTHA 11034, JICUSHHUETO TPSOBa 1a ce

IMMPEKpaTHu 3aBUHAru.

CroenpanHy IOonyJIaluu

Tleouampuunu nayuenmu
OnuThT IpHU Je1a € OrpaHuyeH.

Jlo3aTta Ha MUTOTaH 3a Jiella He € J00pe yCTaHOBeHA, HO U3IJIeXk 1a EKBUBAJICHTHA Ha Ta3H MPH
BB3PACTHH, CJIe]] KOPUTUPAHE CIOPE]T TeJIeCHATa MOBBPXHOCT.

Ipu fera v FOHOIIH JIeYeHHeTo TpsidBa aa 3anouwe ¢ 1,5 mo 3,5 g/ m? JTHEBHO C 1IeJ Ja ce€ JOCTUTHE 0
4 g/m2 nHEeBHO. KakTo pu Bb3pacTHUTE, TUTA3MEHUTE HIBA HA MUTOTAH TpsiOBa Jla Ce MPOCIIE/IsIBaT,
KaTo Ce BHUMaBa 0COOEHO MHOTO, KoraTo mocturHar 10 mg/l, Teii KaTo € BE3MOKHO Ja ce HaOIoaaBa
0Bp30 mokauBaHe. Jlo3aTa MOXe J1a ce peaylrpa ciiel 2 Wiu 3 Mecela B 3aBUCUMOCT OT TUTa3MEHHTE
HMBa Ha MUTOTaH WIX B CIy4ail Ha C€pUO3HA TOKCUIHOCT.

Yeproopobno yspexcoane

Hsma omut ¢ ynmorpebaTa Ha MUTOTaH NPHU MALMEHTH C YePHOAPOOHO YBpEXKIaHEe, TaKa Ye HAMa
JOCTaThYHO JAaHHH, 3a J1a ce Jla/laT NPEernopbKy 3a 03aTa B Ta3u rpymna. Thil kKaTo MUTOTaH ce
MeTaboIM3Hpa TIaBHO B YEpHHUS 1po0, OUaKBa ce IIa3MEHUTE HUBA HA MUTOTAH J[a CE YBEJINYAT, aKO
yepHOIpoOHaTa (DYHKIMS € HapylIeHa. YnorpedaTa Ha MUTOTAH TP MAUEHTH C TEKKO
4epHOPOOHO yBpEXkKAaHe He ce IpenopbuBa. [Ipy NareHT! ¢ J1eKo 0 YMEPEHO YepHOAPOOHO
yBpEkKIaHe € He0OX0ANMO ITOBHIIIEHO BHUMAHHUE U MPOCIeIIBaHe Ha YePHOIPOOHaTa (DyHKITHSL.
[IpocnensBaHe Ha TIIa3MEHUTE HUBA HA MUTOTAH Ce MPEMOPHhUBA OCOOCHO MPH TE3H MAMEHTH (BIK
Touka 4.4).

bvopeuno yepescoane

Hsma onut B ynmotpebaTta Ha MUTOTaH IIPH NAMEHTH ¢ ObOPEYHO yBpeXkKIaHe, Taka e JaHHUTE He ca
JOCTaTh4HHY, 32 Jla ce JajaT NPEeNnopbKHU 3a J03aTa B Ta3H Ipyna. YHnorpedaTa Ha MUTOTAH MU
HAaMEeHTH C TeKKO OBOPEYHO yBpEXkIaHe HE CE MPETophyBa, a B CIyJanTe Ha JIEKO 10 YMEPEHO
O0BOpeYHO yBpekKIaHe € He0OX0ANMO TTOBHIIIEHO BHUMaHue. [IpocnensBane Ha mIa3MeHNTe HUBA Ha
MHTOTaH C€ MPENopbhyBa 0COOCHO NPH TE3H MALMECHTH (BHXK TOYKa 4.4).

Io-6v3pacmuu nayuenmu (> 65 200unu)
Hsima onwt B ynorpebarta Ha MUTOTaH TP MAIMEHTH B HAMIPEHANA Bb3PACT, TaKa Y€ HE ChIIECTBYBAT



AO0CTAaThb4YHO NJAaHHU, 3a a CC AaAC IMPCIIOPBKA 3a 103aTa B Ta3u Irpymna. HGO6XO,I[I/IMO € IIOBUIIICHO
BHHUMAHHUC U KOHKPCTHO CC IMPCIIOPBHIBA UCCTO MPOCICASABAHC HA MJIAa3MCHUTC HUBA HA MUTOTAH IIPU
TC3U IMMAIIUCHTH.

Hayun Ha npuaoxeHue

OO01maTa mHEBHA /1032 MOXe Ja Obje pa3eneHa Ha IBa WK TPH MpreMa criopes y1o0cTBOTO 3a
naruenTa. TabneTkure TpsOBa J1a ce MPUEMAaT C Jallia BoJia 110 BpeMe Ha XpaHeHe ¢ 0oraTH Ha
Ma3HUHU XpaHu (Bk. Touka 4.5). [lanmentuTe TpsiOBa fa ca mpeaynpeieHu 1a He U3II0JI3BaT TaOIeTKN
C MPHU3HALM HA BJIOIIABAHE HA KAYECTBOTO, a TE3U, KOUTO C€ TPIKAT 3a TSIX — JIa claraT PhKaBUIH 33
eJHOKpaTHa yrnoTpeba, Koraro 0OpaBsT C TA0JIETKUTE.

4.3 IIpoTuBOMOKa3HUSA

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEHIECTBO MITH HIKOE OT MOMOIITHHUTE BELIECTBA, N30POCHU B
Touka 6.1

Kbpmene (Bux Touka 4.6)

EnHoBpeMeHHa ynotpeda chbC CIIMPOHOJIAKTOH (BHX TOUKa 4.5)

4.4 CpnenmajHu npeaynpexIeHus W NpeANasHu MepKH NPH yoTpeda

Ilpeou 3anousane na revenuemo: I'oneMuTe METaCTaTHYHU MacH TpsiOBa 1a ObAAT XUPYPTUUHO
OTCTPaHEHH, IOKOJIKOTO € Bb3MOXKHO, IIPEU Ja 3alI04HEe JIEUCHUETO C MUTOTAH, 3a Ja C€ CBEJE JO
MHUHHMYM PUCKa OT HH(APKT U KPHBOU3IMUB B TYMOPA, IOPaau ObP3Hs HUTOTOKCHUYECH e(eKT Ha
MHTOTaH.

Puck om naobvopeuna nedocmamvurnocm. Beuuku narnueHTy ¢ He@yHKImonupaiy Tymop u 75% ot
HalUeHTHTE ¢ PYHKIIMOHUPAI] TyMOP MTOKa3BaT MMPU3HAIK Ha HaJ0BOpeYHa He0CTaThYHOCT. ETO
3al110, IPH TE3M MALMEHTH MOXKE J]a CC HAJIOXKK 3aMECTUTEIIHA Tepanus cbC cTeporau. Thit KaTo
MHUTOTAH yBEINYaBa IIa3MEHUTE HUBA HAa CTEPOUA-CBBP3BAIIUTE MPOTCHHH, 32 ONTHMATHO JO3UPaHE
Ha CTEPOMIHOTO 3aMECTBAHE € HEOOXOIUMO OTpeessiHE Ha CBOOOIHMUS KOPTH30JI B KOPTHUKOTPOITHH
(ACTH) (Bx. Touka 4.8).

Lok, meocka mpaema unu ungexyus: JIedeHHEeTo C METOTaH TpsiOBa BPEMEHHO J1a e MPEKBCHE
BeIIHATa CIIE] 10K, TEKKa TpaBMa MIIH HHMEKITHS, Thii KaTO HETOBOTO OCHOBHO JICHCTBHE € TOTHCKaHE
Ha HanObOpeuHata GyHKIMs. B TakuBa ciydyau TpsiOBa 1a ObJIaT BBBEICHU €K30TSHHH CTEPOUIM, Thid
KaTo MOTHCHATaTa HaJOBOPEUHA KIIe3a MOKE JIa He 3all0YHE BeHara ja otnens crepounu. [lopamu
YBEJIMYCHHSI PUCK OT OCTpa aipEHOKOPTUKAIHA HEJOCTATHIHOCT MAIMEHTUTE TPsIOBa Ja ObaaT
WHCTPYKTHPAHHU Jla Ce CBBhPKAT BEAHAra ChC CBOS JIGKYBAIIT JIEKap MPH TOsIBa Ha HapaHsSBaHE,
WH(EKIYS ¥ HIKaKBO JIPYTro ChITBTCTBAINO 3a00iisBane. [lanmenTure TpsiOBa aa HOCAT Che cede ch
manueHTCcKaTa KapTa, IpeJIoCTaBeHa ¢ TUCTOBKara Ha Lysodren, kosTo ykasBa, 4e Te ca
MIpeApasnoIoKeHN KbM HaAObOpeUYHa HEJOCTATHYHOCT M TIPH HY’KIa OT CIICITHA MEAUITMHCKA TTOMOIIT
Tps0Ba J1a ce B3eMAaT ChbOTBETHH MPEIIA3HU MEPKH.

IIpocneosnsane na niasmenume nuga: Ilna3MeHHTe HUBA HA MUTOTaH TPsIOBa Jia ce MPOCIE/sIBaT, 3a Ja
ce KOpUrupa ao3ara Ha MUTOTaH, 0COOCHO aKO Ce CUUTa, Ye ca HEOOXOIUMHU BHCOKH HaYaJIHU JJO3H.
BB3MOKHO € J1a ce HaJloKK KOPUTHPaHe Ha J03aTa, 3a J1a Ce TOCTHIHAT KEJTaHUTE TeparleBTHYHN HUBa
14 - 20 mg/l u na ce uzbernaT cnenUpUIHNTE HEXKETAHH PeaKiuu (BHK Touka 4.2).

