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KPATKA XAPAKTEPUCTUKA HA NMPOOYKTA

MURHCTEPCTBO HA 3EPABEONA3BARETO

1. Ume Ha nekapcTBeHMA NPOOYKT TlDHAOKERHE KbH

paspemem&eaaynmpeﬁam L ASA AL 0L .gﬁ:g

Zyprexa 15 mg coated tablets

3aiinpekca 15 mg o6suTU TabneTkn & ,;937/7,0,/, 0£ 0%45%/ h

2. KayecTBeH 1 Konu4yecTEeH cbCTas

Bcsika obeuta Tabnetka cbavpxa 15 mg olanzapine.
3a noMoLHWUTE BELLeCcTRa, BWXK T. 6.1.

3. NlekapcTBeHa hopma
O6BuTN TabneTku

Tabnetkute Zyprexa ot 15 mg ca kpbrnu, Gneao cuHy, obeuTK Tabnetky, ¢
HanucaHo Bbpxy Tax “LILLY” 1 undpos naeHndukaumoHeH kog “4415”

4. KNUHUYHK JaHHK

4.1. TepaneBTUYHWU NOXa3aHMUs
OnaHzanuH e NoKa3aH 3a fieueHne Ha LWn3odpeHns.

OnaHzanvd e edexkTseH 3a nogabpXaHe Ha KIMHWYHOTO nopoGpeHue o
BpEME Ha TNPOALIKMTENHO IeueHue, NpW NMaUUeHTW, KOUTO ca nokasasu
HayaneH TeparneBTUMeH OTTOBOP.

Onaxsanud e rnokasaH 3a neveHne Ha YyMepeHu 210 TEXKU MaHWAHU enn30gu.

OnaHzanuH € NnoxasaH 3a rnpounakTvika Ha peuuavBy Ha MaHWeH erusog
npy naumeHTn ¢ GunonapHy pascTpoiicTea, NPpu KOUTO M0 BpEeMe Ha MaHeH
enun3of € 61N NOCTUrHaT KNWHUYEH OTrOBOP C onaHsanuH.~(BK. T. 5.1.)

4.1.1 Nachopmauuna oT HAKOU KIMHNYHU NPOYyYBaHUs

B MHOrOHaLMoHanHo, ABOWHO-CRANC CpaBHUTENTHO TNpoy4saHe Bbpxy 1481
nauueHT ¢ WnsodpeHuns, LnsocadeKMBHY U CPOSHU Ha TAX PasCTPoiCTBa, C
pasnu4Hi No CTENEH CBbP3aHN JIenpecnBHI CUMITOMUN (M3X0oAHa CTOWHOCT OT
cpepHo 16.6 no ckanata Ha Montgomery-Asberg 3a oueHka Ha genpecusita
/MADRS/), HanpaBeHus nPOCNEKTUBEH BTOPUYEH CpPABHWTENEH aHanus
MEXOY U3XOOHWTE W KpaltHuTe AaHHK 3a OTYUTaAHE Ha HacTPOEHUETO NoKasa
cTaTUCTUHecKH 3Hadrmo noaobpenue (p=0.001) B nonza Ha Olanzapine (-6.0)
B cpaBHeHue ¢ Haloperidoi (-3.1).

4.2 JosupaHe ¥ HAYMH Ha NMpUNoKeHne

Hluzogpperus: TpenopwyuBaHata HavyanHa [osa o,
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Maruiinu enusodu: HavanHarta fosa e 15 mg kato eguHudHa fHeBHa Aosa

~.Tipi. MOHo%epanuﬂ unn 10 Mg AHEBHO MPpU KOMBUHMPaHO NedeHne (BUX T.

ﬂpoqbunaxmu«a Ha peuudueu Ha MaHueH enu3od npu 6unosapHo

-~ pascmpoticmeso: - MpenopbueaHata HavanHa nosa e 10 mg/neH. lMpu

HauMQHTM KONTO Ca nonyyaBanu onaH3annH 3a nedeHne Ha MaHWNAHW

~enusoan, 3a npenpnassaHe OT MNOBTOPHOTO UM pasBUTMe Ce npenopbYBa

ApogbinKaBane Ha TepanvAaTa B ChillaTa joza. anI nonyvasaHe Ha HOBW
enu3ocan Ha maHua, CMeceHu enn3ocan Unvu enu3oaou Ha gernpecud, neveHMeTo
C ONnaH3anuvH TpﬂﬁBa A3 NpoAbIiKA (C onTuMnanpaHe Ha [No3ata, ako e
HGOGXOLWIMO), C goneJ/IHUTENHO NEYEeHWe Ha paschoﬁcTBa Ha HACTPOEHUETO,
aKo KNWHW4YHO € ROKa3aHo.

o BpemMe Ha neyeHne KakTo Ha WK3odpeHnd, Taka 1 Ha MaHUAHW enu3caun v
npodunakTuka Ha peunauen npy BunonapHo pascTpoicTeo, AHEBHaTa 403a
mMoXe fa Obge KopurupaHa nocTeneHHo Ha ©Gasara Ha uHAUBWAYyanHus
KNuHWYEeH cTaTyc B rpaHuunte 5-20 mg aHesHo. lNoBuwiaBaHe Ha aosaTa 4o
HMBA Hag npenopbyBaHaTta HadarHa fgos3a ce [onycka camo cref
BHUMATENHa KnHMYHA NpelexKa v Hak-o0Wo npes HTepBanyu He no-Manku
oT 24 vaca. OnaHsanuH Moxe fa ce npuema 6e3 Bpb3ka ¢ XpaHeHe, Thil KaTo
abcopbuusiTa He ce noenusiBa OT XpaHaTta. [1pu cnupaHe Ha feYeHueTo ¢
onaHsanuH TpsidBa ga ce uva npeasua NOCTENeHHO HamansBaHe Ha Jgo3ara.

Leua u nodpacmeatyti: OnaHsannH He € uscneaBaH B KNNHWYHUA NPOyYBaHUS
npuy nauveHTy Ha Bb3pacT nog 18 roauHy.

lNauyuenmu e HanpeOHana ebspacm: OBUKHOBEHO He ce npenopbusa Mo-
HUcKa oT obuyaliHaTa HavyanHa gosa (5 mg/aeH), HO Takasa [03a MOoXe Aa ce
“Ma npeasua Npu nauueHTU Ha BB3pacT no-ronama ot 65 r. Toraea, KoraTto
KMTMHUYHATA KAPTUHA [0 U3NCKBa (BWXK Cbluo pasgen 4.4.).

lMauuenmu ¢ 4epHOOpobHU u/unu 6bbpedHu HapyweHUs: Npu TakuBa
nayneHTn TpsaGea aa ce uma npeasud No-HUCKA HavanHa gosa (5mg /aeH). B
cny4am Ha ymepeHa 4depHogapofHa HepocTaTbuyHOCT (umposa, Child-Pugh
knac A unu B) HayanHaTa aosa Tpatea ga 6vae 5 mg v ga ce ysenuuasa ¢
NOBULLEHO BHUMAHWKE.

