1. HUME HA JIEKAPCTBEHHWA NPOJYKT

PUCIIOJIEIIT KOHCTA 25 mg npax u pa3TBOpHTE 3a CYCIIEH3HA ¢ YABLDKEHO OCBOOOXKIaBaHe 34

MHTPaMYy CKYJTHHA HIKCKLIH e S
E-u!lb.ﬂﬁiz‘ilhﬂi-m Ao 110 JIEKAPCTBATA
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2. KAYECTBEH U KOMIMYECTBEH CHCTAB

L

1 pnakoH ceabpxa 25 mg pUCIIEpUAOH (risperidone). '
1 ml mpurorseHa cycrneHsus ceabpxa 12,5 mg pucnepuaoH (risperidone).
[loMoinxH BemmecTBa: 1 ml npuroTeeHa cycneH3us CbABPXKA 3 Mg HATPHIA.

3a NBJIHUA CIHMCHK HA MOMOLIHHUTE BEIleCTBA, BIOKTE TO4YKa 6.1.

3. JEKAPCTBEHA ®OPMA

IIpax ® pa3TBOPHUTEN 3a HIDKCKIJHOHHA CYCNEH3HA ¢ YIB/DKEHO OCBOOMKIaBaHe

Dnaxox ¢ npax.
Bsn zo 6erne3nnkaB cBOGOAHO CHIIEIN, Ce pax.

IIpedsapumenno HanvaHeHA CNPUHYOBKA C PAZMBOPUMEN 34 PECYCHEHOUPAHE.

[Tpospavuen, Ge3uBeTeH BOAEH pa3TBOP.

4. KJIHMHHYHHA JAHHH
4.1 TepaneBTHYHR NOKAZAHHS

PUCTIOJIEIIT KOHCTA e mokazaH 3a MOAABPKAIIO JIEYEHHe HA IIM30(peHU MPX NalMeHTH
NOHACTOAIEM CTa0MNM3HPaHH C NEPOPATHH AHTHIICHXOTHLIH,

4.2 JIO3HPOBKA H HAYHH HA NPHIOKEHHE

Bwapacmnu

Hauanna no3sa:

3a NoBeYeTO NAalMEHTH NPENOPBYBAHATA 1034 € 25 mg HHTPAMYCKYITHO Ha BCEKH JIBE CeAMMIM. 34
NalMeHTHTE Ha GHUKCHpaHa /1034 Ha MEPOPaNICH PHCIIEPHIOH 32 ABe CEAMHUIM HIIH NoBeye, TpaOpa na
ce MMa MpeBHA cleABalara NpoOMIHA Ha cxeMara. [lalueHTH, jieKyBaHH ¢ 103a OT 4 mg MM 110-
MaJIKO IIepopalieH pucnepunoH, Tpabsa ga nomyyar 25 mg PUCIIOJIETIT KOHCTA, nokaro npu

NAIAECHTH IEKYBaH! C BUCOKH ITEPOPAIHH K03H, TpsOBa Aa ce MMa MPEABHN ITO-BHCOKA 034 OT
37,5 mg PUCITIOJEITT KOHCTA.

Koraro naiieHTHTe He IPHEMAT B MOMEHTA NIEPOpaJiCH PHCIIEPHIIOH, TpAGBa Aa ce obMucIu

IlpenoprsuBanara Hadanya no3a € 25 mg PUCIIOJIEIIT KOHCTA H

MALMEHTH YNOTpeOsBalid BUCOKH J03H NEPOPaeH aHTHIICHXOTHK,
noza ot 37,5 mg PUCITOJEIIT KOHCTA.



[Ipe3 neprona OT TpH ceOMULM Crel MpUIaraHeTo Ha rbpeata uikekus PUCTIONIEIIT KOHCTA,

TpaOBa Aa ce OCHTYpPH JOCTATHYHO AaHTHICHXOTHYHO [OKPHTHE C [IEPOPAIeH PUCIEPHACH HIIH
MPEIHIITHHAT AHTHIICHXOTHK, (BXK. TOUKaA 5.2)

PHUCHOJIEIIT KOHCTA ue Tpabsa Aa ce ynorpebasa npu ocrpu eksanepbaimu Ha musodpenns 6e3
OCHTYPEHO JOCTATHYHO AHTHIICHXOTHYHO MTOKPUTHE C MEPOpaieH PUCHEPHAOH HITH NIPEAMLIHHS

AHTHNICHXOTHK NPe3 NOCACAHMA TPH CEAMUYCH IEPHOM TOCIIEABAH OT ITbPBAaTa HEXKEKLUA
PUCIIOJIEIIT KOHCTA.

ITonaspxaiua mo3a:

3a MOBEYETO MALMEHTH NIPENIOpbYBAHATA 103a € 25 mg HUTPaMYCKY/JIHO Ha BCeKH Ase ceOMHLE. Hakou
NaluHeHTH MOXe Ja HMAT I10/13a 0T NO-BHCOKH R03H oT 37,5 mg wnM 50 mg. Kopurupanero Ha qosarta
BBB BB3XOAsAMIA TIOCOKA He TPAOBA 1a Ce MpaBH M0-4ECTO OT BEAHBK Ha Bcekd 4 cenmuu. EQexTsT ot
TOBa KOpHUI'HpaHe He TpAOBa Jla ce O4aKBa NO-PaHo OT 3 CEeAMHLM CJIe]] TbPBOTO MHKEKTHPAHE Ha I10-
BHCOKaTa o3a. [1py KIIMHAYHH [Toy4YBaHus He ¢e Habmonasa AOMBJIHUTENHA [Mom3a ¢s¢ 75 mg. He ce
IIPETIOPBUBAT JO3H IMO-BUCOKM OT () mg Ha BCEKH ABe CEIMHIIH.

IHayuenmu 6 cmapuecka ev3pacm

AJnanTHpaHe Ha fio3ara He € Heobxoaumo. [IpenopruBaHara 1034 € 25 mg MyCKyIHO Ha BCEKH IBe
CeIMHIIM. Koraro nmaluMeHTH He ca pueMaiti u300100 MepopateH PUCIIEpHIOH, NPenopbhYBaHaTa 103a
e 25 mg PUCTIOJIEIIT KOHCTA Ha Bcex ABe ceqMHLIM. 3a MalueHTH Ha QHKCHpaHa 1032 Ha
nepopajieH pHCIIEPHIOH 32 IBE CEIMHUIIM WIH noseye, TpAOBRa /1a ce MMa NIpeABUI ClIeABallaTa
npoMsHa Ha cxemara. [lallMeHTH, JTeKyBaHH ¢ K033 OT 4 mg WK NO-MaiKo NepopaneH pUCIIEPUAOH,
Tpabsa aa nomydat 25 mgPUCTIOJIEIIT KOHCTA, nokaro 3a DallHeHTH JIEKYBAHHU ¢ MTO-BHCOKH
NepOopajiHy O03M TpAOBA fla ce MMa NpeIBM I No-Bucoka nosa ot 37,5 mg PUCITIOJIEIIT KOHCTA.

IIpes nepHoaa OT TpH CEOMHULIM CJIeA MpUIaraneTo Ha mepeaTa Hikekuus PUCIIOJEIIT KOHCTA,
TpsAOBa Ja ce OCUTYPH TOCTAThYHO AHTHIICUXOTHYHO MOKpHUTHE (BX. Touka 5.2). KiuHuuHuTe faHHu
3a PUCIIOJIEIIT KOHCTA npu mauueHTH B cTapuecka Bb3pacT ca orpanuuenu. PUCITOJIEIIT
KOHCTA T1psabsa xa ce ynorpebsBa BHUMATEIHO ITPH TTAIIMEHTH B CTAPUECKA BB3PACT.

Yeprnoopobro u bvbpeuno yapescdane
PHCIIOJIEIIT KOHCTA He e uscieasaH mpy NaUKMEHTH ¢ YepHOAPOOHO M OROpeYHO yBpexaaHe.

AKO MalMeHTH ¢ YepHoApobHO win Os0peuno yBpeknaHe uMat Hyxaa oT aedenue ¢ PUCIIOJIEIIT
KOHCTA, ce npenoppsysa HadasiHa 03a ot 0,5 mg Ba ITTH Ha ACH NEpopaieH PHCIIEPUION Npe3
MbpRaTa ceaMuLia. Bropara cenmuia MoXKe aa ce aaae 1 mg ABa meTH Ha A€H WIH 2 mg BeJHBX Ha
OeH. Axo oflllara nepopaHa JHEBHA 034 OT [IOHE 2 mg Ha JIeH ¢e NToHAacs ﬂoﬁpe MOXe J1a ce
ntoctaBs HHkekua PUCIIOJIEIIT KOHCTA Ha Bceku ARe CeAMHIH.

TpsabBa 1a ce OCUrYpH AOCTATHYHO AHTHIICUXOTUYHO TTOKPUTHE NPE3 MIEPHOIA OT TPH CEAMHIIM Cie]
nepeata uxekimss PUCIIOJIEIIT KOHCTA (8. Touka 5.2).

Heya
PACTIOJIEITT KOHCTA He ce npenopb4Ba 3a ynorpeba npu geua o 18 roauinHa Bs3pacT mopaau
NIMIICA HA JAHHH 32 0€30MacHOCTTa H €PEKTUBHOCTTA.

Hagun na HPHIOKCHEC

PHCITIOJIEHT KOHCTA Tpa6pa na ce npwiara Ha BceKH JB€ CEAMMLIM YPE3 MYCKYJIHA HHXEKIIMAA

IEA00KO B CeIaMIIHUA MYCKYJT KaTO Ce U3MOJI3Ba NpUioXeHaTa obezonacena urna, [Ipu

MHKEKTHpaHeTo TpaOBa [a ce pexyBar JBaTa riyreyca. J{a He ce mpuara,
4.4 ¥ Touka 6.6).

UTHOCHO IPUTOTBSAHETO H CHELMATTHUTE TIPEANA3HA MEPKHU TIPH K3
KOHCTA., Bx. Touka 6.6.



4.3 IIporuBONOKA3aHAA
CBPBXYYBCTBHTEIHOCT KBM aKTHBHOTO BEILIECTBO MITH KbM HAKOE OT MOMOILIHUTE BEINeCTBRa.

4.4 Cnenpa/IHg npeaynpexIeHHs H NpeANa3Hd MEPKH IpH yooTpeba

3a MalKEeHTH, KOUTO HE €A NIEKYBaHH ¢ PUCIIEPHIOH, C& NPENoph4Ba a ¢€ YCTaHOBH MOHOCHMOCTTA

MM KBM IEPOpaJICH PUCTIEPHACH, NpeaH na 3arnouHe gederHreTo ¢ PUCIIOJIEIIT KOHCTA (Bx. Touka
4.2).

llanyeHTH B cTapyecka BB3PACT ¢ NEMEHIINA

PUCIIOJIEIIT KOHCTA He € v3cneBaH npu NaliieHTH B CTapUeCcKa BB3pACT ¢ JEMEHIIAS,
CJIETOBATETHO TOH HE Ce MPENnophYBa 3a IPUIOKEHHE [IPU Ta3H IPyIia NALMEHTH.