Yeprnoodpoono unu 6vOpeuno ygpescoane: Hama noctaTrbuHo JaHHU B MOJKpeNa Ha ynoTpedara Ha
MUTOTAaH TPH MAIHEHTH C TEXKKO YePHOAPOOHO Wiin OhOpedHo yBpexaane. [Ipu nanueHTn ¢ 1eKo Wi
YMEPEHO YePHOAPOOHO, MM OBOPEUHO YBPEIKIaHE € HEOOXOAUMO IMOBUIIICHO BHUMAHUE
NpPOCIIEASBaHETO Ha IIA3MEHUTE HUBA HA MUTOTAaH € 0COOCHO MPENOPHYUTEIHO (BXK. TOUKa 4.2).

Hampyneaue Ha mumoman 6 mvkanume:. MacTHaTa ThKaH MOXE Jla CIIy’>KH KaTO pe3€pBoap 3a
MUTOTAH, KOCTO Aa JOBECAC N0 YABJLKCH MOJIYXXUBOT U NIOTCHIIMAIHO HATPYIIBAHC HA MUTOTAH.
CJ'IG,I[OBaTCJ'IHO, BBIIPCKHU MMOCTOSIHHATA 1034, HUBATA HA MUTOTAH MOXKEC a CC ITOBUIIAT. Eto 3al1o, 1
CJIeq NpEKbCBAaHE Ha JICYECHUECTO, TpSI6Ba Ja C€ nmpocjcadaBar mj1asMCHUTC HMBAa HA MUTOTAaH



(HaanMep, Ha BCCKH JBa Meceua), TBi KaTO € Bb3MOXKHO Aa HACThIIN YABIDKCHO OCBO60)KZ[aBaHG.
CunHo ce npenopbYBa NOBUILICHO BHUMAHHUC U CTPOI'O MPOCJICAABAHC HA IIJIA3MCHUTC HMBA HaA
MUTOTAH IPU JICUCHUEC HA MMAIUCHTU C HAJTHOPMEHO TCIJIO.

Hapywenus na yenmpannama nepsua cucmema. IIpogbIDKUTETHOTO HENMPEKHCHATO MPUIIaTaHe Ha
BHCOKH JI03W MUTOTaH MOXKE J1a JIOBEJIE /10 0OpaTUMO MO3BYHO yBpEXK/IaHe ¥ HapyllIaBaHe Ha
Mo3b4HaTa QyHKIHA. PenoBHO TpsaOBa na ce mpaBsT MOBEACHYESCKH M HEBPOJIOTUYHH OLIEHKH, 0COOCHO
KOTaTo IIa3MEHUTE HUBa Ha MUTOTaH Haasumasat 20 mg/l (Bx. Touka 4.8).

Hapywenus na kpvema u numgpnama cucmema: JIeueHUETO ¢ MUTOTAH MOXKeE /1a 3aCETHE BCUUKU
KPBBHHU KJIETKH. YecTo € choOLIaBaHo 3a JIEBKOTICHHUS (BKIIOYUTEIIHO HEYTPOIICHHUS), aHEMHS U
TpOMOOLIMTATICHHS TIPH JIeUeHe ¢ MUTOTaH (BX. Touka 4.8). [1lo Bpeme Ha jedeHNe ¢ MUTOTaH TPsOBa
Jia ce mpocIe/sBa OposT Ha YePBEHUTE KPBBHU KIIETKH, OETUTEe KPHBHU KIIETKH U TPOMOOIUTHUTE.

Bpeme na kvpsene: Y IbIDKEHO BpeMe Ha KbPBEHE € JIOKJIaIBaHO NPH MAIMEHTH, JIEKyBaHH C MUTOTaH
¥ TOBa TPsIiOBa /1a ce B3eMe MPEIBHI, KOTaTo Ce OOMHUCIIS XUpYpriudHa Hameca (Bxk. Touka 4.8).

Bapgapun u anmuroazynanmu om kymapurnog mun: IIpu npunarane Ha MUTOTaH IPH NALMEHTH HA
JIeYCHHUE C aHTUKOAryJaHTU OT KyMapuHOB THII, TAIUEHTUTE TPsiOBAa BHUMATEIHO J1a ObaaT
NpOCIIe/siBaHy 3a MPOMSIHA B M3UCKBAaHMATA 32 J103aTa HA aHTUKOAryJaHTHTe (BXK. Touka 4.5).

Bewecmea, memabonuzupanu upes yumoxpom P450: MUTOTaH € HHAYKTOP HA YEPHOPOOHUTE
€H3UMH U TpsiOBa J1a ce U3MOJI3Ba BHUMATEIHO [IPH €IHOBPEMEHHA yIoTpeda ¢ JeKapCTBEHU
HPOJIYKTH, KOUTO CE MOBJIHSBAT OT YEPHOIPOOHHS METa00IN3bM (BXK. TOUKa 4.5).

Henu ¢ demepoden nomenyuan: JKeHUTE ¢ TeTEpOICH MMOTCHINAI TPSIOBA J1a U3IOI3BaT e(heKTUBHA
KOHTpAIICTIIHS [0 BPpeMe Ha JICYEHHUETO C MUTOTaH (BXK. Touka 4.6).

Heduampuunu nayuenmu: Ilpu nemna v FOHOIITA MOJKE J1a ce HaOJII01aBa N30CTaBaHe B
HEPBHOINICUXUYHOTO Pa3BUTHE MO BpEME Ha JICUEHUE ¢ MUTOTaH. B TakuBa ciydau TpsOBa ia ce
W3cJe/iBa TUPOUIHATA (PYHKIMS, 32 J1a ce UICHTH(HUIMPA EBEHTYaTHO YBpEXKIaHEe HA ITUTOBUIHATA
JKJI€3a, CBBP3aHO C JICUYCHHETO C MUTOTAH.

45 B3aumopeiicTBHe C IPYIrH JeKapCTBEHU NPOIYKTH U Apyru ¢gopMu Ha B3auMojeiicTBUe

Cnupononaxmon: MuToTaH He Tps0Ba J1a ce 1aBa B KOMOMHALMS CbC CIUPOHOJIAKTOH, Thil KaTO TOBA
aKTHBHO BELIECTBO MOJKE J1a OJOKUpa JEHCTBUETO HA MUTOTaH (BXK. Touka 4.3).

Bapgapun u anmuroazynanmu om kymapurog mun: Vima JaHHHU, ye MUTOTaH yCKOpsiBa MeTabonu3ma
Ha BapQapuH Ype3 HHAYKLUHUATA Ha YePHOAPOOHUTE MUKPO3OMHH €H3UMH, KOETO BOAH 10
HEOOXOIUMOCT OT yBeJIMYaBaHe Ha j03aTa Ha BapdapuH. CiieoBaTeIHO, MAMEHTHTE TPsiOBa 1a
ObIaT BHUMATEIHO TPOCIeIsSIBaHu 3a IPOMIHA B HE0OXOAMMAaTa 1032 aHTUKOAryJIaHT, KOTaTo
MUTOTaH C€ Mpuiiara Ha MalueHTH, KOUTO ca Ha JICYeHHE C aHTUKOATYJIaHTH OT KyMapHHOB THII.

Bewecmea, memabonusupanu upes yumoxpom P450: JlokazaHo €, 4¢ MUTOTaH IPUTEIKaBa
uHIynupani edpext BbpXy nutoxpom P450 enzumure. CrneoBareinHo, TNIa3MEHUTE KOHIICHTPAI[UH Ha
BEIIECTBATa, KOUTO ce MeTabonu3upar upe3 uutoxpom P450, morar ga 6baat Mmogudummpanu. Ipu
nurcaTa Ha uHpopManus oTHOCHO crietuduaante P450 n3oeH3nMu, KOUTO ca aHTaKUpPaHH, TPSOBa
Jla ce BHUMaBa, KOraTo ce MpealrcBaT €AHOBPEMEHHO aKTUBHH BEIIECTBa, METabOIM3UPaHH 10 TO3U
BT, KaTo (HApe[ C IPYTH) aHTUKOHBYJICAHTH, pu(adyTnH, pudaMIuIH, TPU3e0PYIBUH U )KBIT
kantapuon (Hypericum perforatum).

Jlexapcmeenu npooykmu, 0elicmeawyu bpxy YeHmpaiHama Hepena cucmema: MUTOTaH MOXe J1a
NPUYMHN HEXXEJTaHH PEaKkIMy OT CTpaHa Ha LIEHTpaHaTa HEPBHA CUCTEMa IPH BUCOKH KOHIICHTPAIIU
(Bk. Touka 4.8). Benpeku ue HaMa cnerudraHa nHOOpMAaIus 3a papMakKOAMHAMAIHATE
B3aWMOJICHCTBUS B IICHTpaJIHATA HEPBHA CHCTEMa, TOBA TPsIOBa Jla ce MMa TPeIBU]I, KOraTo ce
IpEANICBAT €THOBPEMEHHO JICKApCTBEHH MPOIYKTH C JCTIPECHBHO JACHCTBUE BHPXY IIEHTpaTHATa



HCpBHA CUCTCMA.

Boeamu na masnunu xpanu: JJaHHNUTE, IOTYYEHH [IPH MUTOTAH C Pa3JIMieH ChCTAaB COYAT, Ue
MIPUEMaHEeTO My ¢ OOraT Ha Ma3HUHU XpaHH 3acHUjiBa abCopOIMaTa HA MUTOTAH.

Xopmon-cevp3sauy npomeun: JlokazaHo €, 4e MUTOTAH yBeJIHMYaBa IJIa3MEHUTE HUBA HA XOPMOH-
CBBbP3BAIlUTE IPOTEUHU (HAI., TJI00yIMHA, CBbp3BaIll ojoBuTe XopMoHHU (SHBG) u
KOpTHUKOCTepouI-cBbp3Bamtus rio0ynuH (CBG)). Tosa TpsiOBa fga ce mMa mpenBuI, KOraTo ce
TBJIKYBAT PE3YJITATUTE OT KOJIMUECTBEHO ONPEACIISIHE Ha XOPMOHHU M MOXeE Jia IOBEAE 0
THHEKOMACTHSL.

46 @epTUaNTET, )PEMEHHOCT U KbPMeHe

BpemeHHocT
JlanHuTE OT OrpaHUYeH OpO clydyan Ha eKCIO3UIHA MO0 BpeMe Ha OpeMEHHOCT IMOKa3BaT aHOMaJIHH B

Ha0BOpeUHUTE XKJIIE3U Ha (eTyca clie eKCIO3UIMs Ha MUuToTad. He ca mpoBeXxaHn penpoIyKTHBHI
NPOYYBaHUS MPH KUBOTHU C MUTOTaH. [I[poyuBaHusTa PH KUBOTHH C ITOI00HH BEIECTBA [TOKA3BAT
PENPOAYKTUBHA TOKCHYHOCT (BX. Touka 5.3). Lysodren TpsiOBa na ce npuiara npu OpeMeHHHU KeHU
caMo B CITy4ail Ha KaTeropuyHa HEOOXOAMMOCT U aKO KIIMHMYHATA M0J13a HECbMHEHO HaJIBUIIaBa
HOTEHIMAIHUS PUCK 3a IUIOJA.

JKenute ¢ gereponeH nmoTeHnuan TpsiOBa ga n3mon3Bar eeKTHBHA KOHTPAIETIIHS TT0 BpeMe Ha U CIIe]T
CIIMpaHe Ha JICYCHUETO, JOKATO CE OTYUTAT IJIA3MEHHU HUBA Ha MUTOTaH. TpsOBa 1a ce MMa MpeaBH
YABDKEHOTO SIMMUHUPAHE HA MUTOTaH OT OpraHu3Ma ciiejl crupanero Ha Lysodren.

Kopmene
[Topaau nunoduaHaTa CU MPUPOIA € BEPOSTHO MUTOTAH Jla C& EKCKPETHPa B MAMYMHOTO MJISIKO.

K’bpMeHeTO € IIPOTUBOIIOKAa3aHO 110 BpEME Ha U CJICA CIIMpaHC Ha JICYCHUCTO C MUTOTAaH (B)K.
TOYKa 43), JOKAaTO CC OTUYUTAT IJIa3MCHHU HMBA HA MUTOTAH.

4.7  EdexTu BbpXY CIOCOOHOCTTA 32 mIO(pUPaHe H padoTa ¢ MAIIMHU

Lysodren noBnusBa B 3HAYMTENHA CTEIICH CIIOCOOHOCTTA 3a oG UpaHe U padoTa ¢ MAIIUHU.
AMOyNIaTOpHUTE MAIMEeHTH TPsOBA 1a ObJaT NpeAynpecHH, Ye He TpIOBa aa modupaT Win aa
paboTAT ¢ MaIlIMHU.

4.8 Hexenanu JeKapcTBeHH PeaKIHH

JlaHHUTE 3a 0€30MACHOCT C€ OCHOBABAT HA JIUTEpaTypara (TJIaBHO PETPOCIIEKTHBHH MPOYYBAHUS).
[ToBeue ot 80 % OT manmeHTUTE, ICKyBaHU C MUTOTAH, Ca MPOSBUJIN IIOHE SAMH BHUJI HEeXeTaHa
JieKapcTBeHa peakiws. Hexenanure peakiuu, M30poeHH MO-10I1y, Ca TPYIMPAHHU 110 YeCTOTaTa u
CHUCTEMO-OPTaHHHU KJ1acoBe. [ pymuTe B 3aBUCHMOCT OT YECTOTATa Ca ONPEICIICHH ChIIIACHO CIIeTHATA
KOHBEHITUS: MHOTO decTH (>1/10), wectr (>1/100 o <1/10), newectu (>1/1 000 go <1/100), penxu
(>1/10 000 mo <1/1 000), muoro peaku (<1/10 000), ¢ Hens3BecTHA YecTOTa (OT HATMYHHUTE JAHHU HE
MOXe J1a ObJic HarpaBeHa OleHKa). [Ipy BCSIKO rpynupaHe B 3aBUCMMOCT OT Y€CTOTa, HEXKETaHUTE
JICKApCTBEHU PEAKIMU ca U30POCHHU B HU3XOJAIL PEJ MO OTHOIICHHE HA TIXHATA CEPHO3HOCT.

Tabnuua 1: YecToTa Ha HeXeJaHUTE JICKAPCTBEHU PEaKLMH, ONPEAEICHA OT JIUTEPATYPHHUTE TaHHU

Hexenann peakuun
CucremMo-opranHu MHoro yecTH Yectun C HensBecTHa YecTOTa
KJIACOBE

Hscneosanus YBenuueHn 4epHOAPOOHHU Hamanmena nukouna
€H3UMU KHCEJINHA B KPBBTA.
YBennueH mia3MeH
XOJIECTEPOT
VBennueHu mia3MeHu
TPUTIIHLEPUIH




Hapywenus na kpvema
u aumpHama cucmema

JleBKOIIEHUS
Y 1bIKEeHO BpeMe Ha
KBbpPBCHE

AHemus
TpomboruToneHus

Hapywenus na Arakcus Menranuu yBpexaanus | Hapymenus na
HepsHama cucmema [Tapecresns [TonuueBponaTus PaBHOBECHETO
Bepturo JlBuraTesnHu HapyleHus
CpHIHMBOCT 3amasiHOCT
['maBoOonue
Hapywenus na ouume Makynonatus
ToKCHYHOCT 3a peTuHaTa
JIBOifHO BWX1aHE
IloMbTHSIBaHEe Ha JIELIUTE
3pUTENHO HapyIIeHHe
3aMBIJIEHO BHXKAAHE
Cmomawino-upesnu Myxo3ur XumnepcanuBarus
HapYuileHus. [oBprwiIane Hucreysus
Huapus Hucnencus
T'anene
Enuracrpanen
JTMCKOM(OPT

Hapywenus na
Ovopeyume u
NUKOYHUME NbmMuya

XeMoparuueH HUCTUT
Xemartypus
IIpoTtennypus

Hapywenus na
Koocama u
NOOKONCHAMA MbKAH

Koxen o0pus

Hapywenus na Muactenus

MYCKYIHO-CKelemHama

cucmema u

cveouHumenHama

MbKAH

Hapywenus na Han6b6peuna TupounHo yBpexxaaHe
eHOOKpUHHAMA HEJA0CTaThYHOCT

cucmema

Hapywenus na Anopexkcus XHUMOYpUKEMUS
Memabonusma u XHIepxonecTepoeMus

Xpanenemo XUMepTPUTIHIEPUAECMUS

Hngpexyuu u OmnopTIOHUCTUYHA MUKO3a
ungecmayuu

Cv0osu HapyuieHus

XHunepToHus
OpTocTaTyHa XUITOTOHHS
3auepBsiBaHe

Obwu napywenus u Actenus Xunepnupekcus

egexmu Ha MACTMOMO I'enepanuszupana Oonka

Ha NPUNLOJICEHUE

Xenamo-bunuapnu ABTOMMYHEH xenatuT | YepHoapoOHO yBpexaaHe

HapyuleHus. (xenarouenynapHo/XoJecT
ATUYHO/CMECEHO)

Hapywenus na I'mnekomactus

6b3NPOU3EO0UMETHAMA

cucmema u 2bpoama

Hcuxuunu napywenusa | O0bpKaHOCT

Onucanue Ha u36pauu HeoiceNlanu jekapcmeeru peaxkyuu




CromairHo-4peBHUTE HapyIIeHus ca Haii-uecto noxmansanute (ot 10 mo 100 % ot manueHTHTE) U Ca
o0OpaTtuMu, KoraTo a03ara ce Hamanu. Hsaxon oT Te3n edekTr (aHOpEeKCHs) MOXKEe Jla ca MPU3HAK Ha
3aM0YBaIl0 HAPYIICHNUE B IIEHTPAIHATA HEPBHA CHUCTEMA.

Heskenanu peakiuu OT CTpaHa Ha HEPBHATA CHCTEMa Ce MOSABABAT npu npubmusutento 40 % ot
nanueHTure. B murepatypara ce cho0IaBar u APyry HEKENAHH PEaKIMd OT CTPaHa Ha IEHTpaIHATa
HEepBHA CHCTEMa, KaTo HapYIICHHs Ha TTAMETTa, arpeCUBHOCT, [ICHTPAJICH BECTHOYIIapEeH CHHIPOM,
IM3apTpus Wi cuHApoM Ha [TapkurcoH. CeprHo3HUTE HEKETaHH PEaKIMU U3TIICKIA Ca CBhP3aHH C
KyMyJIaTHBHATA CKCIIO3MIIMS HA MUTOTAH U HAi-BEPOSATHO Ce MOSIBSBAT MPH IIa3MCHU HUBA HA
muroTan 20 Mg/l nim mo-Bucoku. [Ipyu BUCOKHM T03H U CJIE POIB/DKUATENHA yIIOTpeda MoXKe /1a
HACTBITU BJIOIIaBaHEe HAa Mo3buHaTa QyHKIUs. Hexenanure edextu oT cTpaHa Ha HEPBHATA CHCTEMa
U3IJIeXKIa ca 00paTHMHU CIIe/T IPEYCTAaHOBSIBAHE HA JICUCHHETO C MUTOTAH U HaMaJIsIBaHE HA
I1a3MeHUTE HUBA (BXK. Touka 4.4).

Koxxaute 00puBH, KOUTO ce choOIIaBat npu S 10 25 % oT mauueHTuTe, U3rIeKaa HIMaT BpPb3Ka C
J03aTa.

3a neBkoneHus ce cbobmasa npu § 10 12 % oT nmanmeHTUTe. Y ABIKEHOTO BpeMe Ha KbpPBEHE
u3rnexaa ce cpema yecto 90 %), BBIIPEKH Y€ TOUHUAT MEXaHU3bM Ha TO3H €(EeKT € HEU3BECTEH U
BpB3KaTa My ¢ MUTOTaH WJIM C OJJIEKALIOTO 3a00/1sBaHe € HECUTYpHA, TOH TpsiOBa Ja ce uMa
OpeaBHI, KOraTo ce 0OMUCIS XUpyprUYHa MHTEPBEHIIHSL.

AKTHBHOCTTa Ha YepHOApOoOHUTE eH3umu (rama-GT, amuHOTpaHChepasa, ankanHa pocdarasza) e
YEeCTO YBEJIMUCHA. 3a aBTOUMYHEH XEMaTHT ce ChoOIaBa npu 7 % OT mamueHTuTe, 6e3 npyra
nHpOpMaIus 3a Mexann3Ma. HuBara Ha 4epHOAPOOHHUTE EH3MMH C€ HOPMAJIM3UPAT, KOTaTo J03aTa Ha
MUTOTaH ce HaMalu. JlokiajBaH € ciydail Ha XosnecTtaTudeH xenatut. ETo 3a1o, He MoXxe J1a ce
W3KJIFOYY BH3MOXKHOCTTA 32 MHTOTAH-UHIYIIMPAHO YEPHOIPOOHO YBPEK/IAHE.

Teouampuunu nayuenmu

[To BpeMe Ha IEYEHUETO C MUTOTAH MOXKE JIa CE Ha0JII01aBa HEPBHOIICUXUYHO H30cTaBaHe. [Ipu
TaKWBa CIIy4au TpsOBa Ja ce MPOYYH TUPOUIHATA (PYHKIIHS, 32 J1a CE HISHTH(UIMPA Bb3MOXKHA
TUPOHJTHA HEIOCTATHYHOCT, CBhP3aHa C JICUCHHETO C MUTOTaH. XHIIOTUPOUIU3bM U 3a0aBsHE Ha
pacrexa ChIIo MOTaT Jia ce HaOmoaapar. HabmronaBaH e eivH ciuyvail Ha eHiedanonatus npu
MeMaTPUYCH MAIIMCHT Ha MIETHs MeCel] CIIe] 3all04YBaHe Ha JICYCHUETO; IPHUETO €, Y€ TO3H CITy4ail e
CBBP3aH ¢ MOBHUIIIEHO TUIa3MEHO HUBO HA MuToTaHa ot 34,5 mg/l. Crex mect Mecena mia3MeHUTE
HHMBA HAa MUTOTaHa ca 6I/IHI/I oA 10JIOBUMHUTE CTOMHOCTH U ITIAaITUCHTBHT € OMJI KIIMHUYHO 03apaBsl.

Cwvobuasane 1na nOOO3UPAHY HENCENAHIU PeaKyuu

CroOmmiaBaHeTo Ha TIOAO3UPaHY HEeXENaH! PEAKIMH CIIell pa3peniaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOJIABA Ja MPOAB/DKH HAOJIOJICHUETO HAa CHOTHOIICHUETO I0JI3a/PUCK 3a
JICKapCTBeHUsT NPoAyKT. OT MEAMIMHCKHTE CICHUAIMCTH Ce M3MCKBAa Ja ChOOIIABaT BCSKa
MOJTO3UpPaHa HeXKelaHa PeakIusl Ype3 HAI[MOHAIHA CUCTeMa 3a ChoOIIaBaHe, mocoveHa B [lpuoxkeHue
V.

4.9 TIlpeno3upane

IIpeno3upaneTo Ha MUTOTaH MOKE Jia IOBEJIE 10 YBPEKIAHE Ha LICHTpAIHATa HEPBHA CUCTEMA,
0co0eHO aKo IIa3MeHnTe HUBa Ha MuToTaH ca Haj 20 mg/l. He ca yctaHOBEHHM aHTHIOTH C I0Ka3aH
edexT npu npeaosupane ¢ MuUToTaH. [laneHThT TPsiIOBa BHUMATENHO Aa ce HalJIr01aBa, KaTo ce B3eMe
NpEABHI, Ye YBPEXKIAHETO € 00paTUMO, HO TIOPAIN JBJITHS MOTYKHBOT U TUNO(QUITHATA TIPUPOJIA HA
MUTOTaH MOKE Ja ca HEOOXOUMH CEIMUIIM 3a BpbIlaHE KbM HOPMAITHO ChCTOsIHKE. J{pyTH edexTn
TpsiOBa 11a ce JieKyBaT cuMnToMaTndHo. [lopanu nunodunHa cu npupoa € Majako BEpPOSITHO MUTOTaH
Jla MOXe€ J1a ce OTIEINS IPH Jualn3a.

[IpenopbuMTEIIHO € O-YECTO MPOCIIeIBaHE Ha IJIa3MEHUTE HIBA HA MUTOTaH (Ha BCCKH JIBE
CEJIMHUIIN) TIPH TALIMEHTH C PUCK OT Mpeo3upane (Hanpumep, B Ciiydanute Ha ObOpedHO Win
YepHOAPOOHO YBpEXKAaHe, MAIMEHTH ChC 3aTIABCTABAHE MU MAMEHTH, KOUTO HACKOPO ca 3aryonin



TETIO).

5. ®APMAKOJIOTMYHU CBOMCTBA
51 @apmakonmHAMHUYHHU CBOICTBA
®apmakoTepaneBTHYHa rpyna: Jpyru antuneoractuyay areHtd. ATC koa: LO1XX23

MexaHu3bM Ha ACCTBUE

MMUTOTaH € aKTUBHO BEIIECTBO, KOETO € IIUTOTOKCHYHO 32 Haa0bhOpeyHara »ie3a, BhIIPEKH Y€ TO
OYEBHUIHO MOXE Jja MPUYHMHHU U OTHCKaHe Ha QyHKUuATa Oe3 KieTh4Ha AecTpykuus. Herosusr
OMOXMMHYEH MEXaHU3bM Ha JICHCTBUE HE € U3BeCTeH. HalnvyHuTe JaHHU Mpejnonarar, 4¢ MUTOTaH
MoudUIMpa epuepHuss MeTad0IN3bM Ha CTEPOUINTE U CHINO, Ye JUPEKTHO MOTUCKA KOpaTa Ha
Han0bOpeuHaTa xie3a. [IprnaraneTo Ha MUTOTaH IPOMEHS €KCTpa-aJpeHATHIS METa00IM3bM Ha
KOPTH30J1a [IPH XOpaTa, KOETO BOJU IO HaMallsiBaHE Ha U3MEPUMHUTE 17-XUAPOKCUKOPTHUKOCTEPOUIH,
BBIIPEKH Y€ MIa3MEHUTE HUBA HA KOPTUKOCTEPOUIUTE HE CE MOHIKaBaT. MUTOTaH, KaAKTO M3TIICKIA,
NPUYMHSBA YBEIMYEHO 00pazyBaHe Ha 6-0eTa-XUIPOKCUXOJIECTEPOIL.

Knnanyna edeKTHBHOCT

MuToTaH HE € IpOyYBaH B IThJIHA ITpOrpama 3a KIMHUYHY U3nuTBaHus. HannyHata KiuHUYHA
UH(OpPMAITUS UJBA OCHOBHO OT MyOJIMKYBaHU TAHHHM 32 MAIMCHTH ¢ HEONepaOuiIeH Ui METACTATHICH
KapIIMHOM Ha HaJ0bnOpeuHara xxJe3a. [1o oTHolIeHHe Ha 001aTa MPEKUBIEMOCT, YSTUPH MTPOYUBAHUS
CTHUTaT JIO M3BO/JIa, Y€ JICYCHUETO C MUTOTAH HE YBEJIHUaBa CTCIICHTA HA MTPEKUBIEMOCT, JIOKATO MET
HaAMUpAT YBeJIMYaBaHe B CTEIIEHTA Ha TpexuBsieMocT. Cpejl MoCIIeAHUTE, TPU MMPOYyYBaHUS HAMHPAT
TaKOBa yBeJIMYaBaHE CaMo IPH MAIMEHTH, IPH KOMTO HUBATa Ha MUTOTAH B Iuta3mara ca uaa 14 mg/l.

[Tna3MeHnTEe HUBa HA MUTOTAH M Bb3MOYKHATA UM BpB3Ka C e(PUKaCHOCTTa MYy ca IIPOYUYCHH B
msrmtBaHeTo FIRM ACT - panmomusupano, MpoOCHEKTUBHO, KOHTPOIUPAHO, HE3ACIEIIEHO,
MHOTOIIEHTPOBO MapaJIeTHOTPYIOBO NPOYYBaHEe 3a CpaBHsABaHE Ha e(PUKACHOCTTA HA ETOMIOCH]L,
JOKCOPYOHIIMH ¥ IUCIIaTiHa mitoc Mutotad (EDP/M) ¢ Tasu Ha cTpenTO30TOIMH IIFOC MUTOTAaH
(Sz/M) karo sederne oT mbpBa JMHUA BPXY 304 nanuent. Criopes aHaIU3 Ha MAIMEHTHUTE,
MOCTUTHAIM HUBA HA MUTOTaH > 14 mg/l Haii-ManKo BeAHBXK 3a LIECT Mecela B CPAaBHEHHUE C
MaIMeHTHTE, TPU KOMTO HUBATA Ha MUTOTaH ca ouan < 14 mg/l Mmoske a ce mpeAmnonokKu, ye
HalMEHTUTE C IUIa3MEeHH HUBa Ha MUTOTaH > 14 mg/l 6uxa moriu na uMar mogoOpeHue mo
OTHOIIICHHE HA YecToTaTa Ha KOHTpoJT Ha Gostectra (62,9% B cpaBHenue ¢ 33,5%; p< 0,0001). Te3u
pe3yaTatu obade TpsAOBa Ja ce mpreMaT Mpeana3iuBo, ThH KaTo OlleHKaTa Ha e(peKTUTe Ha MUTOTaHa
He ¢ OuJia TJIaBeH KpUTEpUl 3a KpaiiHa OIICHKA B TOBA MTPOYYBaHE.

OcBeH TOBa, MUTOTaH OTKJIFOYBA ChCTOSIHHE HA HaIOBOpEeYHA HEOCTAThYHOCT, KOETO BOJIH 0
u34e3BaHe Ha cuHapoma Ha CusShing mpu manueHTH ChC CEKpeTHpaIl KapIHHOM Ha HaJ0bOpedHarTa
JKJIe3a M HaJlara MpoBEXAaHeTO Ha 3aMECTHTEITHA XOPMOHAIHA TepaItusl.

Ileduampuunu nayuenmu

Knuanynara uHpOpManus HBa rIaBHO OT MPOCIEKTHBHO Mpoy4BaHe (N= 24 maryeHTH) npH Jena 1
IOHOIIIY, Ha BB3pacT OT 5 Mecela 10 16 ronuHu (MeanaHa Ha Bb3pacTTa 4 roAuHN) U MOCTaBIHE Ha
JIMarHo3aTa, KOUTO ca ¢ HeolepaOWIIeH MbPBUYCH TyMOD WIJIM MPOSIBSIBAT PELUIUB HA TYMOPa WA
MeTacTasu; Mmo-rojsmara 4dact ot genara (75 %) nposBIBaT €eHAOKPUHHU CUMIITOMHA. MUTOTaH €
MIPUJIaTaH CaMOCTOSTETHO WIIM B KOMOWHAIIMS ¢ XMMUOTEPAIHs ¢ pa3inyHu cpencTa. Karo 1o
WHTEpBaIBT 0e3 3a0osaBane € 7 mecena (2 10 16 mecena). ma peruausu nipu 40 % ot aenara;
CTEIEHTa Ha 5-roauIirHa npexussemoct € 49 %.

52 ®apMaKoOKMHETHYHH CBOICTBA

Abcopbuus
[Tpu npoy4BaHe, MpoBeIeHO NPH § MAIUECHTH ¢ HAIOBOPEUeH KapIIMHOM, JIEKyBaHU ¢ 2 110 3 g



MUTOTAaH JTHEBHO, € YCTAHOBEHA MHOT'O 3HaYMMa KOpeJalys MeX /1y I1a3MeHaTa KOHIIEHTPAIUs 1
obiara 103a MUTOTaH. TapreTHaTa mia3MeHa KoHieHTpamus Ha mutotad (14 mg/l) e nocrurnara npu
BCHYKH MAIMECHTH B paMKUTE Ha 3 710 5 Mecela, a o0Iara J103a Ha MUTOTaH Bapupa Mexay 283 u

387 g (Meamana Ha croitHoctta: 363 Q). IIparst ot 20 M@/l € qocTHrHAT 332 KyMyJJaTHBHU KOJIMYECTBA
muToTaH oT npudmmsurenao 500 g. [lpu apyro nmpoyuBaHe, 3 manueHTH ¢ HAAOBOPEUEH KapIIMHOM ca
nonyyaBanu Lysodren criopes; To4eH IPOTOKOIL, TTO3BOJISBAIL ObP30 MpHIIaraHe Ha BUCOKA 7033 OT
MPOJYKTa, aKo MPOJAYKTHT C€ MOHacs A00pe: 3 g (pa3aeicHu Ha 3 npueMa) rpe3 mbpBus JieH, 4,5 g
mpe3 BTOpHA JeH, 6 ( Ipe3 TpeTus JeH, 7,5 ¢ mpe3 4eTBbPTHUS IeH U 9 g Tipe3 rmeTus neH. Tasu 103a Ha
Lysodren e momappikaHa WM HamMalieHa B 3aBUCHMOCT OT HEXEIaHUTe PeakIiy U TUTa3MEHUTE HIBA
Ha MUTOTaH. MMa noioxxuTenHa JUHEHHa Kopenanusi Mexx Iy KyMyaaTuBHaTa 103a Lysodren n
IUTa3MEHUTE HUBA Ha MUTOTAH. [Ipu qBamMa OT 3 MalMeHTH MIa3MeHH HUBa o-BUCOKH oT 14 mg/l ca
JOCTUTHATH B PaMKHUTE Ha 15 1HU, a pu euH OT TsX HuBa Hax 20 Mg/l ca 1oCTHrHATH B paMKHTE
npubnusutenHo Ha 30 qHu. B nombiHeHue, U IpU ABETE MPOYUYBAHUS, TP HAKOU HalUEHTH
IMJIa3SMCHUTE HYUBA HAa MUTOTAH Ca MPOABJIKUIIN J1a C€ NMOBUIIIABAT, BHIIPCKU NOAABPIKAHCTO UIIN
HaMaJIIBaHETO Ha JIHEBHATA /10332 MUTOTAH.

Paznpenenenue
JlaHHUTE OT ayTOICHA Ha MAMEHTH MOKA3BAaT, Y€ MUTOTAH € OTKPUT B IOBEYETO ThKAaHU Ha TSUIOTO,

KaTO MaCTHATa TbKaH € OCHOBHOTO MACTO Ha OTJaraHe.

Buotpanchopmanus

[IpoyuBanusTa Ha MeTaboOIM3Ma MPU XOpa UACHTUPHIMPAT ChOTBETHATA KKcenuHa, 1,1-(0,p'-
JuxioponudeHm) oueTHa kucenuna (0,p’-DDA), kKaTo OCHOBEH METa0OJIUT B KPBBTA, 3a€THO C I0-
Maiku konmudectsa 1,1-(0,p'-auxnopomudenun) 2,2 nuxioperet (0,p’-DDE), ananor Ha mutotad. He
ce OTKpHBA MUTOTAH B HEMPOMEHEH BUJI B XIbUYKaTa WIHM B ypuHaTa, KbJeTo 0,p’-DDA mpeobiianaga,
3a€JIHO C HAKOJIKO OT HETOBUTE XHIAPOKCHIUPAHU METa0OIUTH. 32 MHAYKIHUATA HA TUTOXpoM P450,
BIXKTeE TOUKa 4.5.

Enumunupane
Cren MHTpaBEHO3HO MpHIOKeHHe 25 % OT Jo03aTa ce eKckpeTupa noj gopmara Ha MeTabonuTu 3a 24

yaca. Cnesi IpeycTaHOBsIBaHE Ha JIEYEHUETO C MUTOTAH TOW OaBHO ce OCBOOOXKaBa OT MecTaTa Ha
HATPYIBAaHE B MACTHUTE ThKaHH, KOSTO BOJIH JI0 ChOOIIABaH TEPMHUHAJICH TIa3MEH MOJY)KUBOT,
Bapupail oT 18 1o 159 nuu.

5.3 Ilpex KIUHUYHU JaAHHHU 32 0€30MACHOCT

HexsmanvHUTE NaHHY 32 00IIaTa TOKCHYHOCT HA MUTOTAH Ca OTPaHUYCHH.

He ca npaBenu npoyuBaHus 3a penpoayKTHBHA TOKCHYHOCT ¢ MUTOTaH. Bee mak ce 3Hae, ye
muxnopogudenuntpuxioperadsT (DDT) u qpyru nonuxnopupanu OndeHUITHA aHATI03W UMaT BpeeH
edeKT BbpXy pepTmimTera, OpeMEHHOCTTA M PAa3BUTUETO, K MOXKE J1a C€ 0YaKBa, Y¢ MUTATOH CHIIO

IIPUTEKABA TE3U CBOMCTBA.

T'eHOTOKCHMYHUSAT U KapOWHOI'€CHEH MMOTEHIUAJI HAa MUTOTaH HE € MPOYy4BaH.

6. ®APMALUEBTHUYHU JAHHU
6.1 ChnucbK HA MIOMOIIHUTE BelIeCTBA

IlapeBnuHO HUILIECTE

Muxkpokpucransa menynosa (E 460)
Makporon 3350

CwinueB THOKCHI, KOJIOMACH OC3BOJICH.



6.2 HecbBMecTHMOCTH

Henpuinoxumo

6.3 Cpok Ha roqHocT

3 roguHU

Cneo omeapane: 1 ronuHa

6.4 CneunuajHu yCJOBHS HA ChbXpaHeHUE
Jla ce chxpaHsiBa B OpUTHHATHATA OTIAKOBKa.
6.5 JlaHHH 32 omaKOBKaTa

KBagpatna, Henpo3pauna, 0sina 6ytuika or HDPE, ceabpikama 100 Tabnetkw.
Bun omakoBka — o 1 OyTriika

6.6 ChoeuuajHu MpeaNna3Hu MePKHU NPHU U3XBbPJsHe U padoTa

C To3m neKapcTBEH MPOAYKT He TPsiOBa Ja OOpaBAT APYTH JHUIIA, OCBEH MAIlMEHTa U T€3H, KOUTO TO

O6I‘pI/I)KBaT , 1 B HUKaAKbB cnyqaﬁ 6peMeHHI/I JKCHU. O6FpI/I)KBaHII/ITe TpSI6Ba Ja HOCAT pbKaBUIIX 3a

CIAHOKpaTHa yrIOTpe6a, KOoraTto 60paB$IT ¢ Ta0NeTKUTE.

Hewusnon3sauusart MMPOAYKT WJIM OTHHAABYHUTC MAaTCPpUAIN OT HETO TpSI6Ba Ja C€ U3XBBPJIAT B

CBHOTBCTCTBHUC C MCCTHUTC N3MCKBAHHWA 3a IUTOTOKCUYHU JICKAPCTBCHU NPOAYKTH.

7. HNPHUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Laboratoire HRA Pharma

15 rue Béranger

75003 Paris

®paHuus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/04/273/001

9. JATA HA HIBPBO PA3PEIIABAHE/IIOAHOBSIBAHE HA PA3PEHIEHUETO 3A
YIIOTPEBA

[aTa Ha mppBO paspemanane ;28 ampui 2004 r.
Jata Ha nocnenHo moxHoBsBaHe : 28 anpwur 2009 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH IMPOAYKT € IIPeI0oCcTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus Mo JjiekapcTeata http://www.ema.europa.eu
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INPUJIOKEHHUE I1

IMPOU3BOJUTEJI(), OTTOBOPEH(HH) 3A
OCBOBOKJIABAHE HA ITAPTHU/IU

YCJOBUA NJIN OTPAHUYEHMUS 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA UJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A.  NPOU3BOAUTEJI(M), OTTOBOPEH(HMN) 3A OCBOBOXKJIABAHE HA ITIAPTUHN

Hwme 1 agpec Ha MPOM3BOANTENS, OTTOBOPEH 3a OCBOGO)KI[aBaHe Ha IapTuauTe

Corden Pharma Latina S.p.A.
Via del Murillo Km. 2.800
04010 Sermoneta (Latina)
Wranus

nJIn

CENTRE SPECIALITES PHARMACEUTIQUES

76-78, avenue du Midi

63800 COURNON D’AUVERGNE

DOPAHIINA

HeanHaTa JIMCTOBKA Ha J'IeKapCTBeHI/IH HpO,Z[yKT Tp${6Ba aa C’bI[’bp)Ka HUMECTO U a/:[peca Ha
HpOI/ISBO,HI/ITeJ'IH, OTFOBOpeH 3a OCBO60>K,Z[aBaH6T0 Ha CbOTBCTHATAa HapTI/I,[[a.

Bb. YCJIOBUA NJIA OTPAHNYEHUA 3A JOCTABKA 1 YIIOTPEBA
JlexapcTBEHHUAT MPOIYKT C€ OTITyCKa IO OTPaHUICHO JeKapcko npeanucanne (Bx. [puinoxenwne |:
Kparka xapakTepucTrka Ha MpoayKTa, Touka 4.2)

B. JAPYI'N YCJIOBUA U U3UCKBAHUS HA PASPEHLIEHUETO 3A YIIOTPEBA
. IleprnoauyHu aKTYaJM3UPAHM JOKJIAIH 32 6€30MACHOCT

[MpuTexkaTensat Ha pa3penieHHeTo 3a ynorpebda TpsOBa J1a moAaBa NepHOANYHN aKTyaTU3UpaHH
JOOKJIaar 3a 6630HaCHOCT 34 TO3U HpOI[yI(T ChI'JIACHO M3HUCKBAaHUsATA, IOCOYCHHU B CIIMCHKA C

pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crmucok), mpensuaes B wi. 1078, an. 7 ot
Hupektusa 2001/83/EO u nmy0ivKyBaH Ha €BPOTCHCKHsI yeOIopTal 3a JeKapCTBa.

I'.  YCJIOBUsS NN OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

o Ilnan 3a ynpaBienne Ha pucka (ITYP)

Henpunoxumo

12



MNPUJIOKEHHUE II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA A CBbIABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

BBHHIIHA KAPTOHEHA KYTHUSA
ETUKET HA BYTHJIKATA

1. UME HA JIEKAPCTBEHMUSA NPOAYKT

Lysodren 500 mg tabietku
MUTOTAH

2. OBSIBABAHE HA AKTUBHOTO/UTE BEHIECTBO/A

Bceska Tabnerka cpappka 500 mg MutoTaH.

‘ 3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Tabnerku
100 TabneTkn

5. HAUYMH HA ITPUJIATAHE U ITbT/UIIA HA BBBEKJ/IAHE

3a mepopasiHO IPUIIOKEHHE
[Ipenun ynotpeba npoyereTe IMCTOBKATA.

6. CHELHUAJIHO NPEAYNPEXIEHUE, YUE JJEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CBbXPAHABA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TEIIA

[a ce cpxpaHsBa Ha MSACTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. JAPYI'M CHEIMAJIHUA NPEAYIIPEXKAEHUSA, AKO E HEOBXOUMO

HuroTokcuyHO
C ToBa neKkapcTBO MOXe J1a 00paBAT caMo OOJTHHUTE M T€3H, KOUTO TH OOTPHKBAT, CIIE]] KATO CH
CJI0KaT PbKaBULU.

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

Cnen otBapsne: 1 roguHa
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| 9. CIELUAJIHU YCJOBUSA HA CbXPAHEHHUE

I[a CC CbXpPaHsBA B OpUTHHAIHATA OIIaKOBKaA.

10. CHEHUAJIHU ITPEJAITIAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKNBA

Hewnsnon3sanust IMPOAYKT WJIM OTHHAABYHUTEC MAaTCPUAIN OT HET'O TpH6Ba Ia C€ U3XBBPJIAT B
CBbOTBETCTBHC C MCCTHUTC U3HMCKBAHUA.

11. UME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHHUETO 3A YIIOTPEBA

Laboratoire HRA Pharma
15 rue Béranger

75003 Paris

DpaHuus

‘ 12. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/04/273/001

‘ 13. TAPTHAEH HOMEP HA ITPOU3BOJAUTEJIA

ITapT. Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUAT IIPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IPeNIUCaHue.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAJIOBA A3BYKA

JInzonpen (Mngopmayuama na bpaiinosa asdyka ce npunaza camo 6bpxy 6bHUIHAMA KAPMOHEHA
ONnaKoexa)
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b. IUCTOBKA
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JIncroBka: nH(popManus 3a NOTpedUTENA
Lysodren 500 mg tablets
Murotan (Mitotane)

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, NIPeIM 1A 3aM04YHeTe /1a PUeMaTe TOBA JIEKaApPCTBO,

Thil KaTO TSl ChAbP3Ka BaskHa 3a Bac undopmanus..

— 3amaseTe Taszu JIMCTOBKA. MoOJKe Ja ce HAJIOKH J1a 5 IPOYETeTe OTHOBO.

— AKO uMare HAKaKBH JIONbJIHUTEIIHA BBIIPOCH, onuTaiiTe Bamus jiekap win GpapmarieBT.

— Tosa nekapcTBo € npeanucano JudHo Ha Bac. He ro npeorcTsnBaiite Ha Apyru xopa. To Moxe na
UM HaBpeH, HE3aBUCHUMO Ye MPU3HAINTE Ha TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo Bammmre.

— AKO IonyuyHTe HAKAKBU HEXEJIaHU JISKAPCTBEHH PEaKIliy, yBeqoMere Bamus nekap uimu
(hapmarieBT. ToBa BKITFOYBA M BCUYKH Bb3MOXHH HEXEJIaHU PEaKI[UH, HEOTMCAHH B Ta3U
TUCcTOBKA. BrkTe Touka 4.

Bunaru Hocete ¢ Bac kaprara Ha manuenTa 3a Lysodren, npuiio:keHa B Kpasi Ha Ta3H JIHCTOBKA.

KakBo cbIbp:ka Ta3u JUCTOBKA:

Kakgo npeacrasnsBa Lysodren u 3a KakBo ce U3M03Ba
Kakgo Tps6Ba na 3Haere, npenu na npuemete Lysodren

Kak na npuemare Lysodren

BB3MOXHU HEXeTaH! peakuu

Kak nma cexpansBare Lysodren

ChbabpkaHye Ha ONIAKOBKATa W JOMBIHUTEIHA HHPOPMALIUS

o~ wphE

1. Kakso npeacrasiasaBa Lysodren u 3a kakBo ce H3M0J13Ba
Lysodren e mpoTHBOTYMOPHO JIEKapCTBO.

Tora JICKapCTBO CC U3II0JI3Ba 3a JICHCHUCTO HA CUMIITOMHUTEC HA HAIIpESIHAJI, HCOHCpa6I/IHCH, C
MeTacTa3u Win pe€uruauBapanl KapuyuHOM Ha HaZ[6T>6p6‘IHaTa KJIC3a.

2. Kakgo Tpsi6Ba 1a 3HaeTe, mpeau Aa npuemare Lysodren

Ha npuemaiite Lysodren

— aKoO CTC aJICpru4Hv KbM MUTOTAH WU KbM HAKOA OT OCTAHAJIMUTEC CbCTAaBKU Ha TOBA JICKApPCTBO
(m306poeHu B TOUKa 6).

— ako kepmuTte. He Tpsa6Ba na kppMuTe 110 Bpeme Ha jedenueTo ¢ Lysodren.

—  aKo MpueMaTe JIEKapCTBa, ChIbPIKAIU CIIMPOHOIAKTOH (BrkTe “Jlpyru nekapcrsa u Lysodren”).

IIpeaynpe:xaeHns u npeanasHu MepKU

I'oBopete ¢ Bamus nekap wiu hapmanesT, npeau aa npuemere Lysodren

TpsiOBa ma yBemomure Bammist nekap, ako eTHO OT CIeIHUTE YCIIOBUS ce OTHAcs A0 Bac:

- aKko ce HapaHWTe (0K, TeXKKa TpaBMa) WIIH CE TOSBU MH(EKITNS, HITH HIKaKBO 3a00IIsBaHe 0
BpeMe Ha yieueHneTo ¢ Lysodren. HezabaBHo yBemomere Barust nekap, KOHTO MOXe Jia periu
BPEMEHHO J1a IPEKbCHE JICYEHUETO.

- aKo MMaTte CepHuO3HH MPOOIIEMH C YepHUsS Apod mim OpOpernuTe

- aKo M3IMO0JI3BaTe HAKOE OT JI0JyCIIOMEHATHTE JiekapcTBa (BukTe “J[pyru sekapcTsa u Lysodren”™).

C ToBa nexapcTBo HE TpsiOBa Aa OOpaBAT IPYTH JHIA OCBEH OOJTHUS U TE3W, KOUTO IO/ OOTpHKBaT,
ocobeno OpemeHHH xeHn. OOTprKBAIINUTE TPSOBA 1a HOCAT PHKABHUITH 32 €THOKpaTHa ynorpeoa,
KOraTo 60paBsT C JEKapCcTBOTO.

Bammsit nexap Moke ga Bu npenmuiine XopMOHAITHO JeYeHHe (CTEPOUIH), TOKATO IMTpHUEMaTe
Lysodren.
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Bunaru nocere ¢ Bac KapTaTa Ha MalueHTa 3a Lysodren, NPUIIOKCHA B Kpas Ha Ta3W JIMCTOBKA.

JApyru nexapersa u Lysodren
Mons undopmupaiite Bamms nekap win papManeBT, ako IpUeMaTe WM HACKOPO CTe MpHeMali
JpYyTH JIEKapCTBa, BKIIOYNTEIHO U TAKUBAa, OTIYCKAaHHU Oe3 perernTa.

He tpsi6Ba na ynorpe6siBare Lysodren ¢ iekapcTBa, ChbIAbpKAIHM CIMPOHOIAKTOH, YECTO M3IOI3BaH
KaTo AMYPETHK IIPH ChPACUYHH, YePHOAPOOHH Wi OBOpeyHH 3200 IsIBaHUSI.

Lysodren mosxe fa B3auMOJEHCTBA C onpeesenHu JekapeTsa. ETo 3amo, Tpsa6sa na nuapopmupare

Bamms nexap, ako ynorpe0sBate JeKapcTBa, ChAbPIKAIIN HAKOE OT CIECAHUTE aKTUBHU BEIIECTBA:

- BapdapuH WK APYrd aHTHKOATyJIaHTH (32 pa3pekaHe Ha KPbBTa), M3IOI3BAHH 32
npefoTBpaTsIBaHe Ha 00pa3yBaHETO Ha KPHBHU ChCUPE. BB3MOXKHO € Ja ce HAJIOKU KOPUTHpaHe
Ha j03aTa Ha Bamms aHTHKOArymaHr.

- aHTHeNWICHTHIH

- pudabytuH unn pudaMIUIKH, U3MOI3BAHH 32 JICUCHUE HA TYOEpKyIo3a

- TpuseodyIBUH, U3MOI3BAH 32 JIEYeHHE Ha ThONYHN WHPEKINN

- pacTHTEIIHH IpenapaTH, ChIbpKAIIH XbIT KauTaproH (Hypericum perforatum)

Lysodren ¢ XxpaHu 1 HAIIUTKH
3a mpenmounTande e Lysodren fa ce mprema 1mo BpeMe Ha XpaHeHe ¢ OoraTh Ha Ma3HUHH XpaHH, KaTo
MJISIKO, ILIOKOJIA, MacJIo.

BpemenHocT, kbpMeHe U (epTHIANTET

Lysodren mosxe i1a HaBpeau Ha mioja. AKo cTe OpeMeHHa WK TUIaHupate j1a 3adpeMeHeeTe, KaxeTe
Ha Barmms nekap.Axo uMa Bh3MOXKHOCT Jia 3a0peMeHeeTe, TpsiOBa Ja n3noyi3Bare e()eKTHBHA
KOHTpALEIIHs 110 BpeMe Ha U JOPH Ciiell cupaHe Ha iederneTo ¢ Lysodren. [lockBeTBaiiTe ce ¢
Bamws nekap.

He TpsdBa 1a KbpMUTE 10 BpeMe Ha U JOPH cJie] ciMpaHe HA jJeyeHueTo ¢ Lysodren.
IMocnBeTBaiiTe ce ¢ Bamms aexap.

Iodupane u padoTa ¢ MAIIIUHHA
Lysodren oka3Ba roysiMo BIHsSHHE BbPXY CIIOCOOHOCTTA 3a miodupane u pabota ¢ MaIInHH.
ITocwBetBaiite ce ¢ Bammmus nekap.

3. Kak na npuemate Lysodren

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bamms ekap. Ako He CTe CHTYpHU B
HeTo, monuTaiiTe Bamms nekap wim GapmaresT.

Jo3upoBka
O6wnuaiinara 103a 3a Be3pactau € 2 10 3 ¢ (4 10 6 TabireTKn) AHEBHO.
Bammsr exap Moske Jia 3a1i04He JISYEHHETO C O-BUCOKH 11031 OT 4 110 6 g (8 1o 12 tabneTkw).

3a ;a ompenenu onTUMatHaTta 3a Bac mo3a, BamumsT nekap pegoBHO e Mpocie/siBa HUBaTa Ha
Lysodren B kxpbBTa Bu. Toit Moke 11a B3eMe perieHue a Cipe BpeMeHHO JiedeHueTo ¢ Lysodren nimm
Jla HaMaJIM J103aTa, aKO UMAaTe HAKOU HEXEIaHU JICKAPCTBEHU PEAKIUU.

Ynorpeda npu gena U IHOIIH

Havamuara naeBHa no3a Lysodren e 1,5 1o 3,5 g/m2 TEJICCHA MOBBPXHOCT (T 1ie ObJIe U3YKCICHA OT
Bamus nekap ciopes TETJIOTO ¥ pbCTa Ha AeTeTo). ONUTHT MPH Ta3W Bh3pacToBa rpyma MaluueHTH e
MHOTO OTpaHHYEH.
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Hauynn Ha npuiIoKeHHe
Tps6Ba ga norpliaTe TaOIETKUTE € Yallla BOAA IO BpEME Ha XpaHeHe ¢ OoraTu Ha Ma3HUHU XPaHHU.
Mo3xe fa pas3znenute odliara JHEBHA 1032 Ha J1Ba WU TPU IIpUeMa.

AKo cTe npuesiM moBeye 0T Heodxoaumara no03a Lysodren
Undopmupaiite Begnara Bamms nekap, ako ciryyaiiHo cre npueiu nosede Lysodren, 0TKOJIKOTO €
HE00XO0IUMO, WM aKo JETe € IOrbJIHAJI0 CIy4aiiHO HIKAKBO KOJIUYECTBO.

AKo cTe nponycHaju aa npuemere Lysodren:
AKo cny4aliHO CTe IIPOIIyCHAJIM €/1Ha [103a, IIPOCTO B3eMETE ClIe/iBalllaTa KakTo € npeanucado. He
B3eMaiiTe ABOiIHa 103a, 3a 1a KOMIIEHCHpATE MPOIlycHaTaTa 103a.

AKO MaTe HAKaKBH JIONBJIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMHUTAlTEe
Bamus nexap uinu papmarienr.

4, B1b3MOKHH HeKeJTaHH pPe€aKkumuun

Karto Bcuuku JICKapCTBa, Lysodren MOXKE a IMpEeAN3BUKa HCXKCIIAHU PCAKIUHN, BBIIPCKHU Y€ HC BCCKU T'
Iojry4asa.

Bennara ka:kere Ha Bamusi Jekap npu nosiBa Ha HIKOsI OT CIETHUTE HEXKEaHH PEaKIINH:

- HanOGn0OpedHa HeMOCTaTHUYHOCT: yMOPA, OOJIKHU B KOpeMa, TaJieHe, MOBPBIIaHe, THAPHS,
00BPKaHOCT

- AHemus: O5leIoCT Ha KOXKaTa, MyCKyJIHa yMOPSIEMOCT, 33yX, CBETOBBPTEX (0COOCHO MpH
M3IIpaBsHE)

- YepHOapoOHO yBpexkIaHe: MOKBITABAHE HAa KOXKATa U OUUTE, ChpOeX, rajieHe, Tuapus, yMmopa,
TBhbMHO OLIBCTABAaHC HAa ypUHATA

- Hapymenus Ha HepBHaTa CHCTEMa: ABUIATEITHA HAPYILICHUS M HAPYIICHUS HA KOOPJHHALMATA,
HEECTECTBEHH ycelaHus (KaTo N3TPBIIBaHe), 3aryda Ha aMeTTa, 3aTpy/JHeHa KOHIICHTpAIIHs,
3aTpyAHEHHS B TOBOPA, CBETOBBPTEK

Te3u cuMIToMH MOXKe Ja ca IPU3HAK Ha YCIOKHEHHS, 32 KOUTO MOXKeE J]a € HEOOXOAMMO CTIETIHATHO
MEIUKAMEHTO3HO JICUECHUE.

HexxenanuTe peakiiuu MOKe Jia ce MOSBSIBAT C ONPEIEICHa YeCTOTa, KOSITO CEe ONPEeiis KaKTo CJICIBa:
- MHOTO YEeCTH: MO’Ke Ja 3acerrar nosede ot 1 Ha 10 qymm

- dectu: Moxe J1a 3acerHar jo 1 Ha 10 gymm

- C HEeM3BECTHA YE€CTOTA: OT HAJIMYHHUTE JAaHHHU HE MOXeE Ja ObJ/ie HalpaBeHa OlCHKa

MHOro 4ecTH HeKeJIAaHH PeaKIUuu

- TIOBpBIIAHE, TaJICHe, TUapus, KopeMHa 0oJyika

- JIHAIICa Ha aneTUT

- HEECTECTBEHU YCEIIaHHUs, KaTO U3TPBhIIBaHE

- JIBUTATEJIHU HapyIICHUS W HAPYIICHUS Ha KOOPIUHAIUATA, CBETOBBPTEXK, OO BPKAHOCT

- CBHJIMBOCT, yMOpa, MycKyJHa ciabocT (yMopa Ha MyCKyJIUTe pH HU3MYECKO HATOBAPBAHE)

- BB3maicHHE (MTOAyBaHEe, 3aTOIUISTHE, 00JIKA) HA JIUTaBHUIINTE, KOXKEH OOPHUB

- HapyIICHUS Ha KpbBTA (YIBIDKEHO BpeMe Ha KPhbBOCHCUPBAHE)

- TIOBWIIIABAHE HA XOJIECTEPOJIA, TPUTIUIEPUINTE (MACTH) M YEPHOIPOOHHUTE SH3UMHU (IIPH KPHBHU
TECTOBE)

- HamaJsBaHe Oposi Ha OeTUTe KPHBHU KIIETKU

- pa3BUTHE HA T'BPIU IPU MBKETE

- HajgOBOpeuHa HeTOCTATHYHOCT

YecTn HeKeIaHN peaKuH

- 3aMastHoCT, TJ1aBoOoIne

- HapyuieHus Ha nepudepHaTa HepBHA CHCTEMa: CBbP3aHU C HapyIlieHa CETUBHOCT, MyCKYIJTHA
c1a00CT U MyCKYJIHA aTpo(usi, HaMaJsIBaHE Ha CYXOXXWIHUS peiIeKc U BA30MOTOPHHU CUMIITOMH
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(kaTo TOIUTH BBJIHH, H3MOTSIBAHE M HAPYIICHUS HA CHHSI)

- YMCTBEHH HapyuieHHs (KaTo oTciIabBaHe Ha MaMeTTa, 3aTpyHEHa KOHLICHTPALIHSL)

- JIBUTATEJIHU HapyIICHUS

- HaMaisBaHE Ha YePBEHUTE KPHBHU KIIETKHU (AHEMHS ChC CUMIITOMH KaTo OJIETHOCT Ha KOXKaTta
yMopa), HamMaJsiBaHe Ha TPOMOOLUTHUTE B KPbBTa (MOKe J1a Bu HanpaBu mo-noaaTiuBu KbM
o0Opa3yBaHe Ha CHHUHU W KbPBEHE)

- xematuT (aBTOMMYHEH) (MOXe Jla TOBe/Ie 10 MOXKBJITABAHE HAa KOXKaTa U OYUTE, 1 ThMHO
OLIBETSIBAHE Ha ypUHATA)

- 3aTpyJHEHA MYCKYJIHA KOOPIHHALMS

C Hen3BeCTHA YeCTOTA

- Tpecka

- TeHepaluzupaHa 0oJKa

- 3auepBsBaHe, BUCOKO MM HUCKO KPBBHO HAIISITaHE, YyBCTBO HA 3aMasHOCT/CBETOBBPTEK MPU
BHE3AITHO M3MpaBsiHe

- YBEJIMYEHO CIIIOHOOTAEIISIHE

- HapyLICHUs HA OYMTE: HAPYIICHHUS HAa 3pEHUETO, 3aMbITICHO BIXK/IaHEe, ABOHHO BIIKIAHE,
M3KpUBSIBAHE Ha 00pa3nTe, OIUTaKBaHe OT OTOIACHIN

- TpOMYHA HHPEKIUI

- uYepHOIPOOHO yBpexaaHe (MOKe Jla MPUYUHU NOXKBITABAHE HA KOXKAaTa U OYUTE, ThMHO
OIIBETSBAaHE Ha YpHUHATA)

- HaMaJsBaHE Ha MMKOYHATa KHCEJIMHA IPU KPbBHHU TECTOBE

- BB3MaJCHUE Ha TMKOYHUS MEXYP C KbpBEHE

- HaJM4Hhe Ha KPbB U OCITHK B ypUHATa

- HapyILIEHO PaBHOBECHUE

- WU3KPHUBEHO BKYCOBO yCEIllaHe

- HapylIeHHE Ha XpPaHOCMUJIAHETO.

IIpu nema u oHOITH ca HAOIIOaBaHU MTPOOIEMH ¢ IITUTOBUIHATA XKJIe3a, 3a0aBEHO HEPBHO-
MICUXOJIOTHYECKO U (PU3UYECKO Pa3BUTHE, KAKTO M SIMH CIIy4ail Ha eHIledanomnaTus.

CphodaBaHe HA HeXKeJIAHU PeaKIuu

AKO TIOTy9InTe HIKAaKBU HEXKEJIAH! peaKIuy, yBeaoMmere Bamms nexap wim (apmarieBt. ToBa
BKJIFOUBA BCUYKHU Bb3MOXHH HEOMHCAHU B Ta3W JUCTOBKA HEXKEIaHH peakiyu. MoxeTe ChINo Ja
CHOOITUTE HEXKETIAaH! PEaKIMN TUPEKTHO Ype3 HAllMOHAIHATA CHCTEMA 3a ChoOIaBaHe, IocoYcHa B
Hpunoxenune V. Karo cro0miaBare HeXXeTaHH PEaKIHH, MOXKETE J]a NafeTe CBOsI PUHOC 32
moJiyyaBaHe Ha ropeue HH(GOpMaIusg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIGKapCTRO.

5. Kak na coxpansiBate Lysodren

Jla ce cpxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIeTa.

[a ce cpxpaHsBa B OpUTrHHATHATA OMIAKOBKA.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOJTHOCT, OTOEIIS3aH BEPXY KapTOHEHATa OIIaKOBKa U
Oyrtmikara cien “T'oneH no:”.

Hewnsnon3panusr MNPOAYKT WJIN OTIHHAABYHUTC MAaTCPpUAIN OT HETO TpH6Ba Ja C€ U3XBBPJIAT B
CBHOTBCTCTBHUEC C MCCTHUTC N3MCKBAaHHWA 3a HUTOTOKCUYHHU JICKAPCTBA.

He HSXBLpHHﬁTe HHUKaKBHU JICKapCTBa B KaHaJIM3alUATa UJIN B KOHTeﬁHCpa 3a JOMAaIIHU OTIHAadbIIH.

[lonwmratite Bamms dapmaneBT Kak Ja H3XBBPIUTE JISKAPCTBATA, JIEKAPCTBATa, KOUTO BEUe HE
u3nonssare. Te3u MepKu Ie CIOMOTHAT 3a OIla3BaHe Ha OKOJIHATa cpeja.

6. CLI[L[))K&HHC Ha OIMAaKOBKAaTa U JOIIbJHHUTEJIHA HH(l)OpMaIIHﬂ
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Kakso cbabp:xa Lysodren

- AKTUBHOTO BEIIECTBO € MUTOTaH. Beska tabietka chabppxka S00 mg MuToTaH.

- Jlpyrute ChCTaBKH ca: aPEBUYHO HUIIECTE, MUKpOKpUCTaIHA 1emyio3a (E 460), makporon 3350
Y CWIIAIIUEB THOKCHUJ, KOJIOUICH OE3BOJICH.

Kak n3rae:xxga Lysodren n KakBo chABP:Ka OMAKOBKATa
Tabnerkute Lysodren ca 6enu, 1BOMHO W3IIBKHAIH, KPBIJIM U C ACTUTEIHA YepTa.

Lysodren ce npezanara B miacTMacoBu OyTHIKH, chabpxamy 100 tabnerku.

Ipurexkates Ha pa3pelIeHHETO 32 YIOTpeda

Laboratoire HRA Pharma
15 rue Béranger

F - 75003 Paris

OpaHuus

IIpoussoaure

Corden Pharma Latina S.p.A.
Via del Murillo Km. 2.800
04010 Sermoneta (Latina)
Hranmus

HJIH

CENTRE SPECIALITES PHARMACEUTIQUES

76-78, avenue du Midi

63800 COURNON D’AUVERGNE

OPAHLIUSA

3a JOIIbIHHUTEIHA HH(bOpMaIII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKETE CE C JIOKATHUS

HPEICTaBUTEN HAa PUTEKATEIs Ha Pa3pelIeHHETO 3a yrnorpeda:

Belgié/Belgique/Belgien
Laboratoire HRA Pharma
Tél/Tel: + 33 (0)1 40331130

Bboarapus
Laboratoire HRA Pharma
Ten.: +33(0)140331130

Ceska republika
Laboratoire HRA Pharma
Tel: +33(0)1 403311 30

Danmark
Laboratoire HRA Pharma
TIf: +33(0)140331130

Deutschland
HRA Pharma Deutschland GmbH
Tel: + 49 (0) 234 516 592-0

Eesti
Laboratoire HRA Pharma
Tel: +33(0)140331130

EArada

Luxembourg/Luxemburg
Laboratoire HRA Pharma

Tél/Tel: + 33 (0)1 40 33 11 30

Magyarorszag
Laboratoire HRA Pharma
Tel.: + 33 (0)1 40 33 11 30

Malta
Laboratoire HRA Pharma
Tel: +33(0)140331130

Nederland
Laboratoire HRA Pharma
Tel: +33(0)140331130

Norge
Laboratoire HRA Pharma
TIf: + 33 (0)1 40 33 11 30

Osterreich
Laboratoire HRA Pharma
Tel: +33(0)140331130

Polska



Laboratoire HRA Pharma
TmA: +33(0)1 40 33 11 30

Espafia
HRA Pharma Iberia S.L.
Tel: + 34 902 107 428

France
HRA Pharma France
Tel: +33(0)1 53248100

Hrvatska
Laboratoire HRA Pharma
Tel : +33(0)1 40331130

Ireland
HRA Pharma UK & Ireland Ltd
Tel: 1800 812 984

island
Laboratoire HRA Pharma
Simi: + 33 (0)1 40 33 11 30

lItalia
HRA Pharma ltalia srl
Tel: + 39 06 541 44 60

Kvmpog
Laboratoire HRA Pharma
Tni: +33(0)1 40331130

Latvija
Laboratoire HRA Pharma
Tel: +33(0)140331130

Lietuva
Laboratoire HRA Pharma
Tel: +33(0)140331130

Laboratoire HRA Pharma
Tel: +33(0)140331130

Portugal
HRA Pharma Iberia S.L.
Tel: +351-707501996

Romania
Laboratoire HRA Pharma
Tel: +33(0)140331130

Slovenija
Laboratoire HRA Pharma
Tel: +33(0)140331130

Slovenska republika
Laboratoire HRA Pharma
Tel: + 33 (0)1 40331130

Suomi/Finland
Laboratoire HRA Pharma
Puh/Tel: + 33 (0)1 40 3311 30

Sverige
Laboratoire HRA Pharma
Tel: +33(0)140331130

United Kingdom
HRA Pharma UK & Ireland Ltd
Tel: 0800 917 9548

I[aTa Ha IMOCJCIHO NMpepasrjaekaiane Ha JUCTOBKaTa

JApyru u3rouHunm Ha uHopmanus

IMoxpo6Ha uH(pOpMaIKs 3a TO3M JIEKAPCTBEH MPOYKT € NpecTaBeHa Ha yeOcaiita Ha EBporneiickara
areHmus 1o Jiekapcreata http://www.emea.europa.eu/. ITocodeHn ca ChIIO JUHKOBE KbM IPYTH

yeOcaiToBe, KbICTO MOXKE Jla Ce HaMepy MH(OpMaIHs 332 PeIKH 3a00JIABaHUS U JICUCHUS. .

Ta3zu nucToBka € HannyHa Ha Bcuuku e3unm Ha EC/ENII Ha yeOcaiita Ha EBpornelickaTta areHus mo

JICKapcTBarta.

KAPTA HA ITAIIMEHTA 3A LYSODREN

A3 c¢bM Ha JeuyeHue ¢ Lysodren (MUTOTaH)

HNmeTto Ha Mos1 JIekap e:
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IIpeapa3noJio:keH/a cbM KbM 0CTpPa
0bOpeYHa HeJOCTATBYHOCT

B cay4aii Ha Hy:KIa OT clielIHA MeTUI[HHCKA
MOMOII TPsIOBA /1a ce B3eMAaT aleKBATHH
npeanasHu MepKu

TeedOH: «covvvriiiiiiiiiniineineineineinenns

38 I/IH(l)OpMaIII/Iﬂ OTHOCHO MPOAYKTa, MOJIsA
CBBPIKETE CE C:
Laboratoire HRA Pharma
men: +331403311 30
lysodren@hra-pharma.com
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