[Mom HavanHata W rmoagbpxawara fosa He Tpsbsa PYTUHHO fa ce
NPEeN34NCNABAT 3a XKEHUTE, B CPaBHEHNE C [IO3UTE NPU MbXKe.

Mywayu: HavanHata u TepaneBTUYHUTE A03K OBUKHOBEHO HE CE& MPOMEHAT
NPV NYWa4vn B CpaBHEHNUE C Taan NPU HemyLLaYvu.

nom, cTapyYecka Bb3pacT, Henywaun), Tpabsa pa ce UME
HamarnsBaHe Ha HavanHata gosa. HapacTBaHeTo Ha josarta, Kof
Heobxoaumo, Tpstea.fa cTaBa NOCTENeHHo NPY Te3WN NaLUMeHTH.
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(Bux cblyo pasgen 4.5., JlekapcTBeHU U Apyrv B3aumogeicTeus, 1 pasaen
5.2. PapMakoKMHETUYHW JaHHK)

4.3. NpoTUBONOKasaHUs

CBp’quyBCTBMTEJ'IHOCT KbM ONgaH3anuvH 1k HAKoe OT NOMOLHWTe BelllacTBa
MauneHT’, 3a KOUTO € U3BECTHO, Y& UMa PUCK OT 3aKpUTO-bIbIHA rnaykoma.

4.4. Cneuymarnsu npepynpexaeHna U npeAnasHu Mepku Npy ynotpeba

[oknagsaHo e MHOIo PAJKO XUNEPrIMKeMUs U/Mnu passutue, unm cbocTpsHe
Ha auabeT NOHAKOra CBbp3aH C KeToauwunaosa wunnv KoMa, BKIIOYUTENHO U
drataneH m3xon. B HAKOM OT cnyyauTe € JOKNadBaHO NoBUWABAHE Ha
TErMOTO npegy TOBRa, KoeTo MoXe gda Obpe npegpasnonaraw) ¢hakrop.
Heobxoanmo e ChOTBETHO KIMHUYHO MOHUTOPUpaHe, ocobeHo Npu nauueHTn
¢ anabeT 1 npu NauneHTn ¢ puckosu hakTopy 3a pasBUTMETO Ha anabeT.

OcTpy CUMMATOMW KaTo NoTeHe, De3chHUE, TpeMop, HaNperHaTocT, rajeHe
UIN1 nNoBpbllaHe ca goknageaHu mMHoro pagko (<0.01%), korato onaHsanuH
cé npeKecBa u3BeaHBX. MNpekbeBaHeTo Ha onadsanuH Tpabsa Aa ce npasn ¢
MOCTENEHHO HaMarnsiBaHe Ha Jgosara.

ConbrcTBalM 3abonsBaHusa: Bbnpekn 4ye, NpU UH eumpo npoyvBaHusATa
ONnaH3amuH noKasBa aHTUXONMUHEPTMYHA AaKTMBHOCT, KIMHUMHWAT —OnuT
[loKa3sBa, ue YecToTata Ha Bb3HUKBaHe Ha nofoBHU WHLUMAEHTM € Hucka. Thil
KaTo KIMHWYHUAT ONWUT C ORNaH3anuH Npy NauMeHT CbC ChIBLTCTBALLM
sabonaBaHUsi e OfpaHWyeH, NpenopbYyBa ce ToW gJa Obpe uanuceaH ¢
MOBULLEHO BHMMaHWE Ha NauveHTH ¢ XxunepTpodust Ha npocTatara whu
napanMTUyeH Uneyc U CPOAHN CbCTOSHUA.

He ce npenopbysa ynotpebata Ha onaHsanuH npv fie4eHue Ha rCUXosu,
CBbpP3aHu C fieveHne ¢ A0nmamMuHOBW aroHUCTu, nNpu nauveHTn c GonecT Ha
MapkuHcoH. B KRuHWMHM nNpoyvyBaHWA, BMOLIABaHE Ha NapKMHCOHOBATA
CUMIITOMATHKa M XaslouMHauMn ca LOKMaABaHU MHOrQ YeCTo U MNo-4ecTo B
cpaBHEHUe ¢ nnauebo Npy nevyeHne Ha NCUXOTUHHU CUMITOMM (BIDK CBLLLO T.
4.8. HexenaHn nekapcTBeHy peakuuu). OnaHsanuH He e no-edekTueeH oT
nnauebo npu nevyeHue Ha Tean NCUXOTWUYHU CUMITOMK. B Teaun usnutesaHus
NpU NauMeHTUTe, MbpPBOHAYaIHO ce e MSMCKBano Aa Gbpar crabunuHu npu
Halt-HUcKaTa edeKTUBHA f03a OT aHTU-TTapkKMHCOHOBO fieyeHne (AonaMMHoB
aroHUCT) U Ja oOcTaHaT Ha CbloTOo aHTU-l[lapKUHCOHOBO neyeHue W
F03MpOBKa M0 BpeMe Ha manuTeaHeTo. OnaH3anuH e sanovHat ¢ 2,5 mg/geH
¥ TUTpMpaH 4O MakcuMyM 15 mg/aeH no npeteHka Ha uscneaosaTens.

OnaHsanuH HAMa paspelleHO MokasaHWe 3a feyeHne Ha CBbp3aHa ¢
_AeMEHLMA NCUXo3a WWNn noseaeHYecky HapylWweHysa 1 He ce NpenopLyBa 3a
yn0Tpe6a npy Tasu cneyudMyHa rpyna NaumeHTU nopagu yBenudasaHe Ha
- CMBbPTHOCTTA M pPUCKA OT MO3bLYHO-CBAOBY UHLIMOEHTU. B nnavue6o-




Zyprexa tabl. 15 mg, SPC MZ version 5.0
Variation 59

HabniofaaBaHo 2-KpaTHO yBENWYaBaHe Ha CMbPTHOCTTA Mpu nauueHTuTe,
neKyBaHW C OrlaH3anuH, B CpaBHEHWE ¢ NaumeHTuTe, Jekysauu ¢ nnauebo
{cboTBETHO, 3.5% cnpamo 1.5%). Mo-BucokaTta CMbLPTHOCT He e Ouna
CBbp3aHa C fo3upoBkara Ha onaHsanuH (cpeaHa gHesHa fosa 4.4 mg) vunu
NPOOBLIMKUTENHOCTTA Ha  neveHueto. Puckosute  chaktopu, KOUTO
npegpasnonarat Tasu nonynauwa nauueHTM KbM yBENUYEHa CMbPTHOCT,
BKMIOYBAT Bb3pacT >65 roauHu, auctharus, cepgauus, HapylweHo XpaHeHe wu
jexwapatauuwsa, GenogpoGHM CbCTOAHWA (Hanp. NHEBMOHUA ¢ wiu 6es
acnvpauusl) Wnu eaHoBpemeHHa ynoTpeba Ha GeHsoauasenuHu. Bobripeku
TOBa, YecToTaTa Ha CMLPTHUTE Clydan € Guna no-Bucoka Npu nauueHTuTe,
neKyBaHW C oOnaHsanuH B cpaBHeHwe c nnauebo, He3aBUCMMO OT Te3n
pUCKoBKM chakTopu.

B cbwute KIMHWYHW nNpoyyBaHWA MMa CLOBLIEHWA 3a MO3BLYHO-CLAOBU
HeXenaHn nekapcteeHn cwbutua (MCHIIC, Hanp. wuHcynT, npexogHw
HaPYLUIEHNS Ha MO3BYHOTO KPBLBOOGPLLUEHUE), BKMIOUUTENHO U C dhaTaneH
naxog. Habnioaarano e 3-kpatHo yeenuvaesaHe Ha MCHJIC npu nauueHTH,
reKyBaHy € OflaH3anuH B CpasBHEeHMe © MauveHTuTe, nexysawn ¢ nnauebo
(cvoTReTHO, 1.3 % cnpamo 0.4%). Bouukn naumeHTn, fNekyBaHu ¢ onaHsanuH
wiaM nnauebo, npu kouto ca peructpupaum MCHJIC, ca wmanu
npegwecTsalln puckoBu chaktopu. Bbapact >75 roguHn v cboBa/cMmeceHa
tbopma HA AemeHuust ca Bunu naeHTUULMpaH KaTo pUckoBu hakTopu 3a
MCHIJIC sbB Bpb3Ka ¢ Ne4YeHNeTo ¢ onaH3anvH. B Tesn npoy4BaHuA He e
ycTaHOBEHa e(PeKTUBHOCTTa Ha OflaH3anuH.

Mo Bpeme Ha rieyeHUe C aAHTUNCMXOTULW, NOAOOPEHMETO B KIWHUYHOTO
CbCTOSIHME HA NauMeHTa MOXe fa OTHEeME OT HAKOMKO AHW A0 HSAKOMKO
ceagvuun. lNpez Toan nepuvon naumeHTutTe TpabsBa fa ObpoaT BHUMATENHO
MOHUTOPMUPaHU.

Jlaktosza: Tabrietkute Zyprexa cbabpar faKkrosa.

Yecto ca HabmopgaBaHW npexoaHu, ©Oe3cMMnTOMHM noKadBaHWs Ha
uyepHogpobHuTe TpaHcamuHasn CrOT u CITIT, ocoBeHo B paHHUsA eTan Ha
nevenuneTo. MNoBULLEHO BHUMaHWE Ce M3UCKBA MpU NaUVEHTUTE ¢ NOBULLIEHW
CI'OT w/wnu CITIT, npu kouto ce HabniogasaT npusHaun ¥ CUMATOMUA Ha
yepHoapobHO yBpexgaHe, KakTo M NMpU NnauueHTn ¢ npeaxofHu HapylieHus
Ha uepHodpobHaTa (PyHKUMA WM TakuBa, KOMTO ca 6Gunu nekyeaHu c
noTeHUWan+Ho XenaTtoToKCU4HK MeaukameHTu. B cnydai Ha noeuliasaHe Ha
CIOT wiwvnu CITIT no Bpeme Ha neveHNeTO & HeobXoauMo NPocReSABaHe U
eBeHTyanHo ObMUCNAHE Ha HamansBaHe Ha fosata. B cnyyaure, korato e
AvarHocTuumMpaH xenatut Tpsibea ga 6bAe nNpeKbeHaTo NeyveHWeTo ¢
Zyprexa.

.

NPOBYKTH, anHMHﬂBamm HEYTPONeHus, NpU NauueHTy
NOATUCKaHE HA KOCTHUA MO3bK/ KOCTHO-MO3BbYHA TOKCUYHOCT,
NOATUCKAHE Ha .- KOCTHUA MO3LK MOPaAu ChbMbTCTBALY
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nbyYenedveHne UNKM - xXuMnoTepanus, Kakto W NpyM nauueHtm ¢
XunepeosuHodpunus L MuenonponudepaTUBHK 3abonsasaHus.
Heytponenna obukHoBeHO ce HabniogaBa 4ecTo npu  e4HOBPEMEHHO
MPUNoXeHne Ha onaHsanuH ¢ sannpoart. {Bux 7. 4.8.)

Wma orpaHnyeHy AaHHN 3a CbNbTCTBALLO NeveHne ¢ NUTUIA 1 BannpoarT (BuX
T. 5.1.) HaAma KMWHWYHW A8HHKM 3a ©4HOBpPEeMEeHHOTO MnpunoXeHue Ha
onaHsanuMH W kapbamasenuH, w™Makap 4e ca TNpoBeNaaHu Takuea
thapmakoKuHeTUIHN uacnegBaHus. (Bux T. 4.5).

ManurHex HeeponentudeH cuHgpom (MHC):: MHC e noTeHumanHo
XMBOTO3aCTPALLABALL0 ChCTOSIHNE, CBBP3aHO C NEYEHNETO ¢ aHTUNCUXOTULIW.
Hoxnaaeauu ca pagko cnyyan Ha MHC cebpaaHu ¢ onaHsanui. KnuHudHute
nposi HA MHC ca xunepnupexcus, MyCKynHa PUrMGHOCT, HapylueHus B
MUCOBHMSA NPOLEC, AaHHW 3a OTKIIOHEHUA B aBTOHOMHAaTa HepBHa cucTema
(MpoMeHn B NyJica UMW apTepuanHoTO HanfaraHe, Taxvkapaus, UsroTaBaHus,
N OTKNOHEHWUS! B CbpAEYHWS PUTbM). [OMbNHUTENHU MpuU3Hauu BKAOYBAT
noBuviLieHa kpeaTuH drocdokvHasa, Muornobutypua (pabgomMuonusa), Kakro u
ocTpa ObbpeyHa HemoCTaTLYHOCT. AKO NMAUUEHTHLT pasBue NpusHaum u
CUMMTOMI noxasaTtensu 3a MHC, unu HanuumeTo Ha HeAcCHO TeMnepatypHo
cbeTosiHMe 6e3 Aapyr KNMHWYHK nposBeu Ha MHC, BCMUKM aHTUNCUXOTHYHU
neKkapcTBa, BKTIOYUTESHO U onaHsanuH Tpsbea fa ce crpar.

OnaHszanuH Tpabea fa ce npunara BHUMATENHO NMpu nauveHTy ¢ JaHHKU 3a
rbPYOBEe MMM KOUTO Ca M3NOXeHW Ha GakTopu, KOMTO Morat fla HamanaT
repuoBmsa npar. Psigko ca poknageaHu crydau Ha rbpuyoBe NpU Takuea
nauMeHTy, KOMTO ca fieKyBaHW ¢ onaH3anuH. Npu NoBeveTo oT Te3n cny4an e
“UMarno aHaMHes3a 3a bPYOoBE Wil PUCKOBY hakTopy 3a IMbPUOoBe.

TappuBHa OMCKUHE3us: B cpaBHMTENHW NPOyYBaHUA C NPOABIMKUTENHOCT Ha
TepanuaTa A0 €fHa TrofWHa ONaH3anmvH e CBbp3aH CbC CTaTMCTUHEeCKW
3HauyMma No-HUCKA YecToTa Ha NeveHne Ha rnosiBuna ce AWcKMHesns. PuckeT
OT NosiRa Ha TapAauBHa ANCKMHE3NS HApacTBa ¢ AbJITOTPaiHOTO NpUNoXeHue
U 3aT0Ba, aKO Ce NpOABAT Genesu unyM CUMNTOMU Ha TapAUBHA AUCKUHE3Us
MpY NauMeHT Ha onaH3anuH € Heobxoaumo Ja ce oBMUCIM HamansBaHe Ha
fosara unu MNpeKbcBaHe Ha nexkapcTBoTo. CUMNTOMUTE Ha TapavBHa
OVUCKWHE3Us MOraT Aa ce BMOLLET BPEMEHHO N AOpM Aa ce NposBAT cneq
NpexbLCBaHe Ha NeYesneTo,

KaTo ce umat npefsua MbpBUYHUTE Bb3feicTBISA Ha onadsanuH sbpxy LIHC,
HeoBXxoAUMO € Ja ce BHMMaera npyu KOMOWHMpaHETO Ha npopykra ¢ Apyrv
LeHTpanHo AeicTBai NEeKapcTBEeHW TNPOAYKTM W ankoxon. Tuh Kato
onaH3anuH UH BUTPO Ce NPOoABSIBA KAaTO AHTArOHNUCT Ha AonamuHa, Bb3MOXKHO
e JIeKapcTBOTO [a aHTaroHusvpa edeKkra Ha AUPEKTHUTE W UHOVPEKTHW
aroHUCTK Ha AoHaMuHa.

B KNyHWYHY NPOYUBAHNA C ONlaH3anuH NPy NauueHTy B H
e HaBroaaBaHa HevYecTo OPTOCTaTUYHA XMNOTOHMS.
aHTUMCUXGTMHHM  CpefacTBa, M TyK ce  np

fia Bb3pacT
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npocnegaBaHe Ha apTepuanHoTo HansiraHe npu nauueHTUTe Ha Bb3pacT
noeeve ot 65 .

B KMHWYHK npoyyBaHus ca HabnwogaeaHu ca Hevecty (0.1%-1%), KiMHUYHO
3HaYMMK yabimkasaHua Ha QT- uHTtepeana (Fridericata QT correction {QTcF}

= 500 munmcekyHau (msec) no Besiko Bpeme cnep M3XOAHOTO EKI[ npu

naumentn ¢ N3X0AHO EKI < 500 msec), npu naumeHtv nekysanu c
OfaH3arnuH, KOWUTO HAMAT CUTHU(UKEHTHU PasfWMUs B KapAUONOrMYHUTE
sBneHna cnpamo mrauebo . Heobxogumo e obade, kakTo U npu apyrure
AHTUNCUXOTUYHU NEeKapcTBeHW NPOAYKTW, ONaHsanvH ga ce Npeanucea ¢
MOBULLIEHO BHUMAHWE 3a8QHO C NEeKapCTBEHN NPO/YKTH, 33 KOUTO € U3BECTHO,
ue yabmxasaT QTC WHTepBana, ocoBGeHO MpY NaUMEHTU B HampepHana
Bb3PaCcT, NPU NaUMEHTV CLC CUHIAPOM Ha KOHIGHUTanmHO yabmxeH QT,
KOHIECTMBHA CbpAeYHa HEAOCTATbYHOCT, XUMepTpoUs Ha ChbpLETo,
XMMNOKANMeMUST UK XUIMOMarHeanemmsi.

MHoro psagko (<0.01%) e cvobwiaBaHo 3a BeHoseH TpomBoembonuabLmM no
BpeMe Ha feveHue C onaHsanuH. He e ycTaHOBeHa NpuYMHHO-CNEeAcTBEHa
Bpb3Ka MeXgy nosiBaTa Ha BeHO3HWA TpomBoembonMabM U NeYeHueTo ¢
oflaH3anuH. Bbnpeku TOBa, Tbil KATO NaUMEHTUTE C LUM30dpEeHUsa 4YecTo
nMgBaT € npupobuTv pUCKOBU dakTopy 3a BeHozeH TpomBoembonuzbm,
TpabBa Aa 6baaT naeHTUULMPaHU BCUMKU Bb3MOXHU PUCKOBU hakTopu 3a
BTE, Hanp. obesgBwiBaHe Ha nauueHTUTE W Aa Gbgat npepnpueTy
NPOMUNAKTUYHN MEPKU.

4.5. BaaunmopgeliciBMe ¢ Apyrm JekapctBa W ApyrM  BUAOBe
B3aMMOOeUCTEMSA

TpsbBa pa ce BHMUMABA C NauUMeHTW, KOWUTO npuemaTt npoayKTH,
npeaussukeatum notuckade Ha LJHC.

lomenHuuarnru e3aumodelicmeus rognuasallill onaH3aruH:

Teil kaTo onaHzanuH ce metabonuaupa ot CYP1A2, BeuwlectBata KOUTO
morat cneunduyHo ga MHAYUUPAaT Wnn nHxudupar To3u U30eH3uM MoraT ga
MOBAVART hapMaKOKUHETUKATa Ha ONaH3anmH.

Hudykuusa Ha CYP1A2: MeTaboRNM3MbT Ha onaH3anuH Moxe Aa ce uHayuvpa
OT TIOTIOHONyweHe © kapbBamasenuH, KOETO MOoXe J[a npeauseuka
HamansBsaHe Ha KOHLeHTpauuaTa Ha onaHsanuH. HabnogasaHo e caMo Neko
00 YyMepeHo yBerniMyaeaHe Ha KAupbHca Ha onadsanud. KnuHuuHoTo
3Ha4eHue No BCsAKa BEPOSTHOCT € OrpaHMYeHo, HO Ce NPenopbLYBa KNUHUYHO
MOHUTOPUpaHe 1 npn HeobxogUMMOCT MOXe Aa ce obcbAan yBenuyasaHe Ha

Nuxubuparne Ha CYP1A2: dnyeokcamuH, cnelnduued CYP1A2 u
€ roKasarn 3HA4YMTEeNHO wuHxubupaHe Ha MmeTaBonusma Ha

CpefHOTO yBenu4yaBaHe Ha Cmax Ha onaHsanuH crned nysokca
54% npu KeHW Henywadka M 77% Mpu MBXKEe fyluauu.
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yBenvuaeane Ha AUC Ha onansanuH e 6uno 52% u pecnextneHo 108%. lMpw
nauMeHT, KoUTo npuemMaT nyBoKcaMuH unu gpyr nHxmdutop Ha CYP1A2
kaTo uunpodrnokcaumH Tpsibea ga ce ofbcbanm no-HucKa HavanHa Aosa.
HamanaBaHe Ha [Jo03aTta Ha onaHzanuH Tpsadsa ga ce obcban, ako e
3ano4yHaTo neyeHue ¢ nHxwbutop Ha CYP1A2,

Hamansearne Ha _buoHanuyHocmma: AKTMBHMSIT BbIfieH Hamangasa
BuoHanu4yHocTTa Ha opanHuA onadsanud ¢ 50% po 60% v Tpsabea ga ce
npuema noHe 2 yaca Nnpeaun unu cneq ornadsanuH.

Hsama padnu, ye donyokcetun (Maxubutop Ha CYP2D6), egHokpaTHu [o3u
aHTUaUMA (anyMyHWA, MarHesuid) unu LMMeTWAUH NOBNUABAT CUrHUPUKAHTHO
chapmakokuHeTHMKaTa Ha OraH3anuH.

BrusiHue Ha onadsanud 8bpXy Opyau JIeKapCcmaeeHU NMpodyKmi:
OraHsanuH MoXe Ja aHTaroHU3vpa emexra Ha AUPeKTHUTE W UHAUPEKTHUTE
AONaMWUHOBY aroHUCTH,

OnaHszanuH He nHxmubupa ocHosHutTe CYP450 naoeHaumu in vitro (Manp. 1A2,
2D6, 2C9, 2C19, 3A4). lNuncaTta Ha B3aMMOAENCTBME C& NMOTBbPXKAaea B in
Vivo u3cregeanusn, KbgeTo He e HabroaasaHo nHxubupane Ha Metabonuama
OT OnMcaHuTe  MNO-A0MY  JNeKapCTBEHU  BellecTBa:  TPULMKAWYHU
aHTugenpecanTy (noenusAsawm npeaumHo rpynata CYP2D6), eapdhapuH
(CYP2C9), Teodmnun (CYP1A2) unu auazenam (CYP3A4 1 2C19).

He e ycTaHOBEHO B3aMMOLEACTBUE HA OflaH3anuH ¢ nuTui unm Gunepuaet,
NPUNOXEHK YCNIOPELAHO C HEro.

TepaﬂeBTlﬁLlHOTO MCHUTOpWPAaHe Ha nNhasMeHuTe HMBa Ha Bannpoart He
nokasBea, ye € Heobxoanma KOpeKuua Ha aosvposkaTta, cnef BKIOYBaHEeTO Ha
onaHaarunH.

4.6. BpemMeHHOCT U KbpMeHe
BpeMeHHOCT:

Hama cboTtBeTHU foGpe KOHTpONMpaHu nNpoy4YsaHus BbPXY OpeMeHHU KeHU.
MaumeHTkMTe TpsbBa Aa 6bAaT cbBETBAHU [a yBeAOMSBAT CBOSA NeKap, ako
s3abpemMeHeaT WM umaT HamepeHne fAa sabpemeHeAT Mo BpeMme Ha
neyeHneTo ¢ onaxHzanuH. Nopagyn orpaHUYEeHUsT ONUT MpU Xopa, B TakuBa
cny4yau IEKAPCTBEHUAT NPOOYKT MOXE [a ce Mu3nonssa Mo BpeMe Ha
OpeMeHHOCT, CaMO akc MOTEeHUuwanHaTa norsa HajsuiliaBa NoTeHUWanHuTe
puckoBe 3a nnoga.

MHoro psgko ca nony4YaBaHM CHOOHTAHHK cbobLieHuss 3a  Tpemop,
XWNEePTOHKS, NleTaprusa 1 CbHNUBOCT NPU Aelia, POAEHN OT Maiky, KouTo ca

nphe’manm onau3anuH npes TpeTnda TPYUMeCTep Ha 6pemeHH qu
LA . % iL?
%

o

Kupmene:
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B usnuTBaHe CbC 3ApaBu, KbpMELLW XEHU, OflaH3anuH ce e eKcKpeTupan ¢
MailunHoTO Mnsiko. CpegHaTa ekcnoanuma 3a geua (mg/kg) npu steady-state
e uaumcneHa Ha 1,8 % oT posara, KoAto e npuena mankata {mg/kg).
MaunenTkute Tpsabea fa ObjaT cbBeTBaHW Ja HE KbLPMAT deuara Cu, aKko
npyemart onaH3anuH.

4.7. Bb3aeAcTBUSA BbpXY CNOCOOHOCTTA 3a wocupaHe U ynpaBfieHUe Ha
MammrHu

OnaHzanuMH MoOXe Jda NpeausBMKa CHHIUBOCT 1 CBETOBBLPTEX W 3aToBa
nauueHTuTe TpAbBa Aa HbAAT NpeaynpeneHn B cnyyal, Ye um ce Hamnara ga
ynpasnsBaT MallMHW, B TOBA YWUCHO i MOTOPHU NPEeBO3HN CpeacTaa.

4.8. HexkenaHu nekapcTBeHn peakuuu:

MHOro 4ecTn HexenaHwn nekapcTeeHn peakuumn (>10%), CBBp3aHU ¢
APUNOXERNETO Ha OIaH3anuH B KINUHUYHW M3MMTBaHUSA, ca Bunu CLHRMBOCT U
HaggaBaHe Ha Terno

B knuHMYHWTE nNpoyYBaHMs Npu NauueHTW B HanpegHana Bb3pact ¢
AEMEHLNA, NIeYEHNETO C ONaH3anuH € CBbP3BaHO C MO-rofsiMa YecToTa Ha
CMBLPTHU CrydMan M MO3BbYHO-ChAOBW HEXENaHW NneKapcTBeHu cbOuTns, B
cpaBHeHve ¢ nnauebo (BUXK cbwio 4.4). MHoro uvectn (>10%) HexenaHu
NeKkapcTBEeHWU peakuwn, cBbps3aHu ¢ ynotpebata Ha OnaHzanuH nNpy Tasu
rpyna nauveHTH, ca Gunu cMyLLEHMSATA B noxogkaTta U nagaHusaTa. Yecro ca
HabnogaeaHn MHEBMOHMS, MOBULLIEHA TenecHa Temneparypa, nertaprus,
epuTeMa, 3puTesHU XamoumHaLmm 1 UHKOHTUHeHUMA Ha ypuHaTta (1-10%).

B KMUHUYHW NpOyYBaHMs, NPU NALMEHTU C NEKapCTBEHO-MHAYLIMPAHN NCUXO3H
(aroHucT Ha ponamuMa), CBbLp3aHW ¢ Oonectta Ha [lapkuHcoH, e
AOKNafiIBaHo BIIOLIABAHE HA NAPKUHCOHOBATA CUMMNTOMATUKA W XaniouvHaLmum
MHOrO 4eCTO 1 MO-YECTO B CpaBHeHue ¢ nnauebo.

B egHo wnuHMYHO npoyyBaHe npu nauweHTM ¢ BunonapHa MaHus,
KomM@uHupaHata Tepanua C© Bannpoar W onaHanuHd € posena  ao
HeyTponeHna B 4,1% oT cnydaute. Bepoatew npeppasnonarawl cakrop
Moxe Ou ca BUCOKUTE MNasMeHn HMBA Ha BannpoaT. OnaHs3anuH npunoxeH ¢
NUTUA UAKM BanNnpoaT BoAW A0 yBenu4yasaHe cnyyauTte Ha Tpemop (>10%),
CyXoTa B ycTara, yBefiM4aBaHe Ha anetuta 1 yBefiuyaBaHe Ha TernoTo.
CMmylueHus B roeopa cblo ca foknagaeaHu Yecto (1-10%). Mo Bpeme Ha
neyeHNeTo ¢ onaHsanuH B KoMOuHaumMa ¢ nuTMiA WM auBannpoexc,
nosBuwWaBaHe ¢ 2 7% OT U3XOAHOTO Terno ce Habmogasa npu 17,4% ot
nayueHTUTe Nno BpemMe Ha MeYyeHue Ha OCTPOoTO cbeToAHMe (Ao 6-tara
ceamuua). NpoabRIXUTENHO NeveHne C onansanuH (0o 12 Mecela) no noeog
Ha npodunakTka Ha oboCTPAHUA NPU NauueHTH ¢ BunonapHk pascTpoicTea
Ce CBbP3BaT ¢ yBEnu4yaBaHe Ha TeNeCHOTO Termo OT = 7% CrpsSMO USXOLHOTO
TENeCHO Terno npm 39 9% OT naumeHTUTe, "
I'Ipe,chaEeHaTa Taﬁnwu,a Ha HeXxenaHy NeKapcTBeHn peakuum ¢
,qo&nap,Ban Hexkenaii neKapCTBeHM peakuun u nadopaTopHu
NPy KNARWYHA TpoydBanus.
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HapyweHus ot cTpaHa Ha KpLBTa U fiMMcpHaTa cucTema

Yecmu (1-10%): eosurohusius

HapyweHus oT cTpaHa Ha MeTabon1M3Ma u XpaHeHeTo

Muoezo yecmu (>10%): noBULLIABAHE HA TETMOTO

Yecmu (1-10%): noBuweH aneTtuT. MNoBULIEHN HMBA Ha rMnOKo3aTa (BYK

Benexka 1 no-gony). NoBuLEHW HUBA HA TPUTNMULEPUEN

HapyuweHusi oT cTpaHa Ha HepeHaTa cCUCTemMa

Muozo yvecmu (>10%): COMHONEHTHOCT.
Yecmu (1-10%): CBETOBBPTEX, akaTU3ns, NMapKUHCOHU3IbM, QUCKKHESNA (BIXK
CblLUo Benexka 2 no-aony)

HapylweHus oT cTpaHa Ha cbpLUeTo
Hevecmu (0.1-1%): Gpagukapams ¢ uny 6e3 xunoteHsnsa UIiv CUHKon

Cba0oBU HapyLUeHHUA
Hecmu {(1-10%): opTocTaTM4Ha XMNOTOHUA

HapyweHus oT cTpaHa Ha CTOMalHO-YPeBHUS TPaKT
Yecmu (1-10%): nek, npexofeH aHTUXONUHeprnyeH edeKT BKIovBally sanek
U cyxoTa B ycTara.

HapyieHust OT cTpaHa Ha YepHusa Apob U XIbYKaTa

Yecmu (1-10%): npexopHo, O6E3CMMNTOMHO MoOKauyBaHe Ha qepHoapobHuTe
TpaHcamuHasu (ALT, AST), ocofeHo npu paHHa ¢hasza Ha nedeHve (BUX
CbLO T. 4.4.)

HapyweHns oT cTpaHa Ha KoXaTa ¥ NOAKOXKHUTE ThKaHW
Hevecmu (0,1-1%): peakuusi Ha (GOTOYYBCTBUMTENHOCT

O6wu HapyLieHUs ¥ TaKUBa, CBbP3aHM C MACTOTO HA NPUNOXeHUe
Yecmu (1-10%): acteHus, oTouu

UacnenBaHus

MHozo vecmu (>10%): yBenuyagaHe Ha HUBaTa Ha NponaxKivH B Niasmara,
HO psako ce HabnojaBa KIMHWYHOTO YM nposiBsBaHe (rvHeKomacTus,
ranakropes v yBenu4yasaHe Ha repaute). [py noseyeTo nalmeHT HuBarTa ce
BpbLUAT 40 HOpManHuTe cToMHOCTM Bes npexpaTasaHe Ha NeYeHneTo.
Heuecmu (0,1-1%): yBenuuyaBaHe Ha KpeaTuH ¢ocdokuHasara, yabrixasaHe
Ha QT vHTepBana (BUx ¢bilo T. 4.4.)

B knunnunm npoy4eaHua ¢ onaHsarmvH ¢ Hag 5000 nauueHTa ¢ U3XOQHU
NasMeHn HUBa Ha [MioKko3aTa M3MepeHa He Ha mafgHo < 7,8 mmoll,
yecToTaTta Ha CTOWHOCTYW Ha TNKo3aTa M3MepeHu He Ha rmagHo = 11 mmoll,
(noncxassaum 3a avaber) e Buna 1,0%, cpasHeHu ¢ 0,9% npu nnauebo.
UecToTarta Ha MNasMeHWTe CTOMHOCTU Ha [/ioKO3aTa, W3MepeHW He Ha
rnagHo 2 8,9 mmol/l, o < 11 mmol/, (nogckassalyy 3a Xuneprivkemus) e
2%, cpaBHeHa ¢ 1,6% npu nnaue6o. XuneprnukemusaTa CbLIO Ce AOKNaasa
KaTo MHOTO psigka cnoHTaHHa peakuuna (<0,01%).

°B KAMHWYHW M3FMTBAHWUS, YECTOTATAa HA NAPKMHCOHUSBM W QUCTOHUA Npu
NauMeHTV, NEeKYBaHM C OfaH3anuH ca KaTo JMCreHOCT noseue, HO Ges
CTATUCTUYECKN 3HAUNMM PA3NUKKU, B CPABHEHUE C NN
C _onadsanuH .. MauuweHTM ce Habniopasat
NapKUHCOHNIbLM, AKaTU3US U [UCTOHWA B Cpas
xanonepuaorl. Tlpu nunca Ha noapobHa wHOPM
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nauMeHTa 3a ocTpY U TapaWBHU eKCTpanMpaMUgHU ABUraTenH HapyLieHus,
He MOXe [ja ce Harnpasu M3BOf B MOMEHTa, e ornaHaanuH npeaussukea no-
Manko TapavBHa AWCKMHEsUA WWAKM ApYTM TapavBHU eKcTpanupaMuaHu
CUHAPOMM.

ﬂpeﬂCTaBeHaTa Tabnvua Ha HexenaHu nekapcTBeHn peakumn e
GasupaHa Ha NOCTMAapKeTWUHroBM CROHTaHHA cbobuleHna 3a HexenaHu
NekapCcTBeHW peakunn.

HapyuweHust oT cTpaHa Ha KpbLBTA M NMMdHaTa cucTema
Pedku (0,01-0,1%): neekoneHuns
Mrozo pedku (<0,01%): TpoMboLIMTONEHUA, HEYTPONEHUS

HapyweHus or ctpaHa Ha UMyHHaTa cucTema
MHozo pedku (< 0,01%): aneprudHn peakumn (Bkn. adadunakTongHa
peaKkuusl, aHrnoegema, cbpbex nnu ypTukapus)

HapyweHua ot cTpaHa Ha MeTabonu3ma U XpaHeHeTo

MHoz20 pedku (<0,01%): xunepraukemmna n/vnu passutue unn obocTpsaHe Ha
AvabeT, noHsikora CBbP3aH C KeToauuposa WAM Koma e JoKknagsaHa
CAOHTAHHO MHOTO PSAAKO, BKN. HAKOM chaTanHn cnyyaun (BUX Cblyo 3abenexka
1 no-rope un T. 4.4.), XUNepTPUIMULEPWAEMUS, XUNEPXONECTEPONEeMUs 1
XUnoTepMust

HapyweHusn ot cTpaHa Ha HepBHaTa CUCTEMA

Pedku (0,01-0,1%): Wma poxknaaBaHu pegku cnyvyanm 3a rbpuvoBe Npu
nauueHT, TpeTupaHu ¢ onadsanuH. B noseveTo OT Tésu cnyvam uma
aHaMHes3a 3a npegLiecTBaly rbpYoBE UM PUCKOBKU dhaKkTopu 3a pasBUTUETO
M.

MHozo pedku (<0.01%): nma pgoknagsaHW cnyyall 3a HeBponenTudeH
manurHeH cuHgpom (NMS), cebpsaHy ¢ onaHsanuH (BMK cbuwo T. 4.4.).
MHoro psgko ¢ onaHsanuH ca CbobLiaBaHU MapKUHCOHW3LM, AUCTOHUSI U
TapAyBHa AUCKMHE3NS

Octpa cumnTomMaThia KaTo notTeHe, BeackLHne, TPEMOpP, TPEBOXKHOCT, rageHe
unu NoBpbLUaHe ca HabnaaBaHn MHOrO PAAKO, KOraTto ornaHs3anuH ce cnpe
PA3KO.

CHbA0BH HapyLeHWs:
Muozo pedku (<0.01%): TpomBoembonusbm (BkNoUMTENHO 6enogpobeH
eMBonusbm 1 ALN60Ka BeHo3HAa Tpombosa

HapylueHus oT cTpaHa Ha CTOMALLHO-YPEBHUA TPAKT
MHozo pedku (<0.01%): naHkpeaTnt

HapyweHust oT cTpaHa Ha xenaro-GunuapHara cucrema:
Mroeo pedku (<0.01%): xenatut

MycKynHO~CKeneTH!, ChbeANHUTENTHO-TbKAHHI U KOCTHU HapYILeHHA:
Mnozo padko (< 0,01%): pabgomuonusa

HapylieHua oT cTpaHa Ha KoXXaTa U NOAKOXKHUTE TbKaHK
Pedku (0,01%- 0.1%): oGpusu

HapyweHus ot ctpaHa Ha 6LOpeUnTe U NMKOYHUTE NbTULA
Mrozo padko (<0,01%): HeedeKTVBHN NO3UBU 3a ypyUHUPaHe

HapyweHus oT cTpaHa Ha pernpogykTuBHaTa cuctema u 3ab
Mneunata xesa .
Mroz0 pedku (<0.01%): npnanuabm.
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4.9. Npegoaupane

[pusHaul u cummmomu

Mpu npegosvpaHe MHOFO “ecTuTe cumnTomm (dYectota >10%) BrAoYBaT
TaxXvKapOusa, arpecuBHOCT, Au3apTpus, pasHoobpasHu eKcTpanupamMugHu
CUMNTOMM U PasfnYHU Mo CTeneH HapylleHus Ha Cb3HaHUeTo, Bapupallo ot
COMHOJTEHTHOCT O KOMa.

Opyri MeauuMHCKM 3HaYMMU nocneuvLin Ha npefosupaHeTo ca genupuym,
KOHBYJICUM, KOMA, Bb3MOXEH ManurHeH HesponenTtudeHd CMHAPOM, NOTUCKaHe
Ha OULUaHeTOo, acnupaums, XUNepToHNA UITM XUNOTOHWUS, PUTBMHW HapyLlieHns
Ha cbpUeTo (< 2% OT cnyyauTe Ha npefosupaHe) kapguonyrMoHapeH apecr.
daranHn nocneguLUy ¢a OoKnaasaHn Npu OCTpo npefosnpaHe ¢ 403a He no-
HucKa oT 450 mg, HO CBLIC e JOKNTaABaHo 33 NPEeXMUBSAHO OCTPO NpefosypaHe
¢ 1 500mg.

JleyeHue Ha npedosupaHe:

3a onaHsanuH HAma chieuudmdeH adHTugotr. He ce  npenopbuBa
npeamMsBMKBaHe Ha noepbluaHe. Morat ga 6bgar nokasaHu cTaHgapTHUTe
MEpPKM 3a NeyYeHne Ha npefosupade (T.€. CToOMallHa NPOMUBKE, NpremMaHe Ha
aKTBeH BbrneH). CenbTCTBALUMAT MNPUEM Ha akTMBEH BBITIEH € noKasano
HamansisaHe Ha oparnHaTta 6uoHanuYHOCT Ha onaHsanuH oT 50 go 60%.

TpabBa pa ce 3ano4yHe CUMNTOMATUYHO JieYyeHWe U MOHUTOpupaHe Ha
XWU3HEHUTE (PYHKUMM B CbOTBETCTBUE C  KIMHUMHOTO  CbCTOSHME,
BKIMIOYUTENHO U JIGYEHUE Ha XUMOTOHVATA U LUPKYIaTOpHUA Konanc W
NnoAOpLXKKA Ha AuxartenHata dyHkuus, [a He ce uanonssat enuHedpuH,
AonamMuHd UK APYTA CUMMAaTMKOMVUMETUYHWU areHTu ¢ Oera-aroHucTudHa
aKTUBHOCT, Tbil kaTo GeTa-cTuMynauusita Moxe fa BMOoLUM XUNOTOHUATA.
MoHuTOpUpaHeTo Ha CbpAEYHO-CbAOBATA cuctema € Heobxoaumo 3a
yraBsiHe Ha Bb3MOXHU apuTMuK. BeumatenHoTo menuuuHeko Habnioaesve u
MOHUTOpUpaHe TpsbBa Aa NPOABLIMKU [0 BL3CTAHOBSABAHE Ha NauneHTa.

5. PAPMAKONOI’M4YHU CBOUCTBA
5.1. dapmakoauHaM1UUHU CBOHUCTEA

dapmako-TepanesTUuHa Tpyna: aHTuncuxoTudHo cpefActeo ¢ ATC kog
NO5AHO3.

OnaHzanuH €& aHTUACUMXOTMYHO, aHTUMaHuitHo un  cTabunusmpauwlo
HACTPOSHMETO CPEACTBO, KORTO MOKasBa LUMpok thapmaxkonoryeH npodun
10 OTHOLWIEHWE Ha MHOXECTBO PeLEnTOPHU CUCTEMNU.

- ST

B npékﬁi‘nnﬁqﬂu NpoyyBaHnsa € aokasaH admHu

peanua peuentopu (Ki; <100 nM) 3a cepOTOHUH ‘-'. ‘

gonamuH D1, D2, D3, D4, D5; xonuHepru4Hu MyKE A cepenopn m1 -
oo \H 4
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mb5; andal- agpeHeprudHy; v xuctamuHosy H1 peuentopu. MNpoy4ysaHusaTa ¢
OnaH3anuvH BbPXy MNOBEASHUETO Npu XWBOTHWU nokassa SHT, gonamwHOB ©
XONUHEPINYEeH aHTaroHW3bM, KOWTO CbBnNaga C peuenTop-CBbp3BalLmvA
npocpun. WH BUTPO onaH3anuH nokasea no-rofaM adUHUTET KbM
cepoToHuHoBuTe SHT2, oTkonkKoTo gonamuHosute D2 peuentopyn v no-
ronsma 5 HT2 aktuBHocT B cpasHeHue ¢ D2 akTuBHOCTTa npy UH BUBO
mosienute. OT enekTpodU3MONOrnyHUTE W3CRefBaHusa ce Buxda, 4e
onaH3anuH CenekTUBHO HaMarnsaBa akTUBUpaHeTo Ha Mesonumbuynuute (A10)
AONAMUHEPrMYHM HEBPOHM, KaTo B CbLIOTO BpemMe emdexTbT MY BbpXxy
nbTiLiata B cTpuaTtyma, ydyacteauwiy B moTopHute dyHkumm (AZ), e noutu
Hesabenexum. Onadsanud HamangBa KOHAWLMOHMPAHUA OTroBOP Ha
OTOSIrBAHETO, KOETO € TEeCT, NoKasaTeneH 3a aHTUMNCUXOTUYHa aKTMBHOCT B
03U MO-HWUCKN OT Tesu, BoAellM OO KaTanerncus, KOeTo € nokasatenHo 3a
MOTOPHWN HEXEenaHn AedCTBUA. 3a Pa3nuka OT HAKOW APYrd aHTUNCUXOTUYHN
cpeacTBa, onaHsanuH ycusa OTroBopa B YCNOBUSA HA aHKCUONUTUYEH TECT.

MNpoyyBaHUs ¢ NO3UTpOHHATA eMucuoHHa Tomorpacdua (MET) npu 3gpasu
Aobposonuy, onadsanvH B eguHudHa nepopanHa fosa (10 mr) nokassa no-
ronAaMa saetoctT Ha S5HT2A, oTtkonkoTo Ha gonamwHoBuTe D2 peuenTopw.
CnekTpoOTOMETPUYHO NpoyYBaHe Npu NauMeHT! ¢ WU3ogpPEHNs MoKasea,
4e nauuMeHTUTe YYBCTBUTENHW KbM OfaH3annd umaT NO-Manko aHraxupaHe
Ha D2 B cTpuatyma B CpaBHEHWe C NaumeHTuTe, YYBCTBUTENHW KbM Opyry
AHTUNCUXOTUMHY CPefcTBa M PUCHEPWOOH, KaTo Tasl HaxogKka B CbLIOTO
BpEME e CpaBHUMa C Tasu Npy KNo3anuH-1yBCTBUTESTHUTE NayneHT!.

B nee or ABe nnauebo-KoHTPONUPaHW W B ABE OT TPWU KOHTPOAMPaHA C
komMnapaTop npoyqsaHua npu nosede oT 2900 nauveHTn ¢ LWIM3OQpPEHUs,
nposiBeHa W C NOMNOXUTENHW, W C OTPULATENHW CUMATOMM, OfaH3anuH
1oKasBa CTaTUCTUYECKN 3HAYUMO NoAcOpeHne KakTo Ha HeraTUBHWTE, Taka U
Ha NO3UTUBHNTE CUMITOMM.

Mpu nauneHT ¢ MaHWHW ennu3odu Ui CMEceHU ennsogu npu GunonapHW
pascTpolicTBa, oOflaH3anuH MNoKasea BUCOKA AKTUBHOCT KaKTO CrpsiMo
nnauebo, Taka u cnpsamo valproate semisodium (AuBannpoekc) B NnoTuckade
Ha CUMMTOMUTE Ha MaHWs 3a nosBeve oT 3 cegmuun. OnadsanuH CbLUO
MoKa3Ba CPaBHUMW C Xanonepwuaon pesyniati 3a eeKTUBHOCT, u3paseHa
KaTo MPOUEHTHO CLOTHOLIEHUE, KOUTO MONYyYaBaAT PEMUCAS OT CUMITOMK Ha
MaHWa 1M Ha fenpecus 3a 6 n 12 ceamuun nevenve. B otgenHo npoyuBaude,
onaHsanuH B KOMBUHUpAHO neveHue ¢ NUTKIA Y Bannpoar 3a MUHUMYM 2
ceamuLy, fobasaHeTo Ha onaHsanii 10 mg (kombGuHUpaHo neyexne ¢ AUTUM
WNWY BannpoaTt) € [JOBEeno [0 NO-BUCOKa aKTUBHOCT B KynupaHe Ha
CