1. HUME HA JIEKAPCTBEHHUA ITPOAYKT

PUCTIOJIEIIT KOHCTA 50 mg npax 1 pasTBOPHTE! 33 CYCIEH3Hs C YIBIKEHO 0CBOOOKIaBaHeE 3a
HHTPaMYCKYJTHA HHXKEKIIHH

PHCTIEPHAOH - [M3UBAHATERHA Al crigist 10 NEKAPCTBATA

Kparmxa Xapakmepucmuxa Ha npodyrmna - NMpunuxenue 1

2. KAYECTBEH H KOIMYECTBEH CBbCTAB

1 dnaxon ceabpxka S0 mg pucnepunoH (risperidone).

1 ml npuroTBeHa CYCIIeH3UA ChABPKA 25 mg pHcnepunoH (risperidone).
[Tomomau BemecTBa: | mi MpUroTBEHA CYCNIEH3UA ChABPYKA 3 Mg HaTPHIA.

3a MBJIHHA CIIMCBK HA IMTOMOIIHMTE BellieCTBa, BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Hpax H Pa3TBOPHTCII 34 HIDKCKIIMOHHA CYCIIEH3HA C YABJDKCHO 00306D)I{,IEaBaHE

Dnaxon ¢ npax.
Bsim no 6ene3HnkaB cBOOOAHO CHIIEL] Ce Mpax.

ITpedsapumenno HaNBbAHEHA CRPUHYOBKA C PASMEOPUMEN 3G PeCyCcneHoupane.

[Ipozpauen, Oe3lseTeH BOAEH Pa3TBOP.

4. KJIHAHAYHHA ZIAHHH
4.1 TepameBTHYHH HOKA3AHHASA

PUCTIOJIENIT KOHCTA e nokasaH 3a NoAXbpKaLIo JleyeHHe Ha IH30¢peHHs NpH MNaLMeHTH
ITOHACTOSIEM CTAaOWIM3UPaHH ¢ TIEPOPATHHA AHTUIICHXOTHULIM.

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE

Bv3pacmnuu

Havanna go3a:

3a oBeveTo MALHEHTH MpenopbuBaHaTa 4034 € 25 mg MHTPAMYCKYIIHO Ha BCEKH ABS CEAMHLY. 3a
MALMEeHTHTE Ha QUKCHpaHa 034 Ha NepopajieH PUCIIEPHUAOH 3a ABe CeAMHUIM WIH NoBeve, TpAOBa Ja
ce UMa IIpeABM I ClieaBallaTa IpoMAaHa Ha cxemaTa. I[atreHTH, NEKyBaHHU ¢ 1034 oT 4 mg WIH Mo-
MAaJIKO MepopaJieH pucnepuaoH, Tpsabsa ga nomyyqar 25 mg PUCIIOJEIT KOHCTA, nokaro mpu

NalHeHTH JICKYBaHH C BHCOKH NEPOPAIHA XO3H, TPSAOBa [a ce KMa NpEIBUI I10-BUCOKA A034 OT
37,5 mg PUCITOJIEIIT KOHCTA.

KoraTo nalieHTHTE He MPUEMaT B MOMEHTa NIEPOpAlieH PUCTIEPUIOH, TPSOBa a ce 0OMHUCIH
npeABapHTESTHO NMPHAAraHe Ha [epopaliHa 103a, Korato ce u3dupa H 0y. ﬁiﬂ aqanHa 1034.
IIpenoprupanara Hayanua gosa € 25 mg PUCITIOJIENIT KOHCTA CY gfé' B ANFALIH. HpH
NAIMEHTH YIIOTpeOABallii BUCOKY JO3H NEPOpasieH aHTUIICHXOTHA
po3a ot 37,5 mg PUCHIOJIEIIT KOHCTA.
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[Ipe3 meprona ot TpH CeAMHULIM Clieq NPUIAraHETo Ha MbpBaTa uHxkekuus PUCTIONEIT KOHCTA,

Tps6Ba 112 e OCHIYPH JOCTATHYHO aHTHIICHXOTHYHO NOKPHTHE C [IEpOpasIeH PUCTIEPUIAOH HITH
NPeAMUIHUAT aHTHIICHXOTHK. (BK. TOUKa 5.2)

PUCIIOJEIIT KOHCTA ne Tpsa6ea na ce ynotpe6asa npH ocTpH ek3anepbaliy Ha min3odpenus 6e3
OCHIYPeHO MOCTATHYHO AHTUIICHXOTHYHO IOKPHTHE C flepopalieH PUCTIEPHACH MM [IPeIULITHUS

AHTHIICHXOTHK NPE3 MIOCICAHUA TPH CEOMHYEH NMEPUOA NOCIECABAH OT IThPBATa MHXKEKIHS
PHUCTIOJIEIIT KOHCTA.

llonawspaama no3a;

3a 10BEYETO MAlIHEHTH NPENOPBYBAHATA 034 € 25 mg HHTPaMYCKY/IHO Ha BCeKH aBe ceamuuy. Hakou
MAUCHTH MOXeE J]a HMAT I10713a OT [O-BHCOKH 03K oT 37,5 mg unu 50 mg. Kopurrdpasnero Ha fosara
BbB BB3XOAAIIA TIOCOKA He TPSAOBA Aa Ce NPaBH IIO-YECTO OT BEHBXK Ha Beeky 4 ceaqMHI. EexTsT ot
TOBa KOPHTHpaHe He TPAOBa 1a Ce 0YaKBa MO-PaHo OT 3 CEAMHLHM CNEA ITHPBOTO MEIXKEKTHpaHe Ha fo-
BHCOKaTa 103a. IIpy knvHUYHM NOy4BaHMA He ce HabMonaBa JOMMBAHKTEIHA 10134 ¢k¢ 75 mg. He ce
NIPENOPBYBAT NO3H MO-BHCOKH OT 50 mg Ha BCEKH JIBE CEMMUIIN.

Ilayuenmu 6 cmapuecka sv3pacm

AnranTupade Ha 103aTa He € Heobxonnmo. [penopbusanaTa f03a € 25 mg MYCKYITHO HA BCEKH JIBE
cenMALH. Korato nauneHTH He ca MpHeMaTH W300I10 epopalieH PHCIEPHIOH, IPENophYBAHATA 1032
e 25 mg PUCTIOJIEIIT KOHCTA Ha Bcexu e ceaMuIy. 3a namueRTH Ha GUKCHpaHa 1032 Ha
[epopaieH pUCIIEPUAOH 3a OBE CEIMHIIM KM ITOBEYE, TpIOBa 1A ce MMa IpeIBHJ| CICABAIIIATA
MPOMAHA Ha cxemara. [IaliMeHTH, IeKyBaHH C 1034 OT 4 mg MM 1T0-MAJIKO NEPOPATIEH PUCIIEPH/IOH,
Tpa6Ba na nomyqat 25 mgPHCIIOJIEIIT KOHCTA, nokaTo 3a HalMeHTH TeKYBaHH C TI0-BHCOKH
nepopasiiy A03u TpAOBa fa ce MMa IIpenBuy no-BUcoKa xo3a ot 37,5 mg PUCTIOJIEIIT KOHCTA.

[Ipe3 nepuona oT TpM CEAMMIIM Clie] IPWIAraHeTo Ha IrhpBara Mkekuus PUCTIQJIEIIT KOHCTA,
TpAOBa 1a ce OCHIYpH NOCTaThYHO AHTHIICHXOTHYHO MOKpHTHE (BK. Touka 5.2). KIHHHYHUTE naHau

3a PUCITOJIEIIT KOHCTA npu nauxeHTH B CTapyecka Bb3pacT ca orpanHaeHn. PUCIIOJIEIT
KOHCTA Tps6Ba na ce ynotpe6gsa BHHMATEMHO IIPH MALKEHTH B CTApUeCKa BB3PACT.

Yeprnoopobro u 6vbpeuno yepescoane
PUCTIOJIEIIT KOHCTA He € H3ciieaBaH MpH NAllHEHTH ¢ YepHOApobHO u 656pedHo yBpexkaane.

AKO NaLHEHTH ¢ YEPHOAPOOHO Wiy 6B0pedHO yBpeskaaHe MMAT Hy»a oT Jeuenue ¢ PUCITOJIEIIT
KOHCTA, ce npenoprusa HavanHa fo3a ot 0,5 mg ABa UBTH HA AeH IIEpOpaIcH PUCIIEPHIOH Ipes
I’bpBaTa cenmMuia. BTopaTa ceaMuua MoXe fa ce gane 1 mg ABa IIHTH Ha JeH WK 2 mg BEOHBK Ha
IeH. Ako obiiaTa nepopasiHa AHEBHA 1032 OT MOHE 2 mg HA JEH ¢e MoHAacs nobpe, Moxe J1a ce
nocTass HkeKipst PUCTIOJIEIIT KOHCTA Ha Bceku nBe ceMHLIM.

Tpabea na ce ocurypu FOCTaTHYHO AHTHIICHXOTHYHO IOKPUTHE NPe3 HEPHOa OT TPH CEAMMULIM CIIE
mepBaTa HEkekimss PUCIIOJIEIIT KOHCTA (k. Touka 5.2).

Heya
PUCHOJIEIIT KOHCTA He ce npenops4sa 3a ynotpefa npu aeua noz 18 ronninsa se3pact nopanu
JHIICa Ha JaHHHU 33 6€301aCHOCTTA U e(DeKTHBHOCTTA.

Hauxg HA OpAIOKeHHAE

PHUCTIOJIEIIT KOHCTA Tpabsa na ce npuiara Ha BCeku Be CeAMHULHM YPe3 MYCKYJIHA MHKEKLIHA
ObJ00K0 B CERATTULITHUS MYCKYJT KaTO e M3NION3Ba npHiaoxKeHaTa obeszonaceHa uria. [Ipn

MHDKCKTHPaHeTo TpsadBa fa ce peyBaT ABaTa Iityreyca. J{a He ce npunara s
4.4 ¥ TOYKa 6.6).

OTHOCHO NMPHIOTBAHETO ¥ CIICHUAIHUTE NPEATIa3HH MEPKH HPH H3XKE
KOHCTA, Bx. Touka 6.6.
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4.3 IIpoTHBONOKAZAHAS
CBpPBbXYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO WM KBbM HAKOE OT MOMOILLHUTE BEIIECTBA.
4.4 Coengansd npefynpeKaeHas 4 npeilna3snd MepKHu IpH ynorpeda

3a NalfHCHTH, KOUTO HE Ca JICKYBAHH C PUCTICPHAOH, CC ITPCIIOPBYRA Ja C€ YCTaHOBH HGHUCI*IMDC’ITB.

MM KBbM NepopalieH pUCIIEpHIOH, npeau Aa 3anoyHe nederyero ¢ PUCITOJIEIIT KOHCTA (Bxk. Touxa
4.2).

[TanyeHTH B CTApYCCKa BH3PaACT C XCMCHIIH

PUCTIOJIEIIT KOHCTA He e u3cneaBaH Ipy IMaLMEHTH B CTApUecKa BE3PAcT ¢ JeMEHLIHS,
CJIeIOBATENHO TON He Ce TIPENIOPHYBA 3a IIPHICKEHUE MPH Ta3H IpyIa NalHECHTH.

Obwa cmvpmuocm

[TaxpedTHTE B cTapyecka BBE3pacT C JIEMEHIIHA, KOUTO C€ JIEKyBaT C aTUIIMYHY AaHTHIICHXOTHIH, HMAT
110-roJIsiMa CMBPTHOCT B CpaBHEHME C MALMeHTHTe, Ha KOWTO ce AaBa Iunanebo, cnopen equH
MeTaaHaaw3 Ha |7 KOHTpOMpaHu KIIMHUYHH NPOYYBAHHSA C ATUIIHYHH AHTUTICMXOTHLIH, BKITIOYHTEIHO
nepopainen PUCITOJEIIT. [Ipu nnane6Go-koHTpomupanH npoy4usadus c mepopayien PUCIIOJIEIIT
pH Ta3u rpyna cMepTHOCTTA € 4,0%, npu nauuenture nekysanu ¢ PUCIIOJIEILT, B cpaBHeH#e ©
3,1% mipy malMeHTHTE, HA KOMTO ce Aaka Iane6o. OTHOImEHHETO Ha BepoaTHOCTTa (95% ToUeH

noseputeneH uHrepsan) e 1,21 (0,7-2,1). Cpennara Bp3pact Ha nangeHTUTe (00xBaTa), KOHTO Ca
nouvHany, e 86 rooquau (mexay 67-100).

Eonoepemenna ynompeba na gpypozemuo

ITpu nnane6o-kouTpoupany rpoyusanus ¢ nepopaied PHUCITOJIEIIT npy Bb3pacTHH NALMEHTH C
NEMEHIIMA JIEKYBAHH €THOBPEMEHHO ¢ GYpO3eMH] ¥ PUCTIEpHACH ce HabmoaaBa I0-BHCOKA
cMbpTHOCT (7,3%; cpenHa Bu3pacT 89 roauHM, Mexxay 75-97) B cpaBHeHHE ¢ JIeUEHHE C IPHEM CaMO
Ha pucrepuoH (3,1%; cpeqHa Be3pact 84 ronunu, Mexay 70-96) HIH CaMOCTOATETHO MPHIOXKEHKE
Ha Qyposemur (4,1%; cpeqsa Be3pact 80 rogunu, Mexay 67-90). YsenudeHa CMBPTHOCT IIPH
NaLKEHTH, JEKYBaHHU ¢ QYPO3EMHI H PHCTIEPHAOH ce HabloAaBa Mpu JiBe OT 00110 YeTHPH KITHHHYHH
[Ipoy4YBaHuA. ENHOBpEeMEHHOTO NPHIOKEHME HA PUCIIEPUIIOH ¢ APYTd HYPETHLHM (FIaBHO Ha
THA3HIHH JUYPETHULIA NPHIAraHi B HACKH JO3H) HE ce CBBP3BAT ChC CHUIUTE 3aKITFOUCeHHS.

He e HaMepeH naTodM3HOIOrHYEH MEXAHKM3BM | HAMA TI0CIICIOBATENEH MOAET, KOHTO 13 00ACHH
MpUuHHATA 32 HAOoJapaHaTa CMBPTHOCT. Benpexu ToBa Tpa6Ba na ce BHHMABA Y 1a C€ B36MAaT IIPEA
BH]I TIOJI3HTE M PUCKOBETE OT TaKaBa KOMOMHAIMS WIH CHITETCTBAILIO JICYEHHE C APYTH CHIIHH
OVYPETHLH, TIPpEH J1a Ce B3eMe pPELICHHUE 3a HEHHOTO NMpuiarade, Hama ysenuyena CMBPTHOCT IIPH
NAalHeHTHTE, KOWTO IpHeMaT IPYTH ARYPETULM KaTO CBIIBTCTBALLO JIEYSHNE ¢ PUCTIEPHUIOH.
HezaBUCHMO OT I€YEHHETO, IEXUIPATALIMATA € PHCKOB (aKTOp 33 CMBPTHOCT M TpsA0Ba BHUMATEIHO
Ia ce H304ArBa IMpH MAalHeHTH B CTapUeCKa BB3pacT ¢ JeMEeHIIHA.

Mo3puHO-CBIOBH Hexenanu peakimu (MCHP)

ITpu nnane6o-KOHTPOIHpaHH KIVHUYHH NPOYYBaHUA ¢ MAaUHEHTH B CTapyecka BE3pACT ¢ AeMEHUu ,
MMa 3HAYKTENHO II0-BHCOKO pasnpocTpaHeHue (puban3uTeHO 3-KpaTHo nosuiuasane) Ha MCHP,
KATO HaIp. HKHCYJT (BKIFOUYUTEIHO CBC CMBPTEH M3X0/) U MPEXOAHH HCXeMHYHH NIPUCTHIH IPHU
nauuenTH, nexysalHd ¢ PUCIIOJIEIIT B cpaBHeHHE ¢ MalMEHTH, HA KOHTO Ce Napa naauedo (cpeaHa
BB3pacT 85 roguuu; Mexay 73 no 97 ropuny). CrbpaHuTe AaHHH OT 6 NEABEOORONIPOIHPAHH
NpOoy4BaHHs, IJIABHO MPH MALUEHTH B CTApYECKa Bh3pacT (>65 ro,un ﬁéﬁ__" { r-_-_ a3BaT, 4e
MCHP (TexkkH, He-TeXKHA H KOMOMHHUPaHH) CE [IONY4YaBAT IIpY 3,3 @@ Bk
IEKyBaHH C pUCIIEPUIOH 1 npH 1,2% (8/712) OT manueHTHTe, Ha KPHEO/Ch/aBa T1IA
56 (13437,

CHOTHOIIEHHETO HA BEPOSTHOCT (95% TOuEH OBEpUTENEeH UHTEPRAE) £ 2
Lo
MexaHHU3MBT 3a TOBA [IOBHUIABAaHE HA PUCKA He ¢ U3BecTeH. 1loBulyasa

!'i:\" .'".:‘_I"Et:_l: r'.'\' y| T -';.
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33 IPYTH aHTUTICMXOTHLH Wik Apyry rpynu nanuentd. PUCIIOJIEIT tpabsa na ce npunara
BHUMATEJIHO NPH MALMEHTH ¢ PUCKOBH (PAKTOPH 34 HHCYJIT.

QpTOCTaTHYHA XHIIOTOHHS

[Topamm anda-bnoxupainoro AeicTBHE HA PUCHIEPHAOH MOXE [Aa Ce MOMY4YH (OpTOCTATHYHA)
XHMIIOTOHHA, 0COOEHO B HA4aJIoTO Ha JiedeHueTo. KNIMHHYHO 3HAYMMAa XHITOTOHHA ce Habmonasa
NOCTMAPKETUHTOBO MPH €AHOBPEMEHHOTO IPWIO)KEHHE Ha PUCIIEPUIOH W aHTHXHUIIEPTEH3HBHO
nedeHue. Pucnepu1od TpsaOBa Aa ce MpHjiara BHUMATENHO NP MAllHeHTH, 32 KOUTO C€ 3Hae, Ye HMar
ChpPAEYHO-CBIAOBH 3a00A4BaHUA (HAIP. CHpAeYHA HEOOCTATHYHOCT, HH(APKT HA MHOKAp/a,
HapYLICHHS B POBOANMOCTTA, JEXHAPATALIMA, XHIIOBOJEMHU HIIH MO3BYHO-ChAORA OONECT).
CBOTHOLIEHHETO no3a/puck 0T no-HatarsmHoTo JeueHue ¢ PUCIIOJIEIIT KOHCTA Tpatsa pa ce
[IpeLieHH, aKO MEePCUCTHPA KIMHAYHO 3HAYAMa OPTOCTATHYHA XUITOTOHHA.

KucHa anckunesua/Excrpanupamunnau cumrrroMy (KI/ETIC)

JlexapcrBa ¢ OMAMHH-PELICIITOPHH aHTarOHUCTUYHU CBONCTBA Ce CBBP3BaT ¢ HHAyLIMpaHe HA KbCHA
JHUCKHMHE3HA, XapaKTepHU3Hpallla ce ¢ pUTMHYHH HEeBOJIEBH JBIDKEHHA, IPEIUMHO Ha e3dKa W/HiIn
nuueTo. Hayanoto Ha ekCTpanupaMuiHa CAMITTOMATHKA € PUCKOB (JAaKTOP 34 KbCHA JUCKHHE3UA. AKO

CC MpPOABAT CUMITTOMHA HUIIH ITPH3HALH HAa KbCHA JUCKHUHE3 A, Tpf[ﬁBa Ha CC OOMHCITH [IPCYCTAHOBABAHO
Ha JICHCHHUETC C BCHYKH aHTHIICHXOTHIIHA.

HespponenTiuyeHd Manuraes cuaapoM (HMC)

[Ipu npunoxeHne Ha aHTHIICHXOTHIM C€ CHO0IIaBa Bb3HMKBAHE HA HEBPOIENTTHYEH MAJIMTHEH
CHHIPOM, KOHTO C€ XapaKTepU3Hpa C XHIlepTepMus, MyCKYTHa PUTHAIHOCT, HECTaOWITHOCT Ha
BEereTaruBHATA HEPBHA CUCTEMA, MPOMEHEHO Ch3HAHKE M MOBUIICHY HHBA HAa CEpyMHAaTa
kpeaTuHpochokuHasza. JONBIHUTETHUTE CUMITTOMM MOXKE 12 BKITFOYBAT MUOTTIOONHYpPHA

(pabpoMyonuza) H octpa OpOpeuna HepOCTAaTHPYHOCT. B TO3H ciryuail, BCHUKH aHTUIICHXOTHLIH,
srourrestno PUCIIOJIEIIT KOHCTA, tpabtea na 6aT cripeHH.

[TapkuHCOHOBA H0NeCT M AEMEHIHY ¢ TeIla Ha Lewy

Jlexapute TpaOBa Aa NpeLEHAT PUCKOBETE CIIPAMO T1ON3aTa, KOTaTo [IPeANUcBaT aHTHIICUXOTHIIH,
piorounrenio PUCTIOJIEIIT KOHCTA, Ha mauMeHTH ¢ NapKUHCOHOBA DOIECT WK AEMEHLUA C
tenua Ha Lewy (JTJI). Be3aMokHO € RiIOIIZBaHE Ha MTApKHHCOHOBATa bosect oT pucnepuacH. [pu
ABETE I'PYIU CHLUCCTBYRA MOBUIUEH PHCK OT Pa3BUTHE HA HEBPOMENITHYEH MAIITUTHEH CHHAPOM, KaKTO
M [IOBUIIIEHA YYBCTBHTEIHOCT KbM aHTUIICHXOTHYHHTE JIEKAPCTBA; TE3H NALMECHTH C€ U3KIIOYBAT OT
KIMHUYHH TIpoyuBaHui. [IposBuTe Ha Ta3y NOBMIIIEHA YYBCTBUTEIHOCT BKIIOYBAT OOBPKBaHE,
OTJajie4aBaHe OT peaIHHA CBAT, HECTAOMMHOCT Ha CTOMKATA ¢ YeCTH NaJaHUA B JOITBIHEHHE KBM
eKCTParupaMMaHaTa CUMITTOMATHKA.

XUNepriukeMus

3a XHIIepriuKeMus WIH o00CTpAHe Ha IMpeaauadeTHO ChCTOSHHE C€ Cho0IIaBa B MHOTO PEKH CITy4yan
no speme Ha neyeHueTo ¢ PUCIIOJIEIIT KOHCTA. IlpenopsunTento € xa ce NpoBexxa CbOTBETEH
KITMHAYEH KOHTPO IIPH MALMEHTH ¢ AWA0ET ¥ MpH alMeHTH ¢ PUCKOBHY QaKTOPH 3a pa3BUTHE HA
3axapeH aHader.

XUneprpoaaKTuHeMus

[IpoyuBaHHs ¢ TEKAHHM KYJTYPH IIOKa3BAaT, Y€ PacTexka Ha KIETKH NpH TYMOPFNETERAaTa IPH JOBEKA
MOXKe OM ce CTHUMYJIHpa OT HNPOJaKTHH. Benpekn, ye rnpu KIMHHYHE 1 A Qﬁ_&fﬁﬂg N

A LRMAOTOT HHEIN
Npoy4BaHHs, HE € AOMOHCTPHpaHa ACHO BPB3KATa C NPHIOKEHUETO HY/ANYHRICHNRGTY ﬁ: JOPBYBA

BB3IMOXHO INIPCJIAKTHH-32aBHCHMH TYMOPH.

47



Y armkasane Ha Q' T-ugrepBana

MHoro psako MOCTMApKETHHIOBO ce chOOIaBa 3a yab/bkaBaHe Ha QT-unTeppana. KakTo u ¢ apyrure
aHTUIICHXOTHIM, TPSOBA N1a Ce BHMMABA, KOraTo ¢€ M3MHCBA PHCTIIEPHIOH Ha NALIMEHTH ¢ M3BECTHH
ChpASYHO-CHIOBH 3a00NABaHuUA, ¢ $aMIIHA aHAMHe3a 3a yAb/DkasaHe HA QT-uHTepBana,
OpalrKapAWa HIH C €JIEKTPOJINTHH HapylleHNAA (XUIIOKATHEMHUS, XATTIOMArHE3UEMHA ), TEH KaTo TOH

YBENM4aBa PACKA OT PHTHMHH HapyIleHHd U [IPH €JHOBPEMEHHA ynioTpeda ¢ IEKApCTBa, 3a KOUTO CE
3Hae, 4e yawnokasaT QT-uHTeprana.

[Tpunanspuu

PUCTIOJIEIIT KOHCTA T1pa6Ba na ce npuiara BHHMATEIHO NPH MALHEHTH ¢ aHAMHE3A 34
OPHUITAABLIM FUTH C APYTH ChCTOSHUA, KOUTO MOKE [1a [IOHIDKAT [Ipara 3a NOJlyYaBaHe HAa NPHIAabK.

[Ipuanuzsm

[Tpu meuenure ¢ PUCIIOJIEIIT KOHCTA moxe na ce nmoayyus npUanu3bsM nopaau egekT Ha anga-
aJpeHeprudHa 61okaaa.

Perynupanle Ha TenecHATa TeMIIeparypa

CuyuTa ce, Ye aHTHIICHXOTHYHHTE JIEKAPCTBA HAPYIIABAT CIIOCOOHOCTTA HA OpraHM3Ma ta HaMaIsBa
TenecHaTa Temiieparypa. [Ipenoprysa ce, Aa ce npuiaraT CbOTBETHHTE MEDKH, KOTAaTO C€ MpEeAIMcBa
PUCTIOJEIIT KOHCTA Ha naiiMeHTH, KOMTO C€ ¥3JlaraT Ha YCJIOBUA, KOUTO BOAAT A0 MOBHUIIABAHE
Ha TeJIeCHATa TeMIIeparypa, Harp. CUITHO GU3HIECKO HATOBApBaHE, H3jlaraHe Ha CIWIHA TOIUTHHA,
CBITHTCTRAILO JICUEHHE C JIEKAPCTBA C AHTUXOIMHHEPIrHYHA aKTUBHOCT, WIH Ca HOAJIOKEHH Ha
06e3BoIHIBaAHE. |

[loxkaypaHe Ha TErNOTO

KakTo ¥ ¢ apyrure aHTUIICHXOTHIIM, TAlIHeHTATE TpsAOBa 1a ObJaT NpeayNpeAcHH 3a BE3MOXKHOCTTA
33 [TOKaYBAHE HA TErNIOTO. Teraoro TpAaObea peaoBHO Ia Ce U3MEpRA.

bEOpeyHo WiaM 4epHOAPOOHO YBpeXkIaHe

Makap ue nepopatuuat pucnepunoH e npoydeH, PUCIIOJIEIIT KOHCTA He e u3ciensaH 11py
MalMEHTH ¢ YepHoapoOHa unu 6s0peuna HepoctarhuHocT. PUCIIOJIEIIT KOHCTA Tpsafsa na ce
NMpWIara BHUMATEIHO HA Ta3K rpyna NalieHTd (BXK. ToYKa 4.2).

HpHITOXKEHUE

Tpatra ga ce BuumaBa PUCIIOJIETIT KOHCTA pa He ce HrbkeKTHpa Cly4aHHO B KpPBBOHOCEH Ch,

IToMOILIHH BelecTRa

To3u nekapcTBeH MPOAYKT ChObpKa No-Maliko ot | mmol Hatpuit (23 mg) Ha [034a, T.€. 110 CHIIECTBO
TOH € 6e3 HaTpwHil.

4.5 BsammopelicTBHE C APYIH JeKAPCTBEHH NPOAYKTH H APYTH GOPME Ha B3aHMOAEHCTBHE

KaxTo ¢ IPYTH aHTMIICHXOTHUIIK, NPENOPBYRA CE BHUMAHHME NPH IpenH
RPYTH IEKapCTBEHU NPOAYKTH, 32 KOMTO ce 3Hae, 4e yabiokasar Q- l

aHTHAPUTMHULM (Hanp. XAHUAWH, AU3ONMPaAMHUJ, [IPOKaHHAMM]L), KJIac
aMHOZApOH, COTAJION), TPHLMKIMYHHA AHTHASIIPECAHTH (Hallp. AMUTPH
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aHTUJENPECAHT (HAIIP. MAIPOTHINH) H € JieKapCTBa KOUTO [IPHUHHABAT ENEKTPONMTEH JUCOaTaHe
(XHITOKAJIMEMHS, XHUIIOMAarHe3ueMH ), OpaTuKapaus UM TaKUBa KOMTO MHXUOHUpaT yepHOAPOOHHA
MeTabOJIH3bM Ha PHCTIEPHAOH. TO3M CIHCHK € MOKAa3aTelieH, 4 HE H3UEPIATENIeH.

Homenyuan na PACITOJIEIIT KOHCTA 0a nosnuaga opyzu rexkapcmeenu npooyxmu

Pucnepunon Tpabea na ce ynorpebasa ¢ BHUMaHUE B KOMOHHALMA ¢ APYTH LEHTPATHO-ACHCTBAIIM
BEllleCTBA, OCOOEHO BKIKOYBAIIM AIKOXOJI, OITHATH, AHTHXUCTAMHHOBH H O€H30AMa3€eMHMEY NOPaIn
[MOBHUILICHUAT PUCK OT CETUpPAHE.

PUCTIOJIEIIT KOHCTA moxe Ja aHTaroHU3Mpa edexTa Ha JIeBOAoNa M Ha APYTH JONaMUHOBH
arOHHCTH. AKO Ta3¥ KOMOMHALMA Ce CYHTA 32 HeoOX0aHMa, OCODEHO NPH KpacH CTAUH Ha
nMapKHHCOHOBa Honect, TpabBa Aa ce U3nuuIe Hal-HUCKO eeKTUBHATA J1034.

ICTHHUYHO 3HAYMMA XHITOTOHHA e HabmoaBa NOCTMApKETUHIOBO IIPH €JHOBPEMEHHO [PWIAraHe Ha
PUCHEPUIOH ¢ AHTUXMUIIEPTEH3UBHO JICUECHHUE.

PUCIIOJIEIT He noka3pa KITMHWYHO 3Ha4UM e(eKT BEPXY PapMakOKHHETHKATA Ha IUTHH, BaNNpOaT,
IHFOKCHH WIK TOTMpPaMar.

Homenyuan na Opyau nexapcmeenu npodyxkmu 0a noeauseam PHCIIOJIEIIT KOHCTA

HssecTHO €, ye kapbaMa3senuH HaMalliBa IU1a3MeHaTa KOHUEHTPalls Ha aKTUBHATA aHTHIICHXOTHYHA
dpakuusa #Ha pucnepuaoH. ITonobuy edexTu Morar fa ce HaOMOIABAT B TOBA YHCIIO ¢ PUQAMIMLIAH,
beHUTOMH K dheHobapOouTan, KOUTO CHIIC MHAYUUpaT YepHOApPoOHMs exsum CYP 3A4 u cpmio Taka P-
riukonpoTenHa. Korato ce 3anoysa WiH clidpa JieueHHe ¢ KapOaMa3enuH Wi C APYTH HHIYKTOPH Ha

yepHOApoOHHs euzuM CYP 3A4 /P-rmuxonporenHa (P-gp), nekapat TpaGea fa npeoiieHy
nosuposkata Ha PUCTIOJIEIIT KOHCTA.

OnyoKCeTHH M napokceTHH, HHxuburopy Ha CYP 2D6, mopuilapaT Iuia3MeHaTa KOHIEHTpalua Ha
PHCTIEPUIOH, HO MO-MAIKO HA aKTHBHATA AHTHUIICMXOTHYHA Qpakums. O4aksa ce, ue Apyrure
nHxuouTopH Ha CYP 2D6 kaTo XHHMAWH MOTAT Jia ITOBAHAAT IUTa3MeHaTa KOHLICHTpalKa Ha
pucTiepHIoH 1o nofobeH HayuH. Korato kaTo ChIIBTCTBAIIO JIEHCHHE CC Ha3HAYaBa HIIH CE CITMpa

hTyOKCETHH MITH IAPOKCETHH, JIEKapsT TpAOBa fia NOUIOKH Ha npeolietka aosata Ha PUCIIOJIEIIT
KOHCTA.

Bepanamun, uaxuburop Ha CYP 3A4 u P-gp, noBHuIapa ria3MeHaTa KOHIEHTPALUA Ha PUCIIEPHIIOH.

[anaHTaMMH U JOHEME3MWI He TTOKA3BAT KITHHUYHO 3HAYHM €(eKT BhpXy (PapMaKOKHHETHKATA Ha
PHUCTIIEPHIOH H Ha aKTHBHATA AHTHIICHXOTHYHA (paKLini.

®deHOTHAMHNTE, TPHLMKIMYHHTE aHTHACIIPECAHTH U HKOU GeTa-010kepy MOXKe 1 MOBULLIAT
IUIa3MEHATA KOHIIEHTpAIlMA HA PUCIIEPHIOH, HO HEe U KOHUEHTpAI[MATA Ha aKTMBHATA aHTUIICHXOTHYHA
dpakuma. AMATPHIITHIINH HE TOBHABA (PapMAKOKWHETUKATA Ha PUCTICPHAOH, HIH Ha aKTHBHATA
aHTUICHXOTHYHA ¢pakius. [[UMEeTHANH M pAHUTHUINH HOBUINIABAT OMOHAIIMYHOCTTA HA PHCIIEPHIOH,
HO CaMO HE3HAYMTENIHO Ha aKTUBHATA aHTHIICHXOTHYHA (pakiud. Epurpomuuns, HHXHOKUTOD Ha CYP
3A4, He poMeHs hapMaKOKHHETHKATE HA PUCTIEPHIOH M Ha aKTHBHATA AHTHIICHXOTHYHA (paKius.

Bik. Touka 4.4 OTHOCHO MIOBHINEHATA CMBPTHOCT NPU NAILIMEHTH B CTapYeCKa BB3pact ¢ NAEMCHIINA,
NpHEMAILH €JHOBPEMEHHO QYPO3EMH.

4.6 bpeMeHHOCT H KLpMeEHeE

bpemennocm




HaJIoAaBaHa cief yrnorpeta Ha pHCIEPHACH [10 BPEME Ha MOCISIHOTO TPHMECEYHE Ha OpeMEHOCTTA.
3aToBa, HOBOPOACHHTE TPpsaOBA 2 c& KOHTPOJIHpaT BHUMaTEIHO. PUCTIEpHIOH He € TepaToreHeH NpH
[IPOYYBAHUS C XKUBOTHM, HO ca HaONIOJaBaHU JIPYTH BUAOBE PEIPOAYKTHBHA TOKCHUMHOCT (B3K. TOUKA
3.3). [loTeHunanHuAT puck rpH xopata € HeudBecTeH. Cnegosatenso, PUCIIOJIEIIT KOHCTA He
TpAORa Aa Ce U3NOJI3Ba N0 BpeMe HA OPeMEHHOCT, OCBEH B CIIydail Ha KaTeropHyHa HeoOX0UMOCT.

Kvpmerne

[TpoyupaHHATa MPH HKUBOTHH IOKA3BAT, Y€ PHCTIEPHIOH ¥ 9-XHAPOKCH-PHUCIIEPHAOH C€ EKCKPETHPAT B
MIBIKOTO. [IoKa3aHo €, 4e puCHepHAOH U 9-XUIPOKCH-PUCIIEPUIOH C& EKCKPETHPAT CHILO H B
YOBELIKATA KbPMaTa B MAJTKH KOJTHYecTRA. HsiMa HaJIMIHH NaHHU 33 He)KeJIaHU pPeakiluu Ipu

KbpMadeTa. 3aToBa € HeoOXOMMMO Ja ce CPaBHAT M0J13aTa 0T KbpPMEHETO U NOTEeHIMAIHUAT PUCK 32
NETETO.

4.7 EdexTn BBpXy cmocodHoCcTTA 32 IogHPaHe H padora ¢ MAIIAHA

PUCTIOJIEIIT KOHCTA Moxe Aa iMa MHHMMAIIHH WIH YMEPEHH ¢(PeKkTH BepXy criocoOHOCTTA 32
mwodupane u pabora ¢ MalllMHH, TIOPaAY MTOTECHHHATTHATE eQEKTH BEPXY HEPBHATA CHCTEMA B BBPXY
3peHHeTo (Bik. Touka 4.8). Crenosarenso, NalMeHTHTE TPsAOBa a 6BAAT CHBETBAHHU Aa He MOodHpaT 1
1a He paboTAT C MallIMHH, JOKATO HE CTaHE U3BECTHA TAXHATA HHANWBHIYAITHA YYBCTBHTE/IHOCT.

4.10 HexenaHH JEKAPCTBEHH PeaAKIHH

Hait-yecTo croblaBaHuTE HEXenanu gekapcTBeHH peakimd (HJIP) (pasnpocTpaHenue > 1/10) ca:
Oe3chHMe, TPEBOXKHOCT, rIaBobonne, nHGEKIMH Ha TOpPUTE AXXATENIHM ITBTHINA, TaPKHHCOHU3IBM,
Ienpecus H aKaTH3HA.

Cnenpat Bcuuxy HJIP, 3a kouto ce crobiiaBa B KITMHWYHHA IIPOYYBAHUSA U NNOCTMAPKETHHTOBO.
Uznonsear ce ciieHUTe TEPMUHH U OTIpefieNieHHA 32 4eCTOTaTa, ¢ KoATO ce npoasasat HJIP: muoro
yectH (>1/10), yecru (>1/100 1o <1/10), Heyectu (>1/1000 mo <1/100), peaxu (>1/10 000 xo
<1/1000), muoro peaxu (<1/10 000), ¢ HeH3BecTHA YecTOTA (OT HATMYHKUTE JaHHH He MOxXe 1a 6b1e
HaIlpaReHa OUCHKA)

[IpH BCAKO PYNHpPaHe B 3aBUCHMOCT OT YECTOTATa, HEKEIAHUTE JIEKAPCTBEHH PEaKIHHU ¢¢ M30poABaT
B HH3XOAAWL PeA O OTHOLIEHKE HA TAXHATa CEPHO3HOCT.

Hesxenauu nexapCTBEHM peaKIMM, KIaCHpaHH 0o MedDRA-0a3a nauHu Ha CHCTEMO-OpTaHHH KIacoBe

HacaeaBanusa

Hecmu Hapymenwus B EKI, noBHieHie Ha IpoJakTHHA B KPEBTA®, TIOBUINIaBaHe HA
KpBbBHATA 3aXap, MOBHIIEHUE Ha YepHOAPOOHNUTE €H3MMH, MOBUIIABAHE HA
TpaHCaMHHA3MTE, MOBHIUABaHE HA raMarTyTaMMITpaHc(epa3aTa, [OBUIIABAHE Ha'
TErJIOTO, HAMaABAHE HA TEr0TO

Hevecmu Vrsmkasade Ha QT - HHTepBana Ha Kapauorpamara

CohpaeuHs HApYIIEHES

Hecmu ATpHO-BeHTPUKYAapeH OJI0K, TAXUKapIMA

Hevecmu Benpeu 6110k, IpeACHPARO TPEIITEHE, OpaguKxapaus, CHHycoBa Opaaukapaus,
AJIIMATALIMY

Hapymenus Ha KPHBTa H JAM$HATA CACTEMA

Hevecmu Anemus

Peoxu Tpombonironenus , HeyTpONeHHS

C neusgecmua ATrpaHyJIOLUTO34

yecmoma |

Hﬁp}’l’ﬂ&ﬂﬂﬂ Ha HECPBHATA CHCTEMA

b b

Mnozo vecmu ITapKHHCOHH3IBM , aKATH3HA , IIABOOOIH

Hecmu 3aMaiiBaHe, ceupaHe, CbHIABOCT, TPEM
IHCKHHE3HS
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Heuecmu KoHByncHH, CHHKOTI, 3aMaiBaHe NpH H3MPAaBEH CTOEXK, XUIOECTE3MA, MTAPECTERH,
| NEeTaprus, CbHIHBOCT
Hapynmienus Ha o9HTe

Yecmu 3aMBIIEHO BXXKAAHE, KOHKOKTHBHT

Hevuecmu OKiTy34s Ha peTHHAJIHATA apTepHs

Hapymienns Ha yxoto u naGupunra

Hecmu Bepturo

Hevecmu bonka B yxoTo

PecnrpaTopHn, rpLIHA B METHACTHHAIHH HAPYIICHAS

Yecmu HucniHes, KanktHila, Ha3aHa KOHrecTHs, 60/ka BbB apUHKCa M JIapUHKCA,

Peoxu CHHApPOM Ha anHes I10 BpeMe Ha ChH

CromamHo-uYpeBHH HApYMEHAS

Hecmu IToBprinane, nuapus, 3anex, rageHe, 6onka B KopeMa, AMcencus, 360601,
CYXO0Ta B yCTaTa, CTOMALUIeH AUCKOM(OPT, TaCTPUT

Peoxu OO6¢TpyKums Ha YepBaTa, MaHKPEATHT

Hapymenns 5a 6b0pendaTe B NHKOYHATE OLTHING

Hecmu Enypeza

Hapymenus Ha KOKaTa B DOJKOXKHATA THKaH

Uecmu O0pus, ex3ema

Heuecmu AHrnoeneM, cbpbeix, akHe, alomenusd, cyxa Koxa

Hapymennsi Ha MyCKY/HO-CKEJIETHATA CHCTEMA H CheJHHBTEIHATE THKAH

Hecmu Aptpanrus, 60onka B repba, 6osika B kpaltHUIUTE, OOKM B MYCKYIIMTE

Heuecmu MyckynHa cnaboct, 6onka BB BpaTa, O0NIKa B cefaluieTo, 60Ka HA MyCKYJIHTe

H KOCTUTE HA FPBIHHA KOII
Hapymennsa Ha eHAOKPHHHATA CHACTEMA

Peoxu HecwvoTBeTHA cekpelids Ha aHTHAMYPETUYEH XOPMOH

Hapymenns na MeTa00143Ma B XpaHeHETO

Uecmu [TosuinieH aneTwt, HaMajeH aNeTUT

Mnozo peoxku HuaberHa xeToamMao3a

C neuzgecmua BoaHa UHTOKCHKALUA

yecmoma |

HNndexnuu n aEdecTanHn

Mnuozo vecmu Hud ek Ha rOPHATE OUXATEJIHY NBTHILA

Hecmu [THeBMOHMA, IpuIl, MHPEKIMH Ha JOJTHUTE AUXATENHH ITBTHING, OPOHXHUT,
MHQEKIIHY HA MHKOYHHUTE ITHTUINA, HHPEKIMH HA YXOTO, CHHY3HT, BUPYCHH
HUHQpEKLMH

Hewecmu [{HCTUT, racTpOCHTEPUT, HHPEKLIUS, JOKAUTHIHPaHA HHOEKITHSA, TIOJKOKEH abciec

HapausiBanusi, OTPaBAHHSA H YCJIOKHEHHS, BL3HRKHAIIH B PE3YJITAT HA HHTEPBEHIHH

Hecmu [Ianane

Hevecmu [IpouexypHa 6onka

ChI0BH HAPYIIEHUS |

Yecmu XHUIEPTOHHUSA, XMITOTOHHUA

Hevecmu OpTtocTaTHyHa XHIIOTOHUS

O0mu napymenns ¥ edeKTH HA MACTOTO HA NPHAJIOKEHHE

Hecmu Temnepatypa, nepudepHu oTouy, 60JKa B TbpaANTE, yMOpa, 6onxa, 60Ka Ha
MACTOTO Ha NPWIOKEHUE, aCTCHHS, IPHIIONOI00eH CHHAPOM

Hewecmu HeobuuaiiHo yceinaHe, rppaeH JUCKOM(OPT, BTBbPAIBAHE Ha MACTOTO Ha
NMPWIOXKEHHE, BAIIOCT, peakliMsd Ha MACTOTO HA NPHIOKEHHE

Peoxu XUIIOTEPpMHUS

Hapyilenas HA AMYHHATA CHCTEMA

Hevecmu CBpPBbXYYBCTBUTEIHOCT

Peoku AHaduakTyu4Ha peakuy
XenmarTo-0nHapHR BApYHICHHAS
Peoxu XenreHAA
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Hﬂp}TIIIEHHH Ha anpoﬂaaonn'renﬂa'ra CHCTEMA H I'bpAATA

Hecmu AMeHOpes, epeKTWIHA JUCHYHKLUS, ramaKTopes
Heuecmu CexcyanHa QJUCQYHKLINA, THHEKOMACTHA

Peoxu [Tpuanuzem

IICHXHYHA HAPYIICHHSA

Mrnozo vecrnu Henpecws, 6e3cbHHE, TPEBOKHOCT

Hecmu BraHeHHe, HapyllleHHe Ha ChHA

Hevyecmu MaHus, HaMaJleHue Ha TAOUAOTO

* XunepnponakTHHEMHS B HAKOH CITy4aH BOJH O THHEKOMACTHs, HAPYIISHHA Ha MEHCTPYALINATA,
aMeHopesl, rajjaKkTopes

" Moske /]a BE3HUKHAT €KCTPATHPaMHIHY HapyIIeHUS: MapKUHCOHU3BM (OOMITHA CaTMBalIns,
BTBBEPASBAHE HA CKEJIETHATA MYCKYJIaTypa, IapKMHCOHU3BM, TUTABEHE, PUTHIHOCT KaTo 3604aTo
KOJIEN0, OpatuKHUHE3Hs, XUITOKHHE3HMA, MACKOBHAHO JHIIE, MyCKYITHO HaNpe)XeHHe, akKHHE3Us!, BpaTHa
PUTHIHOCT, MyCKYJIHA PUTHAHOCT, TAPKUHCOHOBA [IOX0AKa M aOHOpMEH peduiekc Ha rnadenara),
aKaTH3K (aKaTH3UA, HECTIOKOUCTBHE, XUIIEPKUHE3US B CHHIPOM Ha HECTIOKOMHHS Kpak), TpeMop,
IUCKHHE3HA, (IUCKHHE3UA, MYCKYJTHH IOTPENBaHHS, XOPe0aTeTo3a, aT€T03a H MHOKIIOHYC), AHCTOHHS.
HHUCTOHMATA BKTIOYBA JUCTOHHA, MYCKYJIHH CIIa3MH, XHIIEPTOHHS, TOPTHKOJIUC, HEBOJIEBH MYCKYJIHH
KOHTPAaKiMH, KOHTpaKTypa Ha MyCKYJIuTe, OiedapocnazbM, OKYIOTHPHA, TTapajin3a Ha e3HKa, IULERH
CIa3MH, JJApUHTOCTIa3bM, MUOTOHHS, OMIMCTOTOHYC, OpOdapHHTeaNieH CMa3bM, [UNIEBPOTOTOHYC,
CIIa3bM HA €3HKA M YEJIIOCTHA CKOBAHOCT. T peMopa BKIIOYBA TPEMOP U OCTATHYEH MAPKHHCOHOB
TpeMop. TpaOBa aa ce oTOenexH, e ca BKIIOYCHH MHPOK CIIEKTHP OT CHMIITOMH, HO HE €
HeOOXOOMMO A2 HMaT CKCTpaIlMpaMHACH ITPOM3XOI.

Cnepnea cnucek Ha HJIP, cBBp3aHH C pUCTIEpUAOH U OINPEAEIICHH

1

NPOYYBAHHA, IPH KOUTO Ce W3CIe/Ba NlepopaneH PHCIIEPHIOH, HOME €4 onpe; ato HJIP npu
knuHauny npoydsanns Ha PUCITIOJIEIIT KOHCTA. &/ g
= x
-t .
=
>
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JIOITBJTHHTE/IHH HeXENaHH JIEKapCTBEHH peakiyH, Cho0maBany 3a nepopaied RISPERDAL
iHo He W 32 PUCTIOJIEITT KOHCTA o MedDRA-6a3a 1aHHY Ha CUCTEMO-OpraHHU KI1acoBe

H3cireaBanps

[TosuniaBaHe Ha TENECHATA TEMIEPaTypa, IOBHIaBaHe Opos HAa €03UHODHUITHTE, TOHIDKABaHEe
Opos Ha Oe/uTe KPBBHH KICTKH, MOHMKABaHE HAa XeMOrn00UHa, NOBULIABAHE HA KPEaTHH
dochoknHazaTa B KphBTa, IOHWKABAHE HA TElleCHATA TEMIepaTypa

Hudexnnn u nHPecTANHM

TOH3HUIUT, LETYIHT, OTUTHC MeIHA, HHPEKLHH Ha OYMTE, aKapOJSPMATHUT, HHMEKIIUHY Ha
JHXATETHHAS TPAKT, OHUXOMHUKO3a, OTUTUC MeHa XpOHUKa

HapymeHua Ha KpbBTA B JHM(pHATA CHCTEMA

[ pa”HymOLIUTONIEHHA

Hapymenus Ha AEMyHHATa CHCTEMA

JlekapcTBeHA CBPBXYYBCTBHTENHOCT

Hapymennsa Ha MeTa001H3Ma B XPAHEHETO

AHOpEKCHS, TTOJIUAHIICHS

IICHXBYHH BApYIUeHHS

CrcTosHHE Ha OOBPKAHOCT, HECTIOKOMCTBHE, AHOPTra3MHS, TIPUTHITEH adekT

HapymeHHs HA HEPBHATA CHCTEMA |

JIunica Ha peakuMsa Ha CTUMYJIH, 3ary0a Ha Ch3HaHKe, HeBPOJIEITHYEH MATTUTHEH CHHIPOM,
ouabeTHa KOMa, MO3bYHO-CH0B HHIHACHT, MOATUCHATO HUBO HA CH3HAHHUETO, MO3BbYHA
HCXEMHA, MO3BYHO-CHIOBH HApYLUICHHUA, [IPEXOACH HCXEMHUYEH IIPHCTDIL, AH3APTPHA,
HApYILICHUS HA BHUMaHHETO, HapyLIEHHE Ha PaBHOBECHETO, HAPYIIEHWA HA TOBOPA, HAPYIIIEHHE
Ha KOOPAHHALMATA, HapYHICHHE Ha ABIDKCHHUATA

Hapymenns Ha o9nTe

OuyHa XMIIEpeMH, CEKPET OT OUUTE, OTOK Ha OYMTE, CYXH OYH, YBEJTHYEHO CHI300TAEIIIHE,
dorodobug, obocTpaHe Ha BIOWIEHO 3pEeHUE, BPTEHE HA OUMTE, INIAyKOMA

Hapymenuns Ha yX0TO H Ja0HpHHTA

[Iym B ymure

C1pI0BH HApYIIEHHSA

3adepBsBaHe

PecnupaTopHHy, rPHAHA B MEAHACTHHAIHE HADYICHHS

CeHpKaHe, aCIMpalMOoHHa IHEBMOHMA, Oen0apobeH 3acToH, peCIUpaTOPHA HapyIICHHH,
XPHIIOBE, ETIUCTAKCHUC, 3aCTOH B AMXATENHUA TPAKT, XUNEPBEHTUIALHA, TUCHOHHMS
CToManmHO-YpPEeBHH HAPYIUCHHS

ucdarus, He3aabprkaHe HA M3MPAKHEHHUS, (exanoMa, OTOK Ha YCTHHTE, XCHAHT
Hapymenas Ha KOXKATA H NOAKOXKHATA ThKaH |
Jleaus HA KOXATa, KOXKHH HApYNIeHHA, IIPOMSIHA HA L{BeTa Ha KOXaTa, ceDOpeeH nepMaTUT
XHIIepKeparo3a, IbPXyT, EpUTEMa

Hapymenns Ha MYCKYJJHO-CKeIeTHATA CHCTEMA H ChEIHHATEIHATE THKAH
PabnoMH0IH3a, OTOK Ha CTABHTE, MATOJIOrHYMHA CTOHKA, CKOBAHOCT Ha CTABHTE
Hapymenus na 6b0penHTe H NHKOYHATE IHLTHIIA

Enypesza, Au3ypud, oJaKuypus

Hapyienns Ha BL3NPOH3BOIHTENHATA CACTEMa H I'bPIATA

HapyiieHHd Ha eSKyJIalyaTa, TEHATAIHO TeYEHHE, HEPEOBHA MEHCTpyaLus

OO0mu Hapyumendsa H eQeKTH HA MACTOTO HA NPHJIOXKEHHE

[eHepanu3upaH OTOK, OTOK Ha JIMLETO, HApylUIEHHE Ha CTOMKATA, XKaXAa, CTYJeHH TPBITKH,
CTYICHH KpaiHULM, aDCTUHEHTEH CHHADOM

Egexmu na xnaca

KaxTo npH Opyrure aHTHIICHXOTHLIH, ¢ PHCIISPHAOH ITOCTMAapPKETHHIOBO MHQp&FAnRORSLB00IIaBa,

T T 1Y | .
3a CTy4al Ha yab/bked QT-unTepBan. Jpyrure cbpAeyHH ekt OTHAC T ad% _,',‘Q‘g\c,
- s
chOOIIEHH TPH aHTHIICHXOTHLH, KouTo yAbIbkaBaT QT-uaTepnana, B I-r, amepHa aprMy,
xaMepHa $hUOpHIaLys, KaMepHa TaXHKapaus, BHe3allHa CMBPT, ChpACYSHRAPeT U Tor 'E_p |
Pointes. S ] =
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¥ R
gy e (R
Y

el
ey



ITorausare na meanomo

ITo Bpeme Ha 12-ceAMUYHO NBOWHO-CAATIO, MIALEeO0-KOHTPOIMPAHO KIIMHHYHO Npoy4BaKe, 9% ot
nauueHTHTe, AeKyBaHd ¢ PUCIIOJIEIIT KOHCTA, B cpaBHeHHe ¢ 6% OT nallHeHTHTE, Ha KOKTO Ce
napa Iu1ane6o, ce HaOmoAaBa mokayBaHe Ha TETJIOTO CBbC 27% OT CBOETO TENIECHO TETJIO B Kpad Ha
nacneneaHero. B orkpuro knuHuyHO npoy4sade Ha PUCTIOJIEIIT KOHCTA, npogsinkumo 1
rOQHHA, IPOMEHHTE B TEJIECHOTO TETJIO NPU UHIUBHIYAITHUTE MALIMEHTH ¢4 OOMKHOBEHO B PAMKHTE Ha
£7% OT M3XOMHOTO HHUBO; 25% OT NalHeHTHTe HMAT YBEAHYEHHE HA TEAECHOTO TErNo ¢ue >7%.

4.9 Ilpenosupane

Tt KaTo € MoO-ManKo BEPOSTHO Aa Ce MOJYYH IIpeJO3UpaHe Py MApPEHTEPATHOTO, OTKONKOTO TIPH
NIEPOPATTHOTO MPHIIOKEHUE, IPEACTaBA ce HHPOpMaLIHA OTHOCHO NIEPOPATHOTO MPHITOKEHHE

Cumrnmonu

Hait-061110, ¢hO6IaBaHHTE NIPU3HALK U CHMITTOMH, Ca TE3HM KOHTO Ca pe3yJITaT Ha arpaBals Ha
M3BECTHUTE (apMaKOJIOrHYHH ¢(EKTH HAa PUCTICPUAOH. Te BKIIOYBAT CHHIMBOCT U CeIMpaHe,
TaXHUKApOHA M XUITOTOHUS, U eKCTpanupaMHIHU CHMITTOMH. IIpyu npenosupane ce ¢cpobmana 3a
yab/okaBaHe Ha QT-uHTepBana u 3a npunaasid. 3a Torsade de Pointes ce cro011aBa BB BpB3Ka ¢
xoMOuHHpaHo npeaosupane Ha PUCTIOJIEIIT u napokceTuH.

B CJ]Y‘-IBﬁ Ha OCTPO NPCA03HUpPaHe, TpﬂﬁBa l1a C€ UMa Iped BHA BE3IMOMKHOCTTA Jia ¢a BKITIOYEHH MHOIO
JICKAPCTRA.

Jeuenue

VeTaHOBeTE H MOAABPMANTE YACT BB3AYIIEH BT H OCHIYPETE AOCTAThYHA OKCHIC€HALIMA U
obauuBane. MOHUTOpHpPaHETO Ha ChPAEYHO-CHIOBATA CHCTEMA TpAOBa Aa 3aIoyHe He3abasHo 1

TpHﬁBﬂ. A4 BKJIKOYBA HﬁﬁJIIO,E[EHHG Ha CNCKTPOKapAHOI'paMarta, 3d a CC PErHCTpHPAT CBCHTYAJIHU
dDUTMHH.

3a PUCTIOJIEIIT uama cneundryueH antuaot. ClieqosaTe/IHO TpAOBa Aa Ce 3aloYHaT ChOTBETHUTE
MEpKH 3a MoAabpxane. XUIIOTOHHATA W LIMPKYIATOPHHUAT Kojaric TpsabBa Aa ce JIEKyBaT ChC
CHOTBETHHTE MEPKH KATO BEHOZHO BJIMBAHE HA TEYHOCTH W/HITH CUMIIATUKOMHUMETHYHH cpeacTRa. B
ClTydail Ha TeXKa eKCTpanupaMHiHa CHMITTOMATHKA, TPAOBA J1a ce nmpunarar aHTUXOIAUHEPTHYHH
nekapcTBa. CTPOrUaAT MENHIIMHCKH HAO30p M HabmOAeHre TpAOBa Aa IPOABIDKAT, JOKATO NALKMEHTHT
Ce BB3CTAHOBH.

5.  @®APMAKOJIOTHYHY CBOMCTBA
5.1 PapmakoluHAMHYHE CBOHCTBA
Dapmaxomepanesmuuna zpyna. Apyru anruncuxotyui: ATC kon: NOSAXO0S.

Mexanuzem na Oeucmeue.

PuctiepuioH € cenekTHBEH MOHOAMUHEPIHYEH aHTArOHKCT ¢ YHUKAIHM CBOHCTBA. TOM MMa BUCOK
aMHHUTET KbM cepoToHMHEpruyHUTe 5-HT2 ¥ nonamunepruyanre D2 peuentops. PUCIIEpHIOH CE
CBBP3Ba CBINO U ¢ ajida-1 anperepruyanTe peUESITOPH, U € NO-MATBK adguH ATC: 1-

IBUCATE/IHATA AKTUBHOCT W He NPUYHAHABA TAKABA KATAJIETICHS KaTo
DanancupanusT LeHTpaneH aHTarOHU3bM CIPSAMO CEPOTOHUH H 10
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TepaneBTHYHOTO JeHCTBHE KBEM OBJIaJABAHE HA HEMaTUBHHUTE H aeKTHBHHUTE CHMIITOMH Ha
1IIM30(PpeHUATA.

Knunuuna eghexmugrocm

Edexrusrocrra Ha PUCTIOJIEIIT KOHCTA (25 mg 1 50 mg) npH oBlnagdBaHe HA W3ABMTE Ha
MCUXOTHUHMTE PA3CTPOICTBa (IIN30QpeHUA/IIM30a(PEKTHBHH pa3CTPONUCTRA) € YCTAHOBEHA IPH €IHO
12-ceAMUYHO, IU1ale00-KOHTPOIHPAHO KIHHHYHO [IPCYYBAaHEe NPU Bb3pacTHH NCUXHUYHO OOIHH U
aMOy/1aTOPHH MaLMEHTH, KOUTO OTTOBOPSAT Ha kpurepuure DSM-1V 32 musodperus.

[Ipu eaxo 12-ceAMHYHO CPAaBHUTEHO KJIMHHYHO MNpOyYBaHe IPH CTaOMIHH MAUMEHTH ¢ WH30dpeHus
e nokazaHo, ue PUCIIONEIIT KOHCTA e Tonkopa epeKTHBEH, KOJIKOTO €a U NepOpaTHUTE TabIeTKH.
NsnrocpouHarta (50-ceamuuna) 6e3onacHocT ¥ eurackocT Ha PUCTIOJIEIIT KOHCTA cbino e
olieHeHa B OTKPHTO KJIMHWYHO NMPOy4YBaHe Ha CTaOHITHH IICHXHYHO OOMHM ITAlMeHTH H aMOyNaTopHH
NAHEHTH, KOWTO OTroBapaT Ha KpurepuuTe Ha DSM-IV 3a mu3odpenus H mu30adeKTHBHH
pascTpoiicTBa. C BpeMeTo edextusHocTTa € noaaspxana or PUCIIOJIEITT KOHCTA (®@wurypa 1).

durypa 1. Cpeana npomsina B obmartd onenka o PANSS ouenena srB spemero (LOCF) mpy
MAlMEeHTH ¢ T30 PEeHMS.
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8.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyus
A6copbuuara Ha pucriepuaoH ot PUCITOJIEIIT KOHCTA e nbana.

Cnen enna myckyiaHa umkekuus PUCITOJIEIIT KOHCTA npodunsT Ha ocsoboxaaBane ce ChCTOH
OT MAJIKO Ha9aJIHO ocBobonaBaHe Ha pucnepuaoH (<1% ot qo3ara), IpoABDKABAIIO 34 NIEPHO] OT 3
ceqmuitd. OcBoGOKIaBAHETO HA OCHOBHOTO KOJIMYECTBO PUCTIEPHACH 3aI104Ba OT 3-Ta CeIMHIIA
HaTaThK, OAIBpKA ce OT 4 10 6 CeAMMLIM ¥ OT3By4aBa npe3 ceamuua 7. Hopanu Tosa Tpadea fa ce

OCHI'YpH TIEPOPAJIHO aHTHUIICHXOTHYHO NOKPHTHE 10 BPEME Ha IIbPBUTE 3 COOMHLIM Ha JIEYeHHE C
PUCITOJEIIT KOHCTA(®x. Totka 4.2).

KomOuHanuaTa oT mpoduna Ha 0cBOOOKAABAHE M pe)XMMA Ha J03HpaHe (MYCKYTHH HEDKCKITHH IIPE3
NBe CEAMHIIM) UMa 34 Pe3Y/ITaT MMOCTOAHHU TEpalleBTHYHM IU1a3MEHH KOHLICHTpALMK. TepaneBTHYHUTE

Ia3MeHH KOHIIEHTpalMK ce 3amna3sar 4 10 6 ceqMUIM creq ocieHaTa HHKESKITA PHUCTIOJIEITT
KOHCTA.

Criefl IOBTOPHHA MYCKy/iHM HHKeKkIM ¢ 25 und 50 mg PUCTIOJIEIIT
CpeAHNTE MMHUMATHH U MAKCUMAJTHY IUTA3MEHH KOHLICHTPALMHK Ha
dbpaxis Bapupar Mexay 9,9-19,2 ng/ml u 17,9-45,5 ng/ml crotse
KyMyJaHpade Ha pHCTIEPHIOH TIpH NpOABIDKKMTeNHa ynorpeba (12 M
HIDKEKTHpaHU 25-50 mg npes ABe CeAMHIIH,
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Pasnpeoenenue

PucnepunoH ce pasupenens 6bp20. ObembT Ha pasnpenentue € 1-2 I/kg. B nnazMara pucnepuaoH ce

CBBP3Ba ¢ anbyMuH H anda-1 Kuces MMHKONPOTEHH. CBbP3BAHETO HA PUCIIEPHAOH C ILTA3MEHUTE
npoTerHu € 90%; Ha akTUBHUA MeTabONT 9-XUIpOKCH-pUCTIEpHAOH e 77%.

buompanchopmayua u erumunupane
PucnepunoH ce MeTabommzupa or CYP 2D6 10 9-xuapokcH-pUCTIEPHIOH, KORTO MMa moaoOHa
GapMaKOJIOTHYHA aKTHBHOCT KATO PHCHEPHIOH. PUCIIEpUIOH IUTKOC 9-XHIPOKCH-PHCTIEPHUIOH
o0pasyBar akTHBHaTa aHTHIICHXOoTH4YHA Qpakii. CYP 2D6 e 06ekT Ha reHeTHYEH NOTUMOPQHIBM.
brpsure CYP 2D6 MeTabonuzaropu 65-p30 NpeBphLIAT pPHCNEPUAOH B 9-XHIPOKCH-PUCTIEPHIIOH,
nokaro 6apaure CYP 2D6 MeTabomu3aTopH ro npepbumar MHOro 6aBHo. Buripeku, de Obp3uTe
MeTaloIu3aTOPH UMAT NMO-HHCKA KOHLIEHTpaUd Ha PUCOEPHUIOH M MO-BUCOKA KOHLECHTpAUMs Ha 9-
XUAPOKCH-PHCTIEPUIOH OT 6aBHITE MeTabonu3aropy, (papMakoKWHETHKATa Ha PUCIIEPUIOH U 9-
XKIAPOKCH-PHCTIEPHAOH B KOMOMHAIMA (T.€. AKTHBHATA AHTUIICHXOTHYHA (paKiys), C/ieX eAMHHYHA U
MHOTOKp4aTHA JO3UPOBKA, € CXOMHA ITpH OBp3UTe U OaBHHTE MeTabonu3atopu Ha CYP 2D6.

Hpyr MeraCoHTEH BT Ha PUCIICPUACH € N-/leaTKWIMpaHeToO. {7 Vitro IPOyYBaHKA HA YOBEIIKH
YepHOAPOOHH MHUKPO30OMH ITOKA3BAT, Y€ PUCIICPHAOH B KIIHHHYHO 3HAYHMMa KOHLIEHTpALlHA He
HHXUOHMpA 3HAYUTETHO MeTabOIM3Ma Ha JIeKapcTBaTa, MeTabOoIM3HpaHH oT LuToxpoM P450
uzozumute, prurounTenso CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4, u
CYP 3A5. Eona ceqMHIia cleji npwiiaraHe Ha nepopaiieH pucnepuaoH 70% oT 1o3aTa ce eKCKpeTHpa
B ypuHara U 14% BB dekanuute. B ypuyaTa pHclepHACH ILUTIOC 9-XHAPOKCH-PUCTIEPUAOH
npeacTasnsasar 35-45% ot nepopanHo mpuetarta Ao3a. OCTaTHKBT ¢a HeaKTHBHM MeTabomuTH. (Pasara

Ha elTMMHHHpaHe 3aBbpINBa MpuOnu3uTenHo 7 1o 8 ceaMuLu cineln ocAeaHaTa HEKEKLHA
PUCTIOJIEIIT KOHCTA.

Junetinocm

dapMaKOKHHETHKATA Ha PUCTICPHOH € CBIUO JIMHERHA B 1030BHA 00XBaT 25-50 mg, HIDKeKTHpaHH
npe3 IBe CEAMHILIH.

Iayuenmu ¢ cmapuecka ev3pacm, 4epHoopobHo u bvbpeyuno yepeoicoane

PapMaKOKMHETUYHO MPOYYBaHE Ha eMHHYHA J03a C NIepopalieH PUCIIEPHIOH MMOKa3Ba cpeaHo 43%
IIO-BHCOKA IU1a3MEHA KOHLICHTPAI(HS Ha AKTHBHATA aHTHUIICUXOTH4YHA (paxuyd, 38% yIbbkeH MHOJTy-
YKUBOT ¥ HAMAJICH KIHPHHC HA aKTUBHATA aHTHNCHXOTHYHA (ppaximg ¢ 30% npu nanMeHTUHTE B
cTapyecka Bb3pacT. [To-BHCOKA Mia3MeHa KOHLCHTpald Ha aKTHBHATa aHTHIICHXOTHYHA (PaKIUA U
HaMaJleH KJIMPBHC Ha aKTHBHATA aHTHIICHXOTHYHA ¢pakuus cpeaHo ¢ 60% ce Habnionapa npy
naupeHTHy ¢ 6p6peuHa HeJOCTaTHYHOCT. I TazMenaTa KOHIEHTpallHA Ha PHCTIEPHAOH € HOpMalTHa IIPH
TaLMEHTH ¢ YepHOApoOHA REAOCTATHYHOCT, HO CpeARaTa cBoOOAHA QPpaKiKa HA PHCIIEPHIOH B
fi1a3Mara € NOBHHIeHa OKO0 35%.

Bpw3xa gapmaxoxunemuka/papmaxoOuHamuxa

Hsma Bpb3ka MEXIY IU1a3MEHHTE KOHLIEHTPAIIWH Ha aKTHBHATA AHTUIICHXOTHYHA Gpakiusi 1
npoMeHuTe B 00musa 6poit Touku no PANSS (Ckana 3a olieHKa Ha MO3HTUBHUTE H HETAaTHBHHTE
CUHAPOMH ) M obwwus 6poit Toukn o ESRS (Ckana 3a olieHKa Ha eKCTpanMpaMHIAHHUTE CHMITTOMH)
IMPH TMOCEIEHUATA 32 OLICHKA Ha CHCTOAHMETO B HUTO €JHO OT MpOoy4BaHMsTa BBB ¢asa 1lI, mpu kouTo
ca M3ClIeIBaHM e(eKTUBHOCTTA U Oe30MacCHOCTTA.

Ilon, paca u momiononyuiene
[TonynauxoneH GapMakOKMHETHYICH aHAIM3 HeE NOKa3Ba BHAHMO BB3ICHCTBHE OT 11071, paca WK

TIOTIOHOITYINIEHE BhPXY (PapMaKOKMHETHKATA HA PHCTICPHICH HIH HA aKTHBHATA aHTUIICUXOTHYHA
¢$paxius. b

5.3 TIlpeaknHAAYHH JaHHYH 332 Oe30MaACHOCT

ocHoHHTE edexTH oT nedenueto ¢ PUCTIOJIEIIT KOHCTA (zo 1 mhe
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ca IIPOJTAKTHH-MCAUHUPAHOC CTUMYJIHPAHE Ha MIICYHHTE XKJI€3H, IPOMECHH B Fr€HUTAITHUTE IIPH MBXKKH H

JKEHCKH KHBOTHH H e(PeKTH BbpXY LUeHTpanHaTa HepBHa cicTema (LIHC), cepp3anu ¢
papMakogUHAMHYHATA aKTHBHOCT Ha PUCTICPH/IOH.

Pucnepunio He e TepaToreHeH IpH ILTLX0BE H 3aiLy. [Ipy npoydUBaHUA Ha PENpPORYKTHBHOCTTA IIPH
IUIEXOBE C PHCIIEPHIOH ca HaOII0IaBaHH HEeXENaHH peaklMM BLpXY HABHLMTE 32 CLBKYIUIEHHE Ha
POMUTENHTE, TEMIOTC NMPH PAXKIAHE U [IPSKUBAEMOCTTA Ha MOKOJIEHHETO. [IpH TUIBX0BE
MHTPayTePUHHATA €KCIIO3HLIMA Ha PHCIIEPHIOH CE CBBP3BA C KOTHUTUBHH ACQUIIMTH NP HAIIpeHANA
BB3pacT. [ipyrd JONIaMHHOBH aHTarOHMCTH, KOraTo Ce MPUIaraT Ha OpeMeHHM MHBOTHH, OKA3BaT
OTPHUATETHO Bb3AEHCTBHE BBPXY YUYEHETO ¥ PA3BUTUETO HA ABMIKEHUATA TP ITOKOJIEHUETO.

[Ipunoxennero Ha PUCTIOJIEITT KOHCTA Ha MBXKH H 3)KeHCKH TWIEX0Be 3a 12 4 24 Mecera
peau3BUKBa ocTeoqucTpodus npu no3a ot 40 mg/kg 2 cenmunm. Jozara Bomea 1o
ocTeoaHCcTpod A MPH IUTHXOBE, 6a3HpaHa BbPXY mg/m’, ce paBHABA Ha 8 MHTH MAKCHMAJTHATA
MpenopbUYMTENHA 1034 [IPH XOpa H € CBbp3aHa ¢ IUIa3MEHH HHBA 2 MTBTH HPEBUIIABAIIH MAKCHMYMa,
OYaKBaH IIPH XOpa IMpH MaKCHMaJTHaTa npenoprunTenta no3a. OcreomucTpodus He e HabmonaBaHa
IIpH KyueTta nmpu npunoxeHue 12 meceua ua PUCIIOJIEITT KOHCTA ¢ 20 mg/kg/2 cenmuuu Tazu
A03a JaBa TUia3MeHa eKCNo3uius A0 14 mbTH MakcUManHaTa npenopbYHTENHA A03a [PH XOpa.

HaMma paHHM 33 re HOTOKCIHMEH NTOTEHI[HAN,

KaxTo ce o4akBa Iipd MoLIEH AonaMuH D2-aHTaroBUCT, Npy NIpoy4YBaHHA HA MepopaHaTa
KaHIEPOTeHHOCT Ha PUCIIEPHACH MIPH IUTBXOBE M MHIUKH, ¢€ Hab/II0qaBa yBEJIMYEHHE Ha afleHOMA Ha
xunogusara (MHIIKHK ), CHAOKPHHEH aIeHOM Ha IaHKpeaca (IUThX ) H aeHOMA Ha MJIEYHATa 31634
(aBaTa BUAA).

I1pH npoy4dBaHe 3a KaHLEPOTeHHOCT ITpU UHTpamMycKynHO npunoxkerue ¢ PUCITIOJIEITT KOHCTA
npu rwrsXxope Wistar (Hannover), (no3u ot 5 u 40 mg/kg/2cenmuiy), npu no3a ot 40 mg/kg ce
HaO/roMaBa MOBUILIEHA YeCTOTa Ha TYMOPH Ha €HAOKPUHHMA ITaHKpeac, Ha XMIO(H3HATA H1e3a U Ha
Memynara Ha HanOsOpenuTe, nokaro npu 5 ¥ 40 mg/kg ce orbensa3BaT TYMOPH Ha MJIEHHATA XKJIe3a.
TyMopuTe, xouTO ce Habiroapar MpH IEPOPanHO K HHTPaAMYCKYJIHO NIPHIIOKEHHME, MOYKe J1a Ce IBJDKAT
Ha aHTaroHW3Ma Ha AonamMuH D, ¢ yIbDkeHO 0cBODOKAaBaHE U C XHIIEPITPOJAKTHHEMHMSATA.
IIpoyuBaHMATa C TBKAHHH Ky/ITYpPH IIOKA3BaT, Y€ PacTe:KbT Ha KJISTKUTE HA paka Ha I'bpAaTa Npu
YOBEKA, BEPOATHO € CTHMYJIHPAH OT NpoJlakTHHA. KaTo MpaBUio XxunepkaiMeMusTa JOMPHHACH 34
yBE/IMYEHATa YECTOTa HA MEAYIIAPHUTE TYMOPH Ha HaaOsOpeka rpu Tpetupann ¢ PUCIIOJIEIIT
KOHCTA mrexoBe, KoeToO ce Habnonaea M B ABETE N030BH rpynd. Hama JaHHH, OT KOHTO 14 Ce
NpeAnosara, 4¢ XurnepKaauaeMHUsaTa MOXXe J1a € MPHYKHA 32 PeOXpOMOLIMTOM NPH XOpa.

br6peunu TyOynHM azsieHOMH ce HaOJIIOMaBaT MpHU MEBXKKH TUrbxoBe npH Ao3a 40 mg/ke/2 ceamunu. He
ca HabnrogaBaHn ObOPEYHH TYMOPH NPH NIO-HUCKHU H03M, npH 0,9% HaTpueR XJIOpUO WIH B IPyNATa ©
MHUKpOCPEpH KaTO BEXMKYTyM. MeXaHH3MBT, BoZeL 10 noABa Ha OxOpeyHr TYMOpH MpH
npuwiokeHreTo Ha PUCIIOJIELIT KOHCTA npu mbxku nirbxoBe Wistar (Hannover) € HensBecTeH.
He ce Habaronasa ysenHyaBaHe B YecToTaTa Ha OBE0peyHU TYMOpPH NPH NEPOPaTHO NPUITOKEHHE B
[IPOYYBAHHUATA 33 KAHIIEPOreHHOCT, MIPOBEXKIAHH ¢ IUTbXoBe Wistar (Wiga) unm Swiss MHIIIKH MpH
[IEpOPAICH MPUEM HA pyAcHepuaoH. IIpoBeeHHTE MpoyyuBaHUA 33 OTKPHBAHE Ha pasIMUMATA B
npoduia TyMOp-opra rokaspar, ue Wistar (Hannover), yaacTpamy B poy4BaHUATA 33
KaHLIEpOreHHOCTCE paziMyaBar oT Wistar (Wiga), M3NoI3BaHu IPH IIPOYUBAHUA 334 KAHIIEPOr€HHOCT
[IPY [IEPOPATTHO IIPHICIKCHHE [0 OTHOLICHHE Ha CIIOHTAHHO BB3PACTOBO-3aBUCHMH HETYMOPHH
OBOpEYHM IIPOMEHH, B YBEIIMYABAHETO HA CEPYMHHA NMPONIAKTHH U OBOpEUHHTE IPOMEHH B PE3YIITAT Ha

pucnepuaoH. Hama naHHu nokassamy 660peyHo 3aBRCHMH POMEHH NIPH Ky4eTa IIpH
npoxsipkurestHo npwiokenue Ha PUCTIOJIEIIT KOHCTA.

He ¢ M3BeCTHO HANMYHUETO Ha BPB3Ka MCKOY GCTEO,I{HCTPO(bHF[Ta, ITPOJIAKTH

[peamnonaracMuTe cyocrpar-crieliugudad Os0peutn TyMOPH MPH ILTBXOBE
npy Xopa.
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JlokamHO pa3fipa3HEHHE Ha MACTOTO Ha MPWIOKEHHETO IIPU Ky4eTa 1 INTbXOBe ce Habmonasa cien
npunokerue Ha Bucoku go3u PUCIIOJIEIIT KOHCTA. Ilpu 24-meceuno mpoyyuBaHe Ha |

MHTPaMYCKYJIHa KRHLIEPOF€HHOCT [IPH IUTBXOBE HE ce HAONIO/aBa [IOBHINEHA Y€CTOTa Ha TYMOPH Ha
MACTOTO Ha MHKEKTHPAaHETO HUTO NPH MOMOLIHATA, HUTO [TPY AKTHBHATA IpyTIa.

In vitro W in vivo MOJeNH ¢ XXHBOTHH ITOKA3BaT, Y& BUCOKMTE JO3K PUCIIEPHIOH MOraT B4 NMpPEeIU3BHKAT

yabKasase Ha QT-HHTepBaNa, KOETO TEOPETHYHO Ce CBBP3Ba ¢ MOBHMINEHMA PUCK 0T Torsade de
Pointes npu ManUueHTUTE.

6. GOAPMAITEBTHUHM JAHHH

6.1 ChoucpK Ha IOMOIIHATE BellecTBa

Muxpocgepu pucnepudon ¢ yovaiceno ocgoboscoasane:
7525DLIN1 [ poly-(d, 1-lactide-co-glycolide)] nonumep

Pazmeopumen:

ITonucopbar 20

Kapmenosa Hatpuii 40 mPas

NTuHaTpHeB XuAporeH gocdar auxuapar
JIuMoHeHa KUCeJInHa, 0e3BOIHA
Harpues xnopua

Harpues xunpoxcun

Bona 3a HHXKEKLMH.

6.2 HecrBMeCTHMOCTH

Tosu nekapcTBed NPOAYKT He TpAOBA Nla ce CMECBA ¢ APYTH JEKAPCTBEHHU NPOAYKTH, ¢ U3KIIOYCHHE Ha
TEe3M, MOCOYEeHHU B TO4Ka 6.6.

6.3 Cpox HA rogHoOCT
3 rOAMHM IpH TeMIiepaTypa 2-8°C.

Cren npurotesse: [To BpeMe Ha ynorpe6ara e JokasaHa XUMHYECKa H (Pu3nHyecka CTabMTHOCT B
npoIb/bKeHHe Ha 24 yaca npH Temmneparypa ot 25°C.

Ot MUKPOGHONOTHYHA [II€AHA TOYKA, IPOAYKTHT TpAOBa fa ce W3Moi3Ba He3abaBHO. AKO He Ce
NIPWIIOKK BELHArA, BPEMETO M YCIIOBMSTA Ha ChXpaHABaHe Ha IPOAYKTA IIpey yrnoTpebda ca
OTrOBOPHOCT HA NOTpeduTeNs M OGUKHOBEHO He TpA6Ba a HAIXBBPIAT 6 Yaca IpH 25°C, 0CBEH aKo
[IPUTOTBAHETO HE € WIBBPINEHO MPH KOHTPOJIHPAHH U BATHAM3HPAHH aCEIITHYHH yCIOBHA.

6.6 CrnenHajiHd YCJIOBHSI HA CBXPAHEHHE

Ilsutata no3a TpA6BA a2 ¢ ChXpaHsBa B XJTanWIHUK. [la He ce chxpaHaBa Hax 25°C.

ITpu nunca Ha xnagwtHHk PUCIIOJIEIIT KOHCTA moske na ce CbXpaHABa IPH TCMIICPaTyPH, KOHTO

He HAAXBHPIAT 25°C, 32 He HoBeye OT 7 JAHU NpeH MprImkeHneTo. IIponykTsT He Tpsabsa fa ce
M3nara Ha TeMmnepatypu Han 25°C.

Jla ce cpxpaHsBa B OpMI'HHAJIHATA ONMAaKOBKa.
Jla ce ChXpaHABa Ha MACTO, HEAOCTRITHO 32 Jella.

3a YCIIOBMATA HA CHXPAHEHHETO Ha OPHTHHAIHMA JIEKAPCTBEH PO

He BCHYKH BHIOBE OIAKOBKH MOTaT 4a OBAAT ITyCHATH B Iiponaxba.

58



6.9 aHHH 33 omakoBKATA

Beaxka xapmonena xymus cvovporca.

o Enun ¢naxoH, ceappaxamy PUCITOJIEITT KOHCTA, nmpax 3a HEDKEKIHOHHA CYCIIEH3HUA C
VIBIDKEHO 0CBOOOXKaBaHe

e EnHa mpegsapHTenHO HAMBbJIHEHA CIIPHHLIOBKA, ChABPKAILIA 2 ml pa3TBOPUTEN 34 NMPHUrOTBIHE
HA CYCIeH3UATA

e Enno Alaris SmartSite Oe3ureno ycTpoHRCTBO 3a DOCTHIT A0 (JIaKOHA.

e Egana Needle-Pro urma 3a uHTpaMycKynHO WikekTHpaHe (oGezonacena 20G 2" TW urna ¢
YCTpOMCTBO 34 obe3onacsaBaHe Ha MIVIATa)

He BCHYKHY BHIOBE OMAKOBKH MOTaT Aa ObOaT mycHaru B npogaxkoa.
6.10 CrnensanHd NpeANa3HH MepPKH IPH H3XBhLPJIAHEe H padoTa

HucTpykuEd 3a padoTa ¢ 6e3BrIeH0 YCTPOHCTBO 32 0CTHE X0 QJIaKOHA

PUCHIOJIEIIT KOHCTA Mmukpocdepu ¢ yIBDKEHO ocBoboxAaBaHe TpAOBA [la ce CYCIICHIHPAT CaMo
C pa3TBOPHTEN B CIIPHHIIOBKATA, JOCTABEH C ONIAKOBKATA Ha NPOIYKTa, H TPAOBA fa ce MPHJIara camo ¢
obesornaceHara uria Needle-Pro, koaTo ce JoCTaBs ¢ OMAKOBKATa Ha npoAykTa. He 3amecTBanTe
HHKOM OT KOMIOHEHTHTE B ONTAKOBKATA Ha MPOOYKTA. 32 a CTE CHI'YPHH, Ue NpeaHa3sHavdeHaTa qo3a
PHCIIEPH/ICH € TIPIIOXKEHA, TpAOBA Aa ce HIKEKTUPA LSATOTO CHABPKHMO Ha (prIakoHa.
HHKEKTHPAHETO CaMO Ha YacT 0T CBABPKUMOTO MOXKE J1a HEe OCUTYpH NpejlHa3HaueHaTa 1032

PHUCIIEPUIOH.

Pl Tl o ol S A - vyl I bl Sl " Wi e e el wrverue bk

NPeABapUTRIIHO HaMbJTHEHA

CNPUHLOBKA
YCTPOWCTRO 3a
AOCCTLN A0 $RAKOHA Neeadie-Pro™
MACTO K2 CRBp3BAHE MITIA 33 MYCKYTTHE MHKEKLUR
c 6sn npeanasuTen r-2 npepnasuTen
/ Ha Mrnara
UBETHA o MCTBO 34
Kahauxa npeanasna {’im - ic;ep::asam-le
Kanauxa Y S L
' HA UMaTa

HUsranere onakopkara Ha go3arta PUCITOJIEIIT KOHCTA ot xnaqWiIHHKa U 1 OCTaBETe Aa Ce
3aTOIUIH A0 CTalHa TeMIlepaTypa.

CoanpkaHMe Ha OTIaKOBKaTa 3a €1Ha 103a:

. Enun draxon, cuaspikauny PUCTIOJIEIIT KOHCTA, npax 3a HEDKEKIMOHA CYCIIEH3HS C YABIDKEHO

ocBoDOKIaBAHE

. Enno Alaris SmartSite 6e3urieHo YCTpOKCTBO 3a JOCTHI A0 (PrakoHa
CYCIIeH3UATA

. EnHa npeapapyTelIHO HallTbJIHEHA CIIPHHIIOBKA C PA3TBOPHTEI 32

Enna Needle-Pro urna 3a MHTpaMycKYITHO mpruioxkeHue (obeson
YCTPOMCTBO 3a Mpeana3BaHe OT UIJIATa)
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2.

3.

4.

MaxHeTe LBETHATA IL1aCTMACOBA Karauka oT (JlakoHa.

PasTBopere GiucTepa ¥ MaxHeTe OE3UTIICHOTO YCTPOHCTRBO 3a OCTHI A0 (hIaKOHA KaTo
OBPKUTE Osr1aTa NpeanasHa Kanadka.

He doxoceaiime nuxoza ocmpuemo Ha Ycmpoucmeomo 3a 00CIMbA..

Cnoskere (p1akOHA HAa TBHPAA MOBBLPXHOCT. HaTHCHeTe HAMOMY OCTPHETO HAa 6E€3UTIEHOTO
YCTPOUCTBO 3a AOCTBII A0 (NIaKOHA MIpe3 'YMEHHA CTOIEp, MOKATO YCTPOHCTROTO CTabHIHO
3aCTaHe OTTOpe BBPXY (PnaxoHa.

ITourcTeTe ¢ NpeANOYUTAHAA AHTHCENITHK MACTOTO Ha CBBP3BAHETO IIPEAM /1A CHUJICHUTE
CIPHHUIOBKATE KbM O€3UIIICHOTO YCTPOHCTBO 32 AOCTBR A0 (IIAKOHA.




OTBOpeTE NpeBapHTENHO HATBIHEHATA CHIPHHLIOBKA, KATO CUYIIMTE X MaXHeTe OLI0TO Karaye
3a€HO ¢ I'YMEHMA BpbX Ha KANa4yeTo OT BTPELIHATA CTpaHa.

‘3aBBPTETE 110 NIOCOKA Ha JAaCOBHUKOBATA CTpC/IKa, AOKATO ce YBCPDHTC, HEC CHPHHHDEK&T& c

CHI'YPHO Ch'WIeHEHA 3a Oanara npeana3Ha Kanavka Ha O0e3UrieHOTO YCTPORCTBO 3a JOCTBII 10
¢dbnaxkoHa.

JptKre ollakoBKaTa Ha O€3UITIeHOTO YCTPOHCTBO 3a IOCTHII A0 (J1akoHa II0 BpeME Ha
IPUKA4YBAaHETO, 3a a W30ETHETE BhPTEHETO.,

Hpwvoicme cnpuryograma u He32uneHomo yempoiucmso 3a 0ocmun 00 (PAAKOHA HA eOHA TUHUA.

HkekTHpaiTe IAIOTO ChABPKUMO HA CNPHUHIIOBKATA (pa3sTBOPHUTENIA) BEB (aKoHa.

2

il

TIQJIYYH €IHOPOLHA CYCIIEH3HUS.
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CMeCBaHETO € ITBJIHO, KOTraTo CYCIIEHCHATA HU3IJIeKAa PABHOMEPHA, I'bCTa, ¢ MIEYEH LUBAT H LIETHST
Npax € HaITBJIHO JUCTIEPrHpaH. |

HE CBbXPAHSIBAMUTE ®JAKOHA CJIEJ TMCITEPTHPAHETO, THA KATO
| CYCHEH3HUATA MOXE JIA CE YTAMN.

9.  O6BpHere H3LAN0 QnakoHa U 6aBHO M3TETTIETE LILIOTO KOJHYECTRBO CYCIIEH3MA OT GNIaKoHa.

C uen uaeHTUGUKALMA, OTKBCHETE YacT OT €THKETA Ha (riakoHa 1mpH nepdopaliMaATa B 3aTEneTe
OTKBCHATATA YaCT HAa CIIPMHIIOBKATA.

[

10. OreBpTETE CNIPHHLIOBKATA OT OE3MITIEHOTO YCTPOMCTRO 32 AOCTHI A0 (iiakoHa. Clies ToBa
OTCTpaHeTe (pilakoHa ¥ 6e3UrNeHOTO YCTPOHCTBO 33 AOCTHI 110 (UIAKOHA 10 TIOAXOOAIN HAYWH.

11.
M3I0/I3BATe IIACTMACOBUSA JIUCT Ha OiUcTepa.

MownTtupaitre urnata Needle-Pro kbM CIIpHHIIOBKATa C JIEKO BBPTE
4acOBHMKOBATA CTpeJIKa.
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Iloozomeeme nayuenma 3a unxcexmuparemo.

axob na Gnucrepa

IIPEOA JA CE ITPHJIOXM, PUCTIOJENT KOHCTA TPABEBA OTHOBO JIA CE
PECYCIIEHIUPA, THhH KATO CJIEJ JUCIIEPTHPAHETO, C BPEMETO CE
IOJIYUABA YTASIBAHE. PECYCIIEHAPAUTE MUKPOCPOEPUTE B
CIIPUHITOBKATA KATO PASKJIATUTE CHJIHO.

12.  HambxHeTe npeAnasuTeNs OT CIPHHLOBKATA - He H3BHBAI{TE MMpeanasHTeNd, Thil KaTo UriaTa
MOXeE Ja ce pa3xi1abu ot yerporcTBoTo Needle-Pro.

UykHeTe neKO CIIpHHIIOBKATA, 33 ia MOXKe BE3AYLIHUTE MEXYPUYETa Ja OTHIAT HArope.

Hz3kapaifte PE3OYILIHATE MEXYPUETa OT CIPUHIIOBKATA KaTo H30yTaTe OyTaoTO Hanpen u

Hrjara ¢ u3npaseHa. HmkexTupaite 110TO ChABPKMMO Ha CIIPHHIIOBKATA B CENANIUIITHUA
MYCKYN Ha MAlMEHTA.

HE IIPHJIATAHUTE BEHO3HO.

NPEAYIIPEXIEHHWE: 3a na ce npeanasure oT yOoKAaHe ChC 3aMbpCEHATAa UIVIA:
e He pazwieHsaBaiite ycrporcreoTo Needle-Pro

 He ce onuTBaiiTe Aa U3npapUTe MIJlaTa WiH Ja AciicTBare ¢ ycTpoiicTBoTO Needle-Pro, ako
UIrjiaTa € U3KpUBEHA WITH IOBpEACHa.

¢ He mauxa#iTe npeamna3uTe/ld Ha Uriara, Thil KaTo Urjiara MOXKe 1a o npoﬁoﬂe.

15.  Cnea xato npouexyparta € 3aBbpIlIeHa, HATHCHETE MIJIAaTa B YCTPOHCTBOTO 3a 3allHTa OT HIVIATA.
C egna ppka BHUMATEJIHO Hatuckaiite yeTpOHCTBOTO 34 3alUATa OT HIjaTa cpeu[y TBBPIA
[MOBBPXHOCT. T'BhH KaTO YCTPOWCTBOTO 34 3all[WTa Ha UrjIaTa Ce Mp '
B Hero. BusyasnHo ce yboenere, ue uriara e HarrspJHO 00XBaHaTa
obezonacapane. HezabapHo u3XBBpiIete M0 MOAXOAAL] HAYMH.
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TELPAA
NOBBPXHOCT

Heun3nonsBaHMAT NpOOYKT HIH OTNR{bYHUTE MAaTEPHAITY OT Hero TpatBa Ja ¢€ H3XBBPJIAT B
CHOTBETCTBHE C MECTHHTE U3UCKBAHUATA.

7. IIPHTEXATEJ HA PASPEIIIEHHUETO 3A YIIOTPEBA

.Iohnson & Johnson d.o.0.
Smartinska cesta 53

1000 Ljubljana
ChopeHus

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA

50 mg —200303321/10.05.2003

9. JATA HA ITbPBO PAZPEINABAHE/IIOTHOBABAHE HA PASPEIHEHHUETO 3A
YHOTPEBA

Jlara Ha mepBO pazpemenye: 10 mait 2003 r.
JlaTa Ha rocneaHo nogHoeAeaHe: 16 ampun 2008r.

10. HATA HA AKTYAJIMIUPAHE HA TEKCTA

10/2008
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