Obwya cmwpmuocm

IlarueHTHTE B CTapyecka BB3PacT ¢ OEMEHLIMA, KOUTO Ce JIEKYBAT ¢ ATHITHYHH aHTUITCHXOTHLM, UMAT
IIO-roNiMa CMBPTHOCT B CpaBHEHHE ¢ MAllHEHTHTE, Ha KOMTO Ce AaRa Iutauedo, cnopel eqHH
MeTaaHaTHU3 Ha |7 KOHTPONMpPaHU KIHHAYHYU ITPOYYBaHHA ¢ ATHIIHYHH aHTHIICHXOTHIIH, BKITIOYHTEIHO
nepopaned PUCITOJIEITT. Ilpu nnanebo-koHTponupanu npoyyusanus ¢ nepopaned PUCIIOJIEIIT
TIpM Ta3W rpyna cMBpTHOCTTA € 4,0%, npu naumenture nexyBanu ¢ PUCTIOJIEIIT, B cpaBHenue ¢
3,1% npu nmauMeHTHTE, HA KOUTO ce AaBa wianebo. OTHomeHHETO HA BepoITHOCTTA (95% ToueH
noseputeneHd uurepsan) e 1,21 (0,7-2,1). Cpennara pp3pacT Ha MalHeHTHUTe (0OXBaTa), KOWUTO ca
MOYMHAMH, € §6 rogunu (Mexay 67-100).

Eonospemenna ynompeba na @ypozemuo

Ilpu nmnauebo-xoHTponupanu npoyusaHus ¢ nepopaned PUCITIOJIEIT npu Bp3pacTHH MAITUEHTH ¢
JNEMEHIHSA TEKYBAaHU €IHOBPEMEHHO ¢ QYypO3eMu ¥ pUCIIEPHAOH ce HabMIoaBa Mo-BUCOXa
cMBPTHOCT (7,3%; cpenHa Bb3pact 89 roauun, Mexay 75-97) B cpaBHEHHE C JIeUEeHHE C IPHEM CaMO
Ha pucnepHnoH (3,1%; cpeana Br3pact 84 rogunu, Mexay 70-96) My caMOCTOATENHO BTPHUIOKEHHE
Ha Gyposzemun (4,1%; cpeaHa pp3pacT 80 romwnu, Mexxay 67-90). YeenHdeHa CMBPTHOCT NPH
IALMEHTH, JIEKYBaHH ¢ {ypo3eMu U PUCTIEPHICH ce HabnroaaBa npy OBe OT OOHIO METHPH KIMHHYHHA
IpOy4YBaHHA. EQHOBPEMEHHOTO NMPUIIOIKEHHE HA PUCTIEPHAOH ¢ APYTH AHYPETHIIM (TTIABHO HA
THA3HIHUA JUYPETHIH NIPUITAraHi B HUCKH JO3W) HE ¢ CBBP3BAT ChC CHIIUTE 3AKITKOUEHHS.

He e HamMepeH naTopU3NONOrvyMeH MEXaHU3bM | HAMA TIOC/IEIORATENEeH MOKENT, KOMWTO J1a OOACHH
IIpHYKMHATA 32 HabmoAaBaHaTa CMBPTHOCT. Beiipexy ToBa TpAOBa Na ce BHHMABa H J1a C& B3€MAT Ipe]
BU/I MOJI3UTE U PUCKOBETE OT TaKaBa KOMOMHAIIMA WIH CHITETCTBAUIO JICYSHHE C APYTH CHITHH
JMypeTULH, NpeaH Ja e B3eMe pPELICHHE 3a HeMHOTO npusiiarase. HimMa yBenudueHna CMbpPTHOCT OpH
NMAaLUEHTUTE, KOMTO NIPUEMAT APYTH AMYPETHHH KAaTO CHITETCTBALIQ JIEYSHHE C PHCIIEPHIOH.
He3aBHCHMO OT JIEUEHHUETO, AeXUApaTallUATA € PUCKOR (haKTOP 34 CMBPTHOCT H TpsAOBa BHMMATEITHO
Na ce u30ArBa nNpy MNalMeHTH B CTApYECKa BB3PACT C JEMEHLIMA.

MoO3B4HO-CHA0BU HEXeAaHU peaxtiid (MCHP)

[Ipu nnauebo-KOHTPONMMpaHN KIIMHWYHH ITPOYYBaHHs C [MAL{MEHTH B CTAPYECKA BE3PACT C AEMEHIIHA,
UMa 3HAYHTEIIHO NO-BUCOKO pasnpocTpaneHue (mpubiusurento 3-kpatHo nosuinasane) Ha MCHP,
KaTo Hamp. HHCYAT (BKHOUYMTENHO ChC CMBPTEH U3XO/) M NPEXOIHU HCXEMUYHU TTPHCTHITH IPH

nanyeHTy, JiekysaHd ¢ PUCIIOJIEIIT B cpapHeHue ¢ malieHTH, HA KOUTO GE.AARE-D aueﬁo (cpeaHa
BB3pacT 85 roaunu; Mexay 73 no 97 ronunu). CrOpanuTe JaHHM OT 6 ISTAL
TIpOYYBAHHA, TJIaBHO NIPU MALMEHTH B CTap4yecKa BB3pacT (>65 rogu
MCHP (TexkH, He-TeXKKH ¥ KOMﬁHHHpaHH) ce noyyapar rnpu 3,3%




33 NpYTH aHTUNICHXOTHLM Wi Apyrd rpymH nauyeHtd. PUCTIOJIEIIT Tpa6pa ma ce npumara
BHUMATENHO IPH MallHEHTH ¢ pUCKOBH (PaKTOPH 3a MHCYJIT.

OpTocTaTHYHA XUIIOTOHHUS

llopanu anda-6nokupaitoTo acHcTBHE Ha PUCIEPHIOH MOXKE [a C€ MOMy4l (OpTOCTATHYHA)
XMITOTOHHA, OCOOEHO B HAYAIOTO Ha JedeHHeTo. KIIMHHUYHO 3HaYMMa XMIIOTOHUS ce HaOonasa
MOCTMAapPKETHHIOBO [PH €AHOBPEMEHHOTO MNPWIOKEHUE HA PUCTICPUIOH H AHTUXHIIEPTEH3UBHO
jieyeHre. PucriepuaoH TpaOBa ga ce npuiara BHUMATEIHO [IPH MMALIUEHTH, 33 KOUTO Ce 3HAe, Y€ HMAT
ChPAEYHO-CHAOBH 3a00IIBaHHA (HAMNp. ChpASYHA HEAOCTATHYHOCT, MHPAPKT Ha MUOKAP/A,
HapyLWEHU B IPOBOAMMOCTTA, ACXHAPATALIHSA, XMITOBOJIEMUA WM MO3BYHO-CHA0BA Gonect).

CHOTHOLIEHHETO MOA3a/PUCK OT MO-HATATBUIHOTO Jeuekne ¢ PUCTIONEIT KOHCTA Tpatea aa ce
TIPELEHH, aKo NEPCHCTHPA KIMHUYHO 3HAYMMa OPTOCTATHYHA XHUITOTOHUA.

KscHa IUcKHHe3us/ExcTpanupaMUIHA CHMITTOMH 1}(®

JIekapcTBa ¢ I0NaMHH-PELENTOPHA AaHTATOHUCTHYHH CBOMCTBA Ce CBbP3BAT ¢ HHIYLIAPAHE HA KbCHA
OUCKHHE3HA, XapaKTepH3UpaLla ¢& ¢ pUTMHYHU HEROJICBH JIBIKEHHS, MPEIHMHO HA €3MKA WHIIH
nmuueto. Havanoro Ha ekcTpamipaMuiiHa CHMITTOMATHKA € pHCKOB (aKTop 3a KbCHA OHCKUHE3HA, AKO

CE MPOABAT CUMITTOMH WIH MPU3HAIM HA KbCHA TUCKWHE3HA, TpAOBa fa ce OOMUCIIM NMPeyCTAHOBABAHE
Ha JIEYCHHUETO C BCHYKH AHTHIICHXOTHIIH.

Hepponenruyen ManuraeH cuaapom (HMC)

[1py npunoxxeHHe Ha aHTHIICUXOTHLIM ce CHOOIIABA BE3HHKBaHE HAa HEBPOJICITHYEH MAIHTHEH
CHHJPOM, KOMTO Ce XapaKTepH3Upa ¢ XHNepTepMus, MyCKY/IHa PHIHIHOCT, HECTaOWIHOCT Ha
BEreTaTHBHATA HEPBHA CUCTEMA, IIPOMEHEHO CH3HAHWE M MOBHIIEHH. HMBA HA CEPYMHATa
KpeaTHH(POCHOKHHA3a. J[OITBIHUTETHUTE CUMITTOMH MOXKE 13 BKJIFOUBAT MHOINIOOHHYPHS

(paboomuonuza) u octpa Op6pedHa HeAOCTATHYHOCT. B TO3H Cyuaii, BCHUKH aHTHUIICHXOTHIN,
BKIFOUHTETHO PUCTIOJIEIIT KOHCTA, tpafsa aa 6b1aT cpeHs.

1 JapkHHCOHOBA 60MNeCT U IeMEHINS ¢ Teaua Ha Lewy

JlekapuTe TpsiOBa [a MPELIEHAT PUCKOBETE CIIPAMO I1QJI3aT4, KOTaTo MPeAMCBAT AHTHIICHXOTHUIIH,
BkmoumTenHo PUCIIOJIEIIT KOHCTA, Ha naliMeHTH ¢ MapKHHCOHOBA 60NeCT WIH JEMEHIIHS C
Tenua Ha Lewy (JITJI). Be3MoxHO € BiIOIIaBaHe Ha NapKUHCOHOBara Gonect oT pucnepuaod. ITpu
ABETE I'PYIIH CHINECTBYBA IOBHILICH PHCK OT pa3BHUTHE HA HEBPOJIENTHYECH MAJIMTHEH CHHAPOM, KAKTO
M MNOBHUICHA YYBCTBUTEIHOCT KBM aHTHIICHXOTHYHHTE JICKAPCTRA; TE3H NALIMEeHTH ¢€ H3KIIOUBAT OT
KIMHUYHH NIpOy4BaHHs. 1IpogBHTe Ha Ta3H MOBMILEHA YyBCTBUTEHOCT BKIIIOUBAT OOBPKBaHe,
OoTAajIeYaBaHe OT pealHUd CBAT, HECTAaOMIIHOCT Ha CTOWKATA ¢ Y€CTH NaJlavud B JOIThIHEHHE KbM
EKCTpanupaMyuaHaTa CUMIITTOMaTHKA.

XANEPrIUKEMHS

3a XHNCpriauKeMus Wik 00oCTpsaHe Ha npeiMabeTHO ChCTOSHHE ce ¢hoblasa B MHOTO PEKH CTydau
o Bpeme Ha nedeHnero ¢ PUCITOJIEIIT KOHCTA. IpenopsuutenHo e Aa ce NpoBex/1a CLOTBETEH

KJIHHHY€H KOHTPOJI IPH MAlMEeHTH ¢ 1WadeT M IpH NalUeHTH ¢ pPACKOBH GaKTOpH 334 Pa3BHTHE Ha
3axapeH aHader.

XHUIepNponakTHHEMHS

MOX€E OH ce CTUMYMpa OT MPOJIAKTHH. B'anelm Y€ IIpH KIHHHYHH H
NPOYYBAHUS, HE € NOMOHCTPHpPaHa SCHO BPh3KaTa ¢ TIPUIOKEHHETO
Ce BHUMaHue Npu nangdenTH ¢ noaodua anamuesa. PUCIIOJIEIIT K

ynorpebsBa BHUMATEIHO NPU MALMEHTH C MPEeAIIECTBALIA XHUIIEPIIP
BB3MOKHO MPOJIAaKTHH-3aBUCHMH TYMOPH.



Y opibkaBane Ha QT-uHTepBaNa

MHOT0 pAIKO TOCTMapKETHHIOBO ce Chobiara 3a yab/mkasane Ha QT-uurepsana. Kakto u ¢ apyrure
AHTUIICUXOTHIIH, TPAOBa Aa ce BHUMAaBa, KOTaTO Ce M3MKMCBA PUCMEPHIOH HA MALIMEHTH C U3BECTHH
ChpPAEUHO-CHAOBH 3abonsBaHus, ¢ hamMuHa aHaMHe34 3a yab/DkaBaHe Ha QT-uHTepBana,
OpasuxapIus WIH ¢ €NEKTPOAMTHHA HapyHIeHHs (XMITOKATHEMHUS, XUIIOMarHe3ueMus ), Thi KaTo Toi

yBEIM4aBa pHCKa OT PUTHMHH HapyIeHHs U IpY €THOBPEMEHHaA YIIoTpeda ¢ JIekapcTBa, 3a KOUTO ce
3Hae, 4e yawsmxaeaT QT-uHTeprpana.

Hpunaaeun

PHUCTIOJIEIIT KOHCTA Tps6Ba sa ce npuiara BHHMAaTeIHO NPH MAllMEHTH C aHaMHe3a 3a
[MpHNaJBbUH WIH C APYTH CHCTOAHMA, KOMTO MOXKE [1a [TOHMKAT IIpara 3a [OJy4aBaHe Ha TIPHUIIAfLK.

[lpyanussMm

L1pu nevenne ¢ PUCTIOJIEIIT KOHCTA moxe na ce momyus Ipuanu3sM Nopaau edekT Ha anda-
aapeHepruuna 61oKkana.

Perynupane na TenecHara TeMiieparypa

Cunra ce, ye aHTHIICHXOTHYHHTE JICKapCTBa HAPyLIaBaT clIocoOHOCTTa Ha OpranM3Ma Ja HaMasIsBa
TeJieCHara TeMneparypa. Ilpenoprusa ce, na ce npwiarar CHOTBETHUTE MEPKH, KOraTo Ce NpeaAlucEa
PHUCIIOJIEIIT KOHCTA Ha nmauueHTH, KOMTO C€ M3JIarar Ha YCIOBHS, KOMTO BOOAT JO [NOBHILIABAHE
Ha TelleCHATa TEMIIEpaTypa, Hamnp. CWIHO PUINYECKO HATOBAPBAHE, H3JlaraHe Ha CHJIHA TOILTHHA,

CBITHTCTBAIIO JICYCHHE C JICKAPCTBA C AHTHXOIHHEPrUYHA AKTHBHOCT, WIIH Ca MOMJIOKEHH Ha
00e3BOOHABAHE.

IlokauBaHe Ha TerjIoTo

KaxTo ¥ ¢ Opyrure aHTUIICUXOTHIM, IAIMCHTHTE TPSOBa Aa ObAaT MpeaynpelcHH 3a Bb3MOXKHOCTTa
3a IOKayBaHe Ha Ternoro. TernoTro TpaOea peIoBHO a ¢e U3MEPBA.

brbpeuno unu 4epHoaApobHO YBpeXKIaHe

Maxap ye nepopanHuat pucnepuacH € npoydeH, PUCIIOJIEIIT KOHCTA wHe e H3clie/(Bal npH

NAaUUeHTH ¢ YepHoapobHa i 6x6pedna Henocrarpunoct. PUCTIOJIETIT KOHCTA Tpatea ga ce
[puiara BHHMATEMHO Ha Ta3M Irpyna naumeHTH (BXK. Touka 4.2).

[IpunoxeHue

Tpabsa na ce uumasa PUCTIOJIEIIT KOHCTA na He ce MHKeKTHpa CIIydaiHO B KPBbBOHOCEH ChI.

1 loMOIIIHH BelIeCTBA

To3u nekapcTBeH MPOOYKT CHABPXKA [TO-Manko o 1 mmol nmarpmii (23 mg) Ha 1033, T.€. MO CHIIECTBO
TOH € 6e3 HaTpHi.

4.5 BsanmopgeicTBHe ¢ APpYIrd NeKapPCTBEHHA MPOXYKTH H APYTH opMH HA BIaUMoOJelcTBHe




aHTHAENPECAHT (HANP. MATIPOTHIIMH) M ¢ JIEKAPCTBA KOMTO NPUYHHABAT €NEKTPOIMTEH AHCGATaHe
(XHIIOKaNHeMMA, XUIIOMArHe3HEMHUS ), GpaluKapaua UM TAKHBA KOUTO UHXUOUPAT YepHOOPOOHHUS
MeTabOoIH3bM Ha pHCTIEPUIOH. TO3M CIIHCHK € [OKA3aTeNIeH, a He H3YepaTesieH.

{lomenyuan na PUCIIOJIEIIT KOHCTA 0a noenussa dpyeu nexapcmeenu npodyxmu

Pucnepunon Tpabsa aa ce ynorpebssa ¢ BHUMaH#He B KOMOHHALMA ¢ IPYTH LEHTPATHO-ICHCTBALII
BEILECTBA, OCOOCHO BKIIOUBAILIM AJIKOXOJI, OITMATH, AHTHXHCTAMHHOBY H GEH30IHA3eMMHI [I0pa/IH
MIOBUILIEHUAT PUCK OT CEAHPAHE.

PHUCIIOJIEIIT KOHCTA moxe Ia aHTaroHH3upa edexra Ha JIEBOAONA U Ha OpPYyTH AOIAMHHOBH
arOHHCTH. AKO Ta3H KOMOWHALMA ce cuMTa 3a Heo0XxoauMa, 0coBeHO IPH kpacH cTaauit Ha
MapKMHCOHOBA DoslecT, TpabBa fa ce H3MuIle Hal-HHCKO epeKTHRHATA 034.

KiuHI4HO 3Ha4YMMa XMIIOTOHHA ce HabmogaBa HOCTMAPKETUHIOBO NPH €IHOBPEMEHHO NPHIaraHe Ha
PHCIIEPHIOH ¢ aHTUXMNEPTEH3IUBHO JICYECHHE.

PUCIIOJIEIIT He noxa3spa KIMHAYHO 3HaYMM e(heKT BEPXY GapMaKOKMHETHKATA Ha JTMTHH, BAINpPOaT,
JUTOKCHH WIIH TOTTHpaMar.

Ilomenyuan na opyeu nexapcmeeru npodyxmu oa noeauseam PHCITOJIEIIT KOHCTA

H3BecTHO ¢, ye xapbaMasenuH HaMaNgBa IIA3MEHATA KOHLIEHTPALUA Ha AKTHBHATA AHTHIICHXOTHYHA
¢paxims Ha pucniepuznol. ITonobHu edektu Morar aa ce HabIIONABAT B TOBA YHCIIO ¢ PHbAMITHLINMH,
dennTonH U heHobapbuTan, KOUTO CHINO HHAYUMPAT YepHOAPoOHH eH3uM CYP 3A4 u chiio Taka P-
raMkonpoTenHa. Korato ce 3amousa WM crvpa jledeHHe ¢ kapbaMasenuH WK ¢ IPYTH HHIYKTOPH Ha

qepHoApobHIA eHsum CYP 3A4 /P-rnuxonporenta (P-gp), neKapAT Tpsabea Ja npeoLieHn
no3upoBkata Ha PUCIIOJIEIIT KOHCTA.

DTyOKCETHH U MapokceTuH, HHxubuTopu Ha CYP 2D6, MOBHIIABAT Ia3MEHATa KOHICHTPALKA Ha
PHCHEPHIIOH, HO NO-MAJIKO Ha AKTHBHATa aHTHIICMXOTHYHA (pakiusa, O4akea ce, 4e pyruTe
naxuburopu Ha CYP 2D6 kaTo XMHMANH MOraT a IMOBJIMSAT IUIa3MEHaTa KOHIIEHTpAlMA Ha
pPHCIEPUIOH MO 1oaobeH HauuH, Korato KaTo ChIBTCTRAIIO JICUSHHE Ce Ha3HAYaBa WTH Ce CIIHpa

(byOKCETHH HJIM NTAPOKCETHH, JIEKapAT Tpsa6Ba Aa MoJI0KHK Ha NMpeoueHka go3ata Ha PUCTIOJIEIIT
KOHCTA.

Bepanamun, uaxuburop va CYP 3A4 u P-gp, noBummaga ra3smMeHaTa KOHLEHTpalya Ha PHCIIEPHIOH.

['anaHTaMHH M JOHENE3WT He ITOKA3BAT KIMHHYHO 3HaYuM eeKT BEpXY hapMaKOKHHETHKATA Ha
PHUCNIEPHIOH M Ha AKTMBHATA aHTUIICUXOTHYHA (PpakImis.

(DeHOTHASHHHUTE, TPUHMKIIHYHHATE AHTHAETIPECAHTH U HAKOM GeTa-610Kkepy MOXKe Ja [TOBULIAT
TU1a3MEHATA KOHLIEHTPALMA Ha PUCTICPHAOH, HO He H KOHLUEHTPALMATA Ha aKTHBHATA aHTHIICUXOTHYHA
(ppakuys. AMUTPHITTHIMH He NOBIHABA HapMaKOKMHETHKATA HA PUCIIEPUIOH, M Ha aKTHBHATA
aHTUNCUXOTHYHA Qpakuud. [[AMETHAMH M PaHUTHIWH MOBUIIABAT OHOHANIMYHOCTTA Ha PHCTICPHUIOH,
HO CaMO HE3HAUMTENIHO Ha aKTUBHATA AHTMNCHXOTHYHA (ppakuna. EpurpomunmH, uuxuburop Ha CYP
3A4, e npomMeHs HapMaKOKHHETUKATA Ha PHCIIEPHIOH M Ha AKTHBHATA AHTHIICHXOTHYHA (DPaKIIA.

Bx. TouKa 4.4 OTHOCHO MOBHUIIEHATa CMBPTHOCT MPH MALMEHTH B CTApPYECKa BB3PACT C JEMEHIIHS,
MpHEMalH eIHOBpEMEHHO GYpO3eMHu,

4.6 BpeMeRHOCT H KBpMeHE

bpemennocm



HabmonaBaHa ciesl yrnoTpeba Ha PUCTIEPHIOH II0 BpeMe Ha MOC/IETHOTO TPUMECe e Ha 6peMeHOCTTA.
3aToBa, HOBOPOACHHTE TPAOBA Ja c& KOHTPOIHPAT BHUMATENHO. PUCNIEPHIOH HE € TepaTOreHeH IpH
NpOy4BaHHA ¢ )KABOTHH, HO ¢a HabmoaapaHu Apyry BUIOBE PEPOAYKTHBHA TOKCHUHOCT (BXK. TOUKA
5.3). [loTeHLIHATHUAT PHCK MU XopaTta e HeusBecTeH. Cnegosarenno, PUCIIOJIEIIT KOHCTA He
TpsOBa Aa ce H3MO3BAa N0 BpeMe Ha OpeMEHHOCT, OCBEH B CTyuail Ha KATErOPHYHA HEOGXOIUMOCT.

Kspmere

IIpoyysaHuATa OpH XMBOTHH MTOKA3BAT, Y€ PHCIICPHIOH H 9-XHUAPOKCH-PHUCIIEPHUIOH CE EKCKPETHPAT B
MAAKOTO. Iloka3zano e, ue pUCepHAOH H 9-XHAPOKCH-PHCTIEPHAOH C& eKCKPETHPAT CHINO U B
YOBEIKaTa KbPMaTa B MaJIKH KOIM4eCTBa. HiMa HaTHYHN JaHHH 332 HEXKENIAHK peaKLHH Npu

KbpMayueTa. 3aToBa € HeoDXOnuMO Ja ce CpaBHAT FI0J3aTa OT KEPMEHETO U MOTSHUMATHUAT PHCK 3a
AETCTO.

4.7 Edextd BppXy cnocofHOCTTA 32 IodHpaHe H padoTa ¢ MAIHMHH

PUCTIOJIEIIT KOHCTA Mosxe f1a vMa MUHHMAJTHHA HIH yMepeHH eeKTH BEpPXY CIIOCOOHOCTTA 32
modupane ¥ paboTa ¢ MallIMHK, NOPAIH NOTEHIKATHUTE edeKTH BEPXY HEPBHATA CHCTEMA M BHPXY
3peHHeTo (BXK. Touka 4.8). CiiemosartenHo, nanuenTure Tpsabea aa 6b0aT ChBETBaHM Aa He OQUpPAT U
Aa He paboTAT ¢ MaIUWHHY, AOKATO HE CTaHEe W3BECTHA TAXHATA HHIHUBHIYAHA UYyBCTBHTEIHOCT.

4.8 HexenaHu nekapcTBeHM peaKN AR

Haii-yecto crobaBanuTe Hexkenanu nexkapcteend peakumu (HJIP) (paznpocrpanenue > 1/10) ca:

Oe3chHuUE, TPEBOKHOCT, N1aBobOMHe, HHQEKIIMK Ha TOPUTE TUXATETHH IIFTUIIA, MAPKHHCOHU3IBM,
OCSIPECHS] ¥ aKATH3HA.

Cnenpat Bcuuky HIIP, 3a koHTO ce cho0liana B KIIMHHYHM MPOYYBAHMA H [TOCTMAPKETHHIOBO.
H3non3sar ce cneqHUTe TEPMUHHK U OINTPEACCHHA 33 4e€CTOTaTa, C KOATO ce nposasaat HIIP: Muoro
dectH (=>1/10), gectu (=1/100 no <1/10), veuectn (>1/1000 mo <1/100), penxu (>1/10 000 no
<1/1000), mHoro peaxu (<1/10 000), c Hen3BecTHa YecTOTa (OT HATUYHHUTE JAHHHU HE MOXE J1a OBe
HalpaBeHa OlleHKa)

HpH BCAKO I'DYIIHPAHE B 3aBHCHMOCT OT YE€CTOTAaTad, HOXKCIIAHHUTE JICKAPCTBCHH PCAKIIHH CC HBﬁpDHB&T
B HH3XOOAILI pe€a 110 OTHOUICHHUC Ha TAXHATd CEPUO3HOCT,

HexeJlaHH NEKapCTBEHH peakUMH, kiacupaHd o MedDRA-6a3a faHHU Ha CHCTEMO-OPTaHHH KJIacoBe

Hichensanuga -

Yecmuy Hapymenns B EKI', noeuiierre Ha npoiaakTHHa B KPBBTA®, IOBUILIABAHE Ha
KpBBHATA 3aXap, NOBUILCHUE HA YepHOAPOOHMTE SH3UMHM, NOBHINIABAHE Ha
TpaHCAMMHA3WTE, IOBHILIARAHE HA raMariyraMwITpancdepasara, TIOBHINABaHE HA
TErI0TO, HAMAISABAHE HA TErJIOTO

Heuecmu YoemkaBane Ha QT - HHTepBana Ha kapanorpamara
Chrpaednu HapylIeHHs
Hecmu ATpUo-BeHTpHUKYAapeH OIIOK, TaXuKkapaus
Hevecmu beapen 610K, IpeaACHPAHO TpellTeHe, O6paxuKapaus, CHHYCOBa Opaaukapaus,
MaJIHTaLH{
Hapymenns Ha KPBEBTA H JEMGHATA CHCTEMA
Hevecmu AHemus
Peoru TpomboumToneHys , HeYTpONeHUA
C nHeuszgecmua ATrpaHynoiuros3a
yecmoma
Hapymennst Ha HEPBHATA CHCTEMA
Mrnozo yvecmu HapKHHCOHHS'BMb, AKATH3INA®, TJIaBOGOITH
Hecmu 3amaiiBaHe, ceIMpaHe, CbHIHBOCT, TPEMO
JHCKHHE3US



Hevecmu KOHBYJICHH, CHHKOII, 3aMalfiBaHe NIPH M3NpPaBeH CTOEXK, XMIIOECTE3HS, NapecTesns,
JIeTaprug, CHEIUBOCT
Hapymenns Ha 09HTE

Yecmu 3aMBIIIEHO BIDKIAHE, KOHEOKTUBUT

Hevecmu Oxiy3us Ha peTUHATHATA apTepHs

Hapymenns Ha yxoto B 1a6rpHBTa

Yecmu Bepturo

Hevecmu bonxa B yxoTo

PecimpaTopHs, rpbJHH ¥ MEIHACTHHAIHH HAPYIICHARA

Hecmu AducnHes, kaluTkLa, Ha3anHa KOHTecTHA, 60/ka BB hapHHKCa 1 JTApWHKCA,

Peoxu CHHIApPOM Ha aIHes 110 BpeMe Ha CbH

CToOMAIIHO-UPEeBHA HAPYIICHHAS

Hecmu [loBprimaHe, Avapus, 3anek, rageHe, 60ka B KopeMa, IMcnencus, 30060,
CYXOTa B YCTaTa, CTOMALUEH JUCKOMQOPT, racTpUT

Peoxu O6¢cTpykLMs Ha YepBaTa, HaHKPEaTHT

Hapymenna Ba 6n0pennaTe H NHKOYHATE NHTHINA

Yecmu Enypesa |

Hapymenns Ha KOKaTa B DOAKOKHATA THKAH

Hecmu ObpuB, ex3eMa

Hevecmu AHrHoeneM , chpbex, aKkHe, alornelus, cyxa KoxKa

Hapymenns Ha MyCKYJTHO-CKENETHATA CHCTEMA H CheHHHTETHATA THKAH

Hecmu Aprpanrus, 6onka B rep6a, 6onka B KpaitHuLMTE, 60IKH B MyCKYITUTE

Hevecmu Myckynna crnaboct, 601Kka BEB BpaTa, 60/1Ka B celaNUIIeTo, 6OJKa Ha MyCKYJIHTE

H KOCTHUTE HA rPhIHHA KOIII
HapywenHa HA eHIOKPHHHEATA CHCTEMA

Peoxu HecboTBeTHa cexpelids Ha aHTHANYPETHYEH XOPMOH

Hapymennsa Ha MeTa0om3Ma H XpaHeHETO

Yecmu [TosuieH ANETUT, HAMANIEH AIIETUT

Mrnozo peoxu HuaberHa keToaumgoza

C neuzgecmna BonHa HHTOKCHKALMA

yecmoma |

Nurdpexnun n aadecranun

Mnozo wecmu HHudexnyn Ha ropHUTe JUXATENHH THTHINA

Hecmu IIHneBMOHHS, MPHUII, HH(EKIMK Ha JOJHHMTE AMXATEITHH ITHTUINA, OPOHXHT,
WHGQEKLHHA HA MTMKOYHUTE IHTHILA, HHOEKLMH Ha YXOTO, CHHY3HT, BHPYCHH
MHPEeKIMUY

Hevwecmu HucTHT, racrpoeHTeput, UHQEKIWs, JTOKanu3npaHa HHOEKIMA, MOAKOXEH abciec

HapansBanns, OTPaBRHEA H YCNOKHEHAN, BL3HAKHAIE B Pe3YATAT HA HHTEPBEeHIIHA

Hecmu ITapnane

Hevecmu [IpouenypHa 6omka

CraoBM HapymenHsd |

Uecmu XHUIIEPTOHUS, XHIIOTOHHKS

Hevecmu OpTocTaTHYHA XHINOTOHHA

OO0mu HapymeHAd 4 €peKTH HA MSCTOTO HA NPHIOKEHHE

Hecmu Temneparypa, nepudepuu orouy, 6onka B repauTe, yMopa, Sonka, 6onka Ha
MACTOTO Ha IIPWIOKEHHE, ACTEHWs, IPHIONON00eH CHHAPOM

Hevecmu Heobuuaiino ycelnase, rppaeH JUCKOMGOPT, BTBBPAABAHE HA MICTOTO HA
MPHAOKEHHE, BAJIOCT, PCAKLHUA Ha MACTOTO HA IIPHJICKEHWE

Pedxu XHUIIOTePMHS

Hapymenus Ha HMYHHATA CHCTEMA

Heyecmu CBpPBXYYBCTBHTEITHOCT

Peoxu AHadwiaKTHYHA peaKiys
Xenaro-04/IHAPHH HAPYRICHHS
Peoxu JXerreruua




Hapymenus: Ha Bb3NPOHA3BOZATENHATA CHCTEMA H IbPIaTa

Hecmu AMeHOpest, epeKTHIHA JUCHYHKIIHA, ralakTopes
Hevecmu CexcyanHa JuCYHKIIHMSA, THHEKOMACTHS

Peoxu [ Ipnanuzsm

HcHEXAYHA HADYIICHAN

Mrnozo vecmu Henpecus, 6e3cpHE, TPEBOKHOCT

Hecmu BBaHeHHe, HapylIeHHe Ha CHHA

Hevecmu MaHus, HamManeHde Ha JTMOUI0TO

" XunepnpolakTHHEM#A B HAKOM CITy4ad BOIM A0 THHEKOMACTHS, HapyILIEHHSA HA MEHCTPYALMATA,
ameHopesi, rajJaKkTopes

® Moxke 1a BB3HHKHAT €KCTPAIUPAMHIHH HAPYLIEHHS: TAPKHHCOHMIBM (OGHITHA CajIMBALNA,
BTBBPIABaHE Ha CKEJICTHATa MyCKYyJIaTypa, MapKHHCOHHIbM, JJUTABEHE, PUTHAHOCT KAaTo 3564ato
Koieno, OpaauKHHEIUsd, XHIOKHHE3HA, MACKOBUIHO JIHIlE, MyCKYJTHO HallpeXKeHHe, AKHHE3U, BpaTHa
PUrHOHOCT, MYCKYJIHA PHTHOHOCT, IAPKMHCOHOBA N0X0/Ka U aGHOpMeH peduiekc Ha rnabenara),
aKaTH3MA (AKATH3MS, HECTIOKOHCTBHE, XMITEPKHHE3HA H CHHIPOM Ha HECTIOKOMHHSA KpaK), TPEMOP,
OUCKHHE3HA, (TMCKHHE3HUA, MYCKYJIHH MOTPENBaHMA, XOPEOaTETO3a, ATETO3a8 H MHOKIIOHYC), TUCTOHMA.
JHCTOHHMATA BKITFOYBA JUCTOHUA, MYCKYTHH CNIa3MH, XUIIEPTOHHUS, TOPTUKOJIHC, HEBOJIEBH MYCKYITHH
KOHTPAKIKH, KOHTPAKTYpa Ha MyCKYJIHTE, Oiedapocnia3bM, OKYyJIOTHPHS, ITapaii3a Ha €3HMKa, JIMLERH
CMA3MH, JIAPUHIOCNIA3bM, MHOTOHHA, OITHCTOTOHYC, OpodapHHIeaneH cna3bM, IIIEeBPOTOTOHYC,
CMa3bM Ha €3WKA ¥ YENIIOCTHA CKOBAHOCT. TpeMopa BIUTIOYBA TPEMOP U OCTATHYEH NAPKUHCOHOB
TpeMop. Tpabpa na ce orbenexu, He ca BKITIOUEHH [IMPOK CITEKTHP OT CUMITTOMH, HO HE €
HeOOXOAMMO J1a UMAT eKCTPAIIUPaMUIEH IIPOU3XOI.

Cnenpa cricbk Ha HIIP, cpbp3anu ¢ pucnepuoH U onpefenend kato HIIP no BpeMe Ha KIHHUYHN
MPOYYBAHHA, NP KOUTO Ce H3C/IEBA MEPOPANSH PHCTIEPHAOH, HO He: S
KIHHMYHH OpoyuBaHus Ha PYUCIIOJIEITIT KOHCTA. /R
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JIoImENHUTETHH HeXKeJTaHH JIEKapCTBEHH peaKliy, cho0aBalH 3a nepopaned RISPERDAL
g0 He U 3a PUCTIOJIEIIT KOHCTA no MedDRA-6a3a naHHH Ha CHCTEMO-OpTaHHH KIacOBe

HicaenBanns

[ToBHuaBane Ha TenecHATa TeMIlepaTypa, [IOBUIIaBaHe Hpos Ha e03UHODHINTE, TOHIDKABAHE
Opos Ha OenHTe KPBBHHU KJICTKH, OHKABAHE HA XeMOri00MHA, MOBHINIABAHE HA KPeaTHH
dochokHHazaTa B KPBBTA, IOHWKABAHE HA TEIECHATA TEMIIEpaTypa

Hudexunn 1 aadecTAIHR |

TOH3WIUT, LIeTyIHT, OTUTHUC MEXHS, HHPEKLMH HA OYHUTE, aKapoJAepMaTHT, HHGEKIIHH Ha
OUXATEIHNA TPAKT, OHMXOMHKO3a, OTUTHC MeAra XpOHHKA

HapymeHrs HA KPbBTA H THM(PHATA CHCTEMA

['panynouuroneHus

Hapymennan Ha HMYHHATA CACTEMA

JlexapcTBeHa CBPBXYYBCTBHTETHOCT

HapymeHHns Ha MeTabou3Ma 1 XpaHeHeTo

AHOPEKCHA, TONUTUIICHS

caxpuan HApYIIEHASA

CheToSHHE Ha 0O BPKAHOCT, HECTIOKOHCTBHE, AHOPra3sMus, TIPUTHIEH adeKT

Hapymenns Ha HepBHATA CHCTEMA

Jlumnca Ha peakilus Ha CTHMYIIH, 3ary0a Ha Ch3HAaHHE, HEBPOJIEITTUYCH MaJIMTHEH CHHIPOM,
nuabeTHA KOMa, MO3BYHO-CHI0B HHLMACHT, NOATUCHATO HUBO Ha CB3HAHHETO, MO3bUHA
MCXEMUA, MO3BbYHO-CHIOBH HAPYILIEHHA, IPEX0AEH UCXEMUYEH TTPUCTDIT, IU3aPTPHS,
HapyIllleHUs Ha BHUMAHHETO, HapyIIeHHE HA PaBHOBECHETO, HAPYLUEHHMA HAa FOBOpa, HApPYIUEHHE
Ha KOOpAMHALIMATA, HAPYIICHUE HA ABIDKEHUATA

Hapymenns Ha OMHTe

OuHa XUTIEPEMHS, CEKPET OT OMMTe, OTOK Ha OYMTE, CYXH OYH, YBEITHYEHO CBII300TAEIAHE,
dorodobus, 06oCTpAHE Ha BAOIIEHO 3peHHe, BEPTEHE Ha OYHTE, [NIAyKOMa

Hapymenns Ha yxoro u 1aGupHanTa

1lIyMm B yiurure

CbI0BH HAPYIICHHS

3adepBABaHE

PecnHpaTOpHE, TPBAHA H MEAHACTHHAJIRM HAPYIIEHHS

CaupKaHe, acnupal@oHHa ITHEBMOHMA, OeoApobeH 3aCTOH, peclIMpaTOPHH HapyLISHHMS,
XPHIIOBE, ENMUCTAKCUC, 3aCTON B AWXATENHHU TPAKT, XHIIEPBEHTHIALMA, THCHOHMS
CroMamHo-YpeBHH HAPYIDCHHS

Nucdarua, HesagbpXKaHe Ha U3NIpaKHEHMA, (PeKarioMa, OTOK Ha YCTHHTE, XCHITHT
HapymeHHA Ha KOXKAaTa H HOAKOXKHATA ThHKAH

Jle3uM Ha KOYKaTa, KOXKHA HapyIleHud, IpOMSIHA Ha 1IBeTa Ha KoXaTa, cebopeeH qepMaTUuT
XHIICpKepaTo3a, IIBPXYT, EpUTEMa

HapymieHHa Ha MyCKY/IHO-CKEJIETHATA CHCTEMA H CHeJHHATENHATA ThKAH
PabnoMuosH3a, OTOK HA CTABUTE, NATOJIOTHYHA CTOHKA, CKOBAHOCT Ha CTABUTE
Hapymenns Ha On0penaTe 1 MAKOYHATE HBTHINA

Exype3a, nu3ypus, MOJIaKHypH

Hapymenng HA Bb3NPOH3BOAHATE/IHATA CHCTEMA H I'bPAATA

Hapymenus Ha eaKyJaluuaTa, FTCHHTATHO TeUCHHE, HEPEAOBHA MEHCTPYAIUs

O6mu aapymends H epeKTH Ha MACTOTO HA NPHJIOKEHHE

I'eHepanu3dpaH OTOK, OTOK HA JIMLETO, HAPYLIEHHE HA CTOMKATA, XKaX/1a, CTY/ICHH TPHIIKH,
CTYIE€HH KpaHHHULIH, 80CTHHEHTEH CHHAPOM

Eghexmu na xnaca

KaxTo MpH APYrHTe aHTHIICUXOTHIH, C PUCTIEPHIAOH NOCTMaPKETHHIOBO MHOT'O PAAKO ¢e chodiaBa,
3a ciTyyau Ha yaboked QT-suTepBan, Jpyrure ChbpAeyYHH eeKTH OTHACAIIH Ce BJFTHI “" A K
CHOOLIEHH [TPH AHNTHNICUXOTHIM, KOHTO yab/pkasar QT-uHTepBana, Bnousa ' '
KaMmepHa (HOpIIaus, KaMepHa TaXUKapA|s, BHe3anHa CMBPT, CHpAEYeH a
Pointes.
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Ioxaueane na meaaomo

I[To BpemMe Ha 12-ce AMHUYHO ABOHWHO-CIIANO, MIALE00-KOHTPOIUPAHO KIMHHYHO NpoyyuBaHe, 9% ot
naureHTHTE, NekyBanu ¢ PUCIIOJIEIIT KOHCTA, B cpaBHeHMe ¢ 6% OT natiueHTHTE, Ha KOUTIO Ce

nasa ruiane®o, ce HabMoaBa NOKaYBaHe Ha TErTOTO ChC 27% OT CBOETO TEJIECHO TETJIO B Kpas Ha
u3cneaBadero. B oTkpuro kHHHYHO nipoyusane Ha PUCTIOJIEIIT KOHCTA, npoas/okiio 1
roJIMHa, IPOMEHHUTE B TENIECHOTO TETJIO IIPH HHIWBHAYAITHATE NALUEHTH ca OOMKHOBEHO B PAMKMTE Ha
+7% OT U3XOAHOTO HHUBO;, 25% OT HalMeHTHTE UMAT YBEIIHYEHUE Ha TEIECHOTO TEIJIO Che 27%.

4.9 Ilpenozmpane

Tbi KATO € MO-MAJIKO BEPOATHO JIa C€ MOTYYHU Npeo3HpaHe NPU NapeHTEPATHOTO, OTKOIKOTO NpH
MEePOPASIHOTO MPUWICKEHHUE, IPEACTABA C€ HHPOpMALHs OTHOCHO MNEPOPATTHOTO IIPHIIOKEHHE

Cumnmomu

Haii-061m0, croBIIaBaHNTe IPU3HAIIA H CHMITTOMH, Ca TE3H KOWTO Ca PE3YJITAT HA arPABALMA Ha
M3BECTHHTE GapMakoNTOrHiyHH edeKTH HA pHcHepUIoH. Te BKIIYBAT CHHIIMBOCT U CeIUpaHe,
TAXHKAPAMA M XHIIOTOHHS, H eKCTpanupaMuaHy cumirromi. [1pu npenosupate ce crobinara 3a
yasokasaHe Ha QT-uHTepBana u 3a npunagsiM. 3a Torsade de Pointes ce cpofliiaBa BbB Bpb3Ka €
xoMOunupano npenozupane Ha PUCIIOJIEIIT 1 napokceTHH.

B ciy4aii Ha ocTpo npemo3upaHe, TpAOBa [1a ce HMa Mpell BEA BE3MOXHOCTTA J1a Ca BKITIOUEHH MHOTO
JIEKapCTBa.

JTevenue

YcTaHoBeTe ¥ IIOIBpaKaiiTe YMCT BB3AYLICH ITET H OCHIYpPeTe JOCTAThYHA OKCUPeHALIHA U
obaumBane. MOHHTOPHPAHETO Ha CHpPIEYHO-CHAOBATA cHCTeMa TpAbBa Aa 3anouHe He3abaBHo U
TpsOBa [a BKIO4BA HAOMIOACHHE Ha eJIeKTPOKap/AMOrpaMara, 3a Zia C€ periMcTpupar eBeHTyaTHH
apUTMUMU.

3a PUCTIOJIEIIT Hama ciemyduueH aHTHAOT. CrieaoBaTeNIHO TpAbBa Ja ce 3ar0YHaT ChOTBETHHTE
MEpPKH 32 NoAAbpxkaHe. XUMNOTOHHATA M LUPKYJIATOPHUAT KOJAIC TpAOBa Aa e JIEKYBAT ChC
CBOTBETHUTE MEPKH KaTO BEHO3HO BAMBAHE Ha TEYHOCTH W/UIIH CHMIIATHKOMHMETHYHH CpeIcTBa. B
cAy4Yaif Ha TeXKKa EKCTpanMpaMHIHA CUMIITOMaTHKa, TpA0Ba 1a ce [pUIaraT aHTHXOIHHEePI HYHH

nexkapersa. CTPOTHAT MEAULIMHCKH Haa30p H Habmonexue TpaOBa a NPOXB/DKAT, AOKATO MALUEHTHT
ce BB3CTAHORH.

5. ®APMAKOJOIMYHU CBOHUCTBA

5.1 @apMaKOIHHAMHYHH CBOHCTBA

Papmarxomepanesmuyna zpyna: npyru antuncuxoTHil: ATC kon: NOSAXO08.
Mexanuzvm Ha deticmaue:

PrcniepyuaoH e CeleKTHBEH MOHOAMMHEPTHUCH aHTarOHUCT ¢ YHMKAJIHY CBOMCTBA. TOH MMa BUCOK
apuHHTET KbM cepoTonuHepruynmTe S-HT2 u nonamumepruannTe D2 penerrropu. Pucniepunou ce
CBBP3Ba CBUIO U ¢ alida-1 aqpeHepPrUUHHTE PELCITTOPH, ¥ ¢ O-MATBK apuHUTeT, ¢ H. -
XHUCTAMHHEPIUUHKTE U anga2-aJpeHepriadHMTe PELENTOPH. PucriepHnoH HMW,EH; HM
XOJIMHEPTHYHKTE pellenTopH. Makap 4e pucTIepHIOH € MolieH D2 aHTar ﬁﬁ%mmﬁﬁé

rnogoSpsaBa MO3UTUBHHTE CHMITTOMH Ha IIM30(GPeHMATa, TOH NpHYKHABAMQE agqﬁanmﬁa@

.-I.'. :'.::. "i'n‘,r- !

IOBUTaTENHATA AaKTHUBHOCT U HE NPUYHMHABA TaKaBa KaTaJIEIICHA KaTo Kia yrre aliTHRCK; H.
g 'I‘ . "'H':,
banascHpaHHAT UEHTPaIeH aHTarOHU3BM CIIPAMO CEPOTOHKH U IOTIaMIN MO3 e,uammamﬂf ;
BEPOSTHOCTTA OT NOJy4YaBaHe Ha €KCTpalnvpaMHIHU HEXEIIaHH peakiy ‘Aa pasimpH f_,,/" &
Ty ” T

\'“: i ,‘H i - ﬁ.lq"jr
{tﬁﬁ,' -."ﬁ':‘ -
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TepaneBTHYHOTO JEHCTBYE KBM OBNAAABAHE HA HETATUBHWTE U A(EKTHBHHTE CHMITTOMH Ha
muzodpeHnaTA.

Knunuuna echexmuernocm
EdextusHocrra Ha PUCTIOJIEIIT KOHCTA (25 mg u 50 mg) nipH oBnaasBaHe Ha H3ABHUTE Ha
IICMXOTHYHUTE pascTpolicTra (lun3oppeHns/mu30alpeKTHBHH pa3CTpOMCTBa) € YCTAHOBEHA IIPH €HO

12-ceMHUYHO, TL1ae00-KOHTPOIHPAaHO KITHHHYHO MPOy4YBaHe MPH BB3PACTHHU NCUXUYHO OONHHA B
aMOVIIaTOPHU MAlfHEHTH, KOMTO OTTOBOPAT Ha Kpurepuute DSM-1V 3a mm3zoppenus.

[Tpu exno 12-ceqMUYHO CPaBHHTENHO KJIMHUYHO OpOyUBaHe MPH CTaOKITHY MAlMEHTH C ITH30¢peHH
e nnokazano, y¢ PUCITOJIEITIT KOHCTA e Tosnkora eeKTHBEH, KOJIKOTO Ca U MEPOPATTHUTE TaONETKH.
Hwarocpounara (50-ceqmuyna) 6eszonacHocT U edukacHocT Ha PUCIIOJIEIT KOHCTA csio ¢
OUEHEHA B OTKPHTO KIHMHUYHO MpOyYBaHe Ha CTAOWIHYU ICHXKHYHO OONMHH NalHeHTH U aMOyIaTOpHH
MAIIMEHTH, KOUTO OTTOBAapAT Ha kpurepuute Ha DSM-IV 3a muzodpeHus u lun3oadekTHBHA
pascTpoiicTea. C Bpemero edexruBHocTTa € ogabpkada or PUCITOJIEIIT KOHCTA (®urypa 1).

®urypa 1. Cpenna npomsiHa B obmarta onerka no PANSS ouenena ssB Bpemero (LOCE) npu
NanHeHTH C U300 PEHHS.
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3.2 PapmMaKOKHHETHYRHA CBOHCTBA

Abcopbyus
Abcopbuusara Ha pucnepunoH ot PUCTIOJIEIIT KOHCTA e mbiHa.

Cnen enna MyckyiaHa Hipkekuma PUCTIOJIEIIT KOHCTA npodgwrsT Ha ocBOOOKAABaHE Ce CHCTOM
OT MAJIKO HAYAIHO OCBOOMKAaBaHe Ha pHCIepHAOH {<1% ot K03ara), MPOABILKABAINO 34 ITEPHUO OT 3
cenmuiy. OcBoOKIaBaHETO HA OCHOBHOTO KOIMYECTBO PUCIICPHIOH 3ari04uBa OT 3-Ta CEAMHIIA
HAaTaThK, IOAXBPIKA ce OT 4 10 6 ceAMHLIM U OT3BYy4asa IIpe3 ceaAMMLIa 7. ITopanu ToBa TpsaOB2 Na ce

OCHTYpPH IIEPOPATHO aHTUNICHXOTHYHO TOKPHTHE 110 BpEME Ha ITbpBUTe 3 CEAMULN Ha JIEHEHHE C
PUCTIOJIETIT KOHCTA(Bx. Touka 4.2).

Kom6uHamusaTa ot npoduia Ha ocBOOMKIaBaHE K perkMMa Ha A03MpaHe (MYCKYITHH HHKEKIHU TIpes3
[BE CEIMHLIM) ¥Ma 3a Pe3y/iTar MOCTOSHHH TepaneBTHYHH IUIa3MEHH KOHUESHTpaliuy. TepanesTHiHUTe

I1a3MeHH KOHUEHTPAILUH Ce 3ama3sat 4 10 6 ceAMHIM cilel] nocneanara uibkekuua PUCTIONENT
KOHCTA.

CpeNHUTE MHHMMAJIHH H MakCHMalHHM IL1a3MEHH KOHLEHTpalKH Ha aKTHBHATa
dpakuusa sapHpar Mexay 9,9-19,2 ng/ml u 17,9-45,5 ng/ml cvorBeTHO. He € Ha
KyMYJIMpaHe Ha PUCIIEPUIIOH NIPU NMpoabDKMTeNHa yroTpebda (12 Mecena) npy i
HIDKEKTHpaHH 25-50 mg npes [Be CeAMULIH.
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Pasnpedenenue

PucnepunoH ce pasnpenensa 6sp3o. O6emMbT Ha pasnpegensue ¢ 1-2 I/kg. B mnasmara pucnepunoH ce

CBBbp3Ba ¢ AIOYMMH ¥ anda-1 kucen ruxonporend. CBbp3BaHETO HA PUCIIEPUIOH ¢ IU1a3MEHHTE
npotrerHH € 90%; Ha akTHBHUA MeTAOOIUT 9-XHIAPOKCH-PUCIIEPHACH e 77%.

Buompancihopmayun u erumurnupane

Prcniepunon ce merabonmusupa or CYP 2D6 Ao 9-xuapokcu-pucniepuIoH, kokTo uMa mogobHa
(papMaKoIIOrMiHa aKTHBHOCT KATO PHCIICPHAOH. PHCTIEpHIIOH TUTIOC 9-XHAPOKCH-PHCIIEPHIOH
obpasyBsar akTHBHaTa aHTHIICHXOTH4HA Ppakuma. CYP 2D6 e obexr Ha TeHeTHYEH MOJTHMOPHUIBM.
brpaure CYP 2D6 merabonuzaropu 6:p30 MpeBpbIIAT pUCIEPUIOH B 9-XHIAPOKCH-PHCIIEPHAOH,
nokaro 6apaUTE CYP 2D6 MeTabonmaaropu ro npespumiat MEOro 6apHo. BerpekH, e Onp3uTe
MeTabOMH3aTOpH UMAaT NO-HUCKA KOHI[EHTpaLMA Ha PHCIIEPUIOH H [O-BHCOKA KOHIEHTpalLMd Ha 9-
XHIPOKCH-PUCTIEPHAOH OT HaBHMTE METabONIU3ATOPH, HapMaKOKHHETHKATA HA PUCIIEPHIOH H 9-
XHAPOKCH-PUCTIEPHAOH B KOMOMHALMA (T.€. aKTUBHATA AHTUIICUXOTHYHA (PaKIIHA), CJIe]] eIMHUYHA 1
MHOTOKpaTHa TO3MPOBKa, € CXOAHa NipH Obp3ute U OaBHuTEe MeTabonuzaropu Ha CYP 2D6.

Jpyr MeTaGolNTEH BT HA pUCHEPHAOH € N-IealIKWIHPAHETO. In Vitro NPOYYBAHUA HA YOBECIUKH
YEpHOAPOOHH MUKPO30OMH MOKA3BaT, Y€ PUCIICPHIOH B KIIMHAYHO 3HAYMMa KOHIEHTPALMA He
HHXUOHpA 3HAYUTEIHO MeTa0oIM3Ma Ha JIeKapcTBaTa, MeTaboIM3HpaHy OT HUToXpoM P450
usozumure, srarourreHo CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4, u
CYP 3AS. Enna cemMuia cnez npunarale Ha nepopaiieH puctiepuaon 70% ot mo3ara ce ekckperupa
B ypuHaTa 4 14% BBB dexkanumTe. B ypuHaTa pUCIEPHIOH ILTIOC 9-XUAPOKCH-PUCHEPUIIOH
MpeacTaRIaBaT 35-45% OT nepopalHo MmpueTara A03a. OCTaThKET ¢a HeakTHBHU MeTabomuth. Qazara

Ha eNMMMHHUpAHE 33aBRbpIHBa MpHOIU3UTENHO 7 0O 8 ceaMUUy Citel IOCHEeIHATa HHDKEKIHS
PUCIIOJIEIIT KOHCTA.

Huneiinocm
DapMaKOKHHETHKATA Ha pUCIIEPHIOH € CHIIO JIMHEHHa B [O30BH 00xBat 25-50 mg, MmKeKTHpaHH
npe3 ABE CEOAMHIIH.

Iayuenmu 6 cmapuecka ev3pacm, yepHoopobHo u 6vbpeuro yapedicoane

DapMAKOKHHETHYHO NMPOyYBaHE Ha €AMHHYHA 1034 C [IEpOPANICH PUCIIEPHAOH N0Ka3Ba cpenHo 43%
MO-BUCOKA IUTa3MEHAa KOHLIEHTpaLMA Ha aKTHBHATA aHTUIICHXOTHYHA (Pppakuud, 38% yavipkeH nomy-
JKUBOT H HaMaJleH KJIMPHHC Ha aKTHBHATA aHTHIICHXOTHYHA Qpakius ¢ 30% nipu manueHTHTE B
crapuecka Bb3pacT. [1o-BHUCOKa IUTa3MeHa KOHLICHTPAlM Ha aKTHBHATA AHTHIICHXOTHYHA (paKiys U
HaMalleH KIHPHHC Ha aKTMBHATA aHTHUIICUXOTHYHA Ppakumsa cperHo ¢ 60% ce nabmonasa ripu
nauyeHTH ¢ 0p0peuna HeaocTarsUHOCT. IlmazMenara KOHLIEHTpAUMsA Ha PUCIICPHAOH € HOpMAaJIHa IIpH

MALMEHTH ¢ YepHOAPOOHA HeJOCTaTBYHOCT, HO cpeAHaTa ceoboaHa PpaKurs Ha pUCTIEPUIOH B
[IasMara e IOoBHIIeHa OKOIO 35%.

Bpuvika chapmarxorunemuxa/papmarxoounamuxa

HsMa BpB3Ka MEX/Y [LUIa3MEHUTE KOHLIEHTPALIMM Ha aKTHBHATA aHTHUIICHXOTUYHA (paKkius U
npoMeHuTe B 0O1mmsa 6poit Touku mo PANSS (Cxkasta 3a oileHka Ha NOSHTUBHMTE U HETATUBHHUTE
CHHZpOMM ) u 0b1uust 6poit Touku o ESRS (Ckasa 32 o11¢Hka Ha ekCTpanHpaMUIHUTE CUMIITOMH)
[IpY [TOCEIICHHATA 32 OLIEHKA Ha ChCTOSHHETO B HUTO €HO OT Npoy4BaHuATa BLB ¢asa III, npu kouto
ca H3ceqBaHH e(peKTHBHOCTTA ¥ 0€30HaCHOCTTA.

ITon, paca u momrononyuene
[onynanpoHed dapMAKOKMHETHYMEH aHAIH3 He NTOKA3Ba BHAMMO BBE3ACHCTBHE OT IOJI, paca UilK
TIOTIOHOMYILeHe BBPXY (papMaKOKMHETHKATa Ha PHCIIEPU/ION MM HA aKTHBHATA 3H

paKims.

5.3 Ilpexx/HHRYHHA JAaHHH 32 (6€300aCHOCT
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Ca MpPONAKTHH-MCIHHPAHO CTUMYJIApAHE Ha MITICHYHUTE AUJIC3H, IPOMEHH B Ir€HHUTAJIHHUTE MIPU MBXKKHU H

>KeHCKH JKHUBOTHM M e(eKTH BbpXy HeHTpanHara HepBHa cucteMa (ITHC), cenp3anu ¢
dapMakoJUHAMHYHATA aKTHBHOCT Ha PUCTIEPHIOH.

PucrniepHaoH He € TepaToreHeH [IpH IUTbX0Be U 3aiuM. [Ipu npoy4ysaHus Ha peNpOLYKTHBHOCTTA [IPH
IUTBXOBE C PUCIIEPHAOH ca HAOMOJaBaHK HEXKeNIaHUW peaKlMy BhPXY HABHIIHTE 3a CHBKYIUICHHE Ha
pPOOMTEINTE, TEITIOTO IIPH paXKOaHE U NIPEXUBIEMOCTTA Ha NOKONeHUETo. [Ipu mrexoBe
HHTpayTepHHHATa eKCIIO3HIIHA HAa PHCIIEPHIOH CE€ CBBbpP3Ba ¢ KOTHUTUBHH JeQULMTH NPH HaIlpeaHana
BB3pacT. Jpyrd AonaMUHOBH aHTArOHUCTH, KOT'aTO Ce NIpWiaraT Ha OpeMeHHH )KYBOTHH, OKa3BaT
OTPHUUATEIHO BB3ACHCTBHE BHPXY YUYCHETO H PA3BUTHETO Ha ABWKECHUATA NPH ITOKOJICHHETO.

[Tpunoxxenrero Ha PUCIIOJIEIIT KOHCTA Ha MBXKU W )KeHCKH UThX0BE 3a 12 1 24 Meceua
IpeAU3BUKBa ocTeogucTpodud npu ao3a or 40 mg/kg 2 cegpmuun. Jlozara Bogema oo
OCTEONUCTPOMhHUS IPH ILTBXOBE, Ha3MpaHa BEPXY mg/m’, ce paBH:ABa Ha 8 ITbTH MAKCHMAIHATA
OPENOPHUMTENHA A03a [IPH XOpa K € CREP3aHa C IUIa3MEeHH HHUBA 2 TETH NpeBHINABAIIM MAKCHMYMA,
O4YaKBaH IIPH XOpa IpH MakCHMalIHaTa npenopbsunTesiHa 03a. Octeogucrpodus He e HabmonapaHa
npu Kydeta npu npuaokeHue 12 mecenia Ha PUCITIOJIEIIT KOHCTA ¢ 20 mg/kg/2 cemvunm Tazu
034 Aapa IUIa3MEHa eKCro3uLmst 10 14 rpTH MaKCUMASTHATA IPEfIOPBYNTENHA 034 [IPH X0opa.

HsMa paHHM 32 ré HOTOKCUYEH ITOTEHITUAT.

KakTo ce oyakpa nmpu MOIIEH A0TIaMUH D2-aHTaroHUCT, P [IPOYUYBaHHA Ha TIepopaiHaTa
KaHIIepOreHHOCT Ha PUCIIEPHAOH MPH INTPXOBE M MHIIKH, c€ HabnioAaBa yBenu4eHHE Ha aleHOMA Ha
xunoduszara (MUIIKK), CHIOKPHHEH aIeHOM Ha NMaHKpeaca (TUTbX) ¥ aJleHOMa Ha MJISYHATA XIIe3a
(OBaTa BHIA).

[1pu mpoy4BaHe 3a KaHLEepOreHHOCT IpH HHTpaMycKynHO npuinoxenne ¢ PUCIIOJIEIIT KOHCTA
npy sxoBe Wistar (Hannover), (ao3u ot 5 v 40 mg/kg/2cenmuum), npu no3a ot 40 mg/kg ce
HabmoaBa MOBHIIEHA Y€CTOTA HAa TYMOPH Ha €HAOKPHHHYA aHKPEac, Ha XUNOQU3HATA jUIe3a ! Ha
MemynaTa Ha Haabwopernure, gokaro npu 5 u 40 mg/kg ce orbendssar TYMOpH Ha MJeUHara »iesa.
TymopuTe, kOMTO ce HabmMOMaBaT NMPH NMEPOPATHO ¥ HHTPAMYCKYITHO MIPHIOKEHUE, MOXKE [1a C€ ABIDKAT
Ha AHTaroHu3Ma Ha JonaMuH D, ¢ YABJDKEHO OCBOOOKAABAHS M ¢ XHNEPIPOIAKTHHEMHATA.
[TpoyuBaHHATA C TBKAHHHU KYJITYPH NOKA3BAaT, Y€ pacTeXbT HA KICTKHTE Ha paKa Ha I'bpJaTa [pH
YyOBEKa, BEPOATHO € CTHMYJIHPAH OT NponakTHHa. KaTto rpaBwio XUnepkaniyeMusTa JoIpHHacs 3a
yBeJIMYEHATa YeCToTa Ha MEeQy/lapHUTE TYMOPH Ha Hanowsopeka mipu Tpetupadu ¢ PMCIIOJIEIIT
KOHCTA misxoBe, koeTo ce HaOlliofasa M B ABETe A030BHU rpynu. Hima qaHHH, OT KOUTO Ja ce
npearnoiara, 4ye XurnepkampeMuaTa MOXKe Aa € IpUYKHa 3a GeoXpOMOLIMTOM IIPH XOopa.

Br6peynn TyOymHu afeHOMH ce Habmonasar npy MBaKkH [UTBX0Be 1IpH fo3a 40 mg/ke/2 cenmuum. He
ca HaOmogapaHu OH6peUHH TyMOPH NPHU NO-HUCKH A03H, NpH 0,9% HaTpHer X510pHA UIH B rpynara ¢
MuKpocdepH KaTO BeXUKYIyM. MexaHM3MbT, BOAEIL A0 I10s8a Ha OBOPEYHH TYMOPH IIPH
npunoxenrero Ha PUCIIOIIETIT KOHCTA npu MBxku mwisxose Wistar (Hannover) € HeusBecTeH.,
He ce Habmonapa yeeM4aBaHe B 4ECTOTaTa Ha OrOpeduHy TYMODPH NPH epopanHo IMPUICKEHHE B
MPOY4YBaHHATA 32 KaHLIEPOTEHHOCT, MPOBEKIAHM C ILTbXOBE Wistar (Wiga) WK Swiss MUIIIKU NpU
nepopajieH IpHeM Ha pucnepunoH. IIposenenure npoydsaHus 3a OTKpHBaHe Ha pasJIMYHATa B
npodria TYMOp-OpraH nokassar, ue Wistar (Hannover), ygacTeaiuu 8 npoy4YBaHHATA 34
KaHILIEpOTeHHOCTCE pa3lIM4aBar o7 Wistar (Wiga), M3IIONI3BaHH IPH NPOYYBAHKMA 34 KAHIEPOI€HHOCT
NpY NEPOPATTHO NMPUNOKEHHE IO OTHOLIEHHE HA CIIOHTAHHO BB3pPacTOBO-38BUCHMH HETYMODHHU
OBOpevHH TIPOMEHH, B YBEIMYaBAHETO HA CEPYMHHSA NIPOIAKTHH H ObOpedHHTe IIPOMEHU B pe3yaTar Ha

pucnepunoH. Hama mansu noka3samy Op0pedHO 3aBHCHMH MIPOMEHH NPY KyUueTa npu
npoabpkuTenso npwioxesre Ha PUCIIOJEIIT KOHCTA.

He e #3BECTHO HAJIMYMETO HA BPb3Ka MEXIY OCTEOTMCTPO(hUATA, NIPONAKTH
npeanonaracMuTe cydcrpar-ciieriubpuaHy 660peYHU TYMOPH IPH ILTHXOBE

[IpH XOpa.
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JIoKkanHoO pazapa3HeHHUe HA MIACTOTO HA MPHIOKEHMETO IIPH KY4€ETa U ILTHbXOBE ce Habmoaasa ciief
npunokeHde Ha BUCOKH o3 PUCTIOJIEIIT KOHCTA. Ilpu 24-mMecedno npoyyBaHe Ha

MHTPAMYCKY/IHAa KaHIIEPOT€HHOCT IPH IUTHXOBE HE ce HaOIiofaBa MOBUIIEHA YeCTOTa HA TYMOPH Ha
MSICTOTO Ha HIDKEKTUPAHETO HUTO [IpU NOMOIIHATA, HATO NPH aKTUBHATA IPyTia.

In vitro " in vivo MOJEIH ¢ )KHBOTHH IOKA3BAT, Y€ BUCOKHUTE A03H PHCIICPHAOH MOI'AT Oa IIPCAH3BHKAT

yIobkasade Ha QT-HHTEpRaIa, KOETO TEOPETUYHO C€ CBBP3Ba C MOBHIICHHUA pHCK OT Torsade de
Pointes nipu ralfieHTHTE.

6. DAPMAIEBTHYHU JAHHHN

6.1 CnEcbK Ha NOMOUIHHTE BelNecTrsa

Muxpocgepu pucnepudon ¢ yoviiceno ocobogicoasane.
7525DLIN1 [ poly-(d, I-lactide-co-glycolide)] monmumep

Pazmeopumen:

[Tosmcopbar 20

Kapmenosa Hatpuit 40 mPas

JluHatpueB xuaporeH pocdar quxuapar
JTuMoHeHa KucenmHa, 6e3BoIHa
Harpues xnopun

Harpues XHAPOKCUN

Boaa 3a MHXXEKUMH.

6.2 HecrBMEeCTHMOCTH

To3u nekapCTBeH NPOAYKT He TpaOBa Aa ce cMeCBa ¢ APYTH JIEKADCTBEHH MPORYKTH, C H3KIIOUEHHE Ha
TE3H, NOCOYEHH B TOYKA 6.6.

6.3 Cpok Ha rogHoct
3 roauHy pu Temmepatypa 2-3°C.

Cnen npurotssde: [To Bpeme Ha ynioTpebata ¢ J0Ka3aHa XHMHMYECKA M QU3HYECKA CTAOWITHOCT B
NpoAb/DKeHWe Ha 24 Jaca Npu TeMnepatypa ot 25°C.

Ot MHKpOOHOIOTHYHA [TIEIHA TOYKa, IPOLYKTHT TpAOBA fa ce H3II0/I3Ba He3abaBHO. AKO He ce
ITPUIIOKH BEAHAra, BPEMETO ¥ YCIOBHATA Ha ChXpAaHABaHe Ha NPOLYKTa Npefu yrnorpeda ca
OTTOBOPHOCT Ha NMoTpeOuTeNnd U 06MKHOBEHO He TpAOBa 1a HAXXBBPIAT 6 Jaca npu 25°C, 0CBeH ako
MPUTOTBSHETO HE € U3BBPUICHO NPH KOHTPOITHPAHH M BaIMAH3HPAaHH aCeIITHYHU YCIOBUA.

6.4 CoengaldHE YCJIOBHA HA CHLXPAHCHHE

[[sa1aTa 1o3a TpaGBa Aa ce ChXpaHipa B XIaguiIHUK. [la He ce chrxpanasa Haa 25°C.

ITpu nunca va xnanwmuk PUCTIONEIT KOHCTA Moxe aa ce cexpansaBa U TEMIIEPATYpPH, KOUTO
He HagxBepisaT 25°C, 3a He nosede OT 7 IHY Npeay npuioxkeHyero. IlponyxTeT He TpaOBa Na ce

W3Nara Ha TemuneparypH Haj 25°C.,

Jla ce chXpaHaBa B OpUIrHHAITHATA ONIAKOBKA.
a ce cprXpaHaBa Ha MACTO, HEAOCTHITHO 3a JIela.
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6.5 JlanHH 32 ONAKOBKATA

Besaxa xapmonena xymua cvovpoica:

o Enun dnakon, ceaspxaw PUCTIOJNEIIT KOHCTA, npax 3a HEPKEKLHOHHA CYCIIEH3HA ¢
YOBIKEHO -0CBOOOKTaBaHe

e Enua npeaBapUTeTHO HAIMLIHEHA CIPHHLOBKA, ChObpKala 2 ml pasTBOPHTEN 3a IPHUICTBAHE
Ha CYCIEeH3HITa

e Enno Alaris SmartSite 6e3urneHo yCTpOHCTBO 3a HOCTHII /10 (hakoHa.

¢ Egna Needle-Pro urna 3a unrpamyckynno umkektupane (obezonaceda 20G 2" TW urna ¢
yCcTpOHCTBO 3a 06e30IacsiBaHe Ha MITIaTa)

He Bcyuky BHIOBE OITAKOBKHM MOraT Aa 6bAaT MyCHATH B npoaaxba.
6.6 CruenuajHE NpeANa3sHH MEPKH HPH H3XBBPJIsSHE B paboTa

HacTpykunn 3a pabora ¢ 0e3BIiIeH0 YCTPOHCTBO 32 10CTHI A0 paaxoHa

PUCITOJIEITT KOHCTA muxpocgepH ¢ yampkeHo ocBobokAaBaHe TpaOBa [a ce CYCIIEHIHPAT CaMo
C pa3sTBOPHTEJ B CIIPHUHIIOBKATA, TOCTABEH C ONAKOBKATA Ha MPOJYKTa, ¥ TpAOBa /a ce MpIjiara ¢amo ¢
obesonaceHara uria Needle-Pro, koaTo ¢ce HocTaBs ¢ onakoBxara Ha npoaykra. He 3amecTsaiire
HUKOM OT KOMITOHEHTHTE B ONIAKOBKATa Ha NMPOOYKTA. 3a Aa CTe CHUI'YPHH, Ye ITpeIHa3HAUEHATA 11032
PUCIIEPHJIOH € IIpHIoXKEeHa, TpAOBa a ce MH)keKTHpa IAJIOTO ChABPKHMO Ha (prakona.

HI-DKEK.THP&HBT 0 CaMO Ha 4a(T OT CBABPKHMOTO MOXKE [1a HE OCHI'YPH [IpCAHA3HAYCHATA 4034
PHCIICDHIAOH.

NpenBapuTeNiHO HaNbNHEeHa

CNPHHLOBKA

e m——.

YCTPO#CTBO 33

ROCTHN A0 $RaKoHa Needie-Pro®

GyTang —w»
WA 32 MYCKYNIHS MHXEKLLKA

MACTO Ha CABP3BaHe

< 68N npeanauren npeanasMTen
Ha urnara
npennaida — YCTPOMCTEO 34
KaNadka - npeanaisané
Ha WITIATA

SANAKANAYKA iy

} YCTPOUCTBO 3a 3aTB8apAHe

Hszpanete onakoBkara Ha aoszata PUCIIOJIEIIT KOHCTA ot xnanunHuka ¥ 1 OCTABETE 14 Ce
3aTOIUTH JO CTAMBA TEMIEPATYPA.

CoaspxaHUe Ha OIMAKOBKATA 3a eHa X03a:

e  Emun ¢naxon, ceasprxa PUCTIOJIEIIT KOHCTA, npax 33 HEXKEKLHOHA CYCTIEH3US ¢ YABDKEHO

ocBOOOXIaBaHe

. Endo Alaris SmartSite 6e3UrneHo yCTpoHcTBO 3a A0CTRN A0 QiakOHa 3a IIpK
CYCHEH3NATA | e

° Enxa npensapuTenHo HAITBJIHEHA CIIPMHIIOBKA C pa3TBOpHUTeN 3a P ﬁé LIT K€

. Ennxa Needle-Pro ursia 3a MHTpaMycKyIHO nprioxkeHue (obesorta %GQ”T
YCTPOMCTBO 32 NpeAra3sBaHe OT UIJjIaTa) il YRSy
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3.

4.

MaxHeTe 1BeTHaTa [U1aCTMAC0Ba Karavka oT (JIakoHa.

Pasrsopere 6ucTepa u MaxHere 6€3UTIIEHOTO YCTPOHCTBO 3a JOCTHN A0 GIIaKkoHa KaTo
OBPIKUTE OAIaTa Mpe/ana3Ha Kanayka.

He ooxocsaume nurxoea ocmpuemo na ycmpoucmeomo 3a 00Cmbuh.

Croxere (pr1akOHa Ha TBBPAA NOBLPXHOCT. HaTHCHeTe HanoMy OCTPHETO Ha OE3HUTIIEHOTO

YCTPOMCTBO 34 AOCTBI I0 (uiakoHa Npe3 F'yMeHUd CTonep, AOKATO YCTPOHCTBOTO CTabHIHO
3acTaHe OTrope BhpXY (PpakoHa.

Ilouncrere ¢ npeANOYUTaHHS AHTUCENTHK MACTOTC HA CBEP3BAHETO IIPEeAH A3 CHUICHHTE
COPHUHLIOBKATA KbM OE3UTNEHOTO YCTPOHCTBO 38 AOCTHI A0 (IIaKOHA.




3.

OTBOpeTe npeaBapUTENHC HANIHEHATA CIPHHLIOBKA, KaTO CYYIIMTE M MaxHeTe OAI0TO Kanaye
3a€/THO C 'YMEHHS BPBX Ha KalladyeTo OT BETpelIHaTa CTpaHa.

3aBBPTETE 10 IOCOKA Ha YaCOBHUKOBATA CTPENIKA, JOKATO Ce YBEPHUTE, Y€ CIIPUHILIOBKATA €

CHIYPHO ChUIEHeHA 3a Os1aTa npeina3Ha Kanavka Ha 6e3urieHoTo YCTPOHCTBO 3a JOCTHI A0
(hJ1aKOHa.

Jp®kTe onakoBKara Ha 0e3uriIeHOTO YCTPOHCTRO 3a JOCTHII AC (PAakoHa 110 BpeMe Ha
[IPHKAYBaHETO, 3a 1a H30erHeTe BEPTEHETO.

Hpvacme crpunyogkama u be32uneHnomo ycmpoiicmao 3a 00Cmsh 00 QAAKOHA HA eOHA AUHUA.

NOJTY4YH € JHOPOAHA CYCIEHRU.
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CMECBAHETO € ITHITHO, KOraTo CYCTIEHCHUATA U3rEKAA paBHOMEpHA, ['bCTa, ¢ MIICHEH UBAT U LIETHAT
[Ipax € HaIfbJIHO JUCTIEPTHpaH.

HE CBXPAHABAUTE ®JAKOHA CIAEJ TUCHEPTHPAHETO, THhH KATO
CYCINEH3HUATA MOXE JA CE YTAN.

9.  ObwpHere M3LIO (PIakoHa H 6aBHO H3TErNIETe LANOTO KOAMYECTBO CYCIIEH3HA OT (PlIaKkoHa.

C nen uaeHTH(UKAIHA, OTKBCHETE YaCcT OT €THKeTa Ha qUIaKkOHa IIpH epopaluiaTa K 3aieneTe
OTKBCHATaTa 4YacT Ha CIIPUHLIOBKATA.

10. OTBBpTETE CIPHHIIOBKATA OT GE3UINIEHOTO YCTPOHCTBO 3a AOCTHII A0 (akona, Cael Topa
orcTpaHeTe drakoHa H 6e3UIIEHOTO YCTPOHCTBO 3a AOCTHI A0 (IAKOHA M0 TOAXOAALN HaYHH,

11. PasrBopere HamooBHHa OyucTepa Ha uriaTta Needle-Pro. XBaHeTe nipeana3surelia, KaTo

S Tem g
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- PRI

- A R,

M3I103BaTE IUIaCTMACOBHSA JIHCT Ha OnvcTepa. NI s N
o YT
A -»Mfﬁ# )
MonTupaiite uriata Needle-Pro ksM CIpUHIIOBKATA C JIEKO BLpTgﬁi@qnamwg%'n_ :E Ka Ha
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[loozomeeme nayuenma 3a UHICEKMUPAHEMO.

AXoE Ha Bnuctepa

[IPEH TA CE NPAJIOKH, PUCIIOJIENIT KOHCTA TPSIEBA OTHOBO JA CE
PECYCIIEH/IAPA, THii KATO CJEA IHCNEPTHPAHETO, C BPEMETO CE
MMOJYUABA YTASIBAHE. PECYCHEH/IMPAUTE MEKPOCOEPHTE B
CIIPMHIIOBKATA KATO PA3KJIATUTE CHUTHO.

12.

N3MBKHeTe Npearnasures OT CIPHHLIOBKATA - HE U3BHBAMTE NMPEANA3MTEN, THH KATO HIJIATA
MOXe J1a ce pasxnabu ot yerpokcTBoTo Needle-Pro.

YyKkHeTE JIEKO CIIPHHIIOBKATA, 3a 1a MOXKE BB3IYILIHUTE MEXYpUYeTa 1a OTHAAT Harope.
Hzkapaiite BB3OYIIHATE MEXYPYETA OT CIIPAHLIOBKATA KaTo W3byTtare OyTanoTo Hanpen H

Urnata e usrpapeHa. MibkeKTHpanTe IAAOTO ChOBPXKUMO Ha CIIPHHLIOBKATA B CEeIATHIIHMA
MYCKYA Ha NALUEHTA.

HE ITIPHUIATAUTE BEHO3HO.

IIPEAYIIPEXJAEHHE: 32 na ce nmpeanaszure oT yboxXaaHe ¢bC 3aMbpPCeHaTa uria:
He pasureHnaBaiite ycrpoitctBoTo Needle-Pro

He ce onutRaiiTe 1a H3NpaBMTEe WrilaTa WiHM Ja AelicTBare ¢ ycTpolicTBoTo Needle-Pro, ako
Urjara € H3KpUBeHa WIH NOBpeacHa.

He MauxaiiTe npeanasyuTend Ha MIiaTa, Thi KATO HIaTa MOXe fa ro npodoie.

13.

Crnen xaTo npolieypara € 3apbplieHa, HATHCHETE UIVIaTa B yCTPOHCTBOTO 3a 3aljUTa OT UI'NATa.
C eana prka BHUMATEJ/IHO natuckaire yerpoiceTsoTo 3a 3a1MTa o Hria

MOBLPXHOCT. Thit KaTO YCTPORCTBOTO 32 3aILUTA HA UITIATA CE npnmék 4\
B HEro. BrhsyanHo ¢e ybenere, 4¢ UriaTa € HaIrbJIHO oﬁxaaHaTﬂ/m:y:'Tp@HcTBW 2

obezonacasane. HezabaBHo U3XBBpIETE MO MOAXOIALI Hat{HH; i :/ AT
\-}{ h‘:‘;;-: ~— x’: p
h‘\‘;jj SEHE “f‘:f{x
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TebPAA
NOPBLPXHOCT

Hensnon3saHMAT IpoAYKT WK OTNIaTbYHUTE MATEPHATM OT Hero TpAOBa Aa ce U3XBBPJIAT B
ChOTBETCTBUE C MECTHUTE U3UCKBAHHUATA.

7. IIPHTEMKATEJI HA PAZPEIHIEHHETO 3A YIIOTPEBA

{ ohnson & Johnson d.0.0.
Smartinska cesta 53
1000 Ljubljana

CrnoBeHHs

8. HOMEP HA PASPENNIEHUETO 3A YIHOTPEBA

25 mg -~ 20030319/10.05.2003

9. TATA HA ITBPBO PAZPEIIIABAHE/TIOJHOBSBAHE HA PA3SPEINIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewenue; 10 mait 2003 r.

Jara Ha nocyienHo nogHossasade: 16 anpun 2008r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2008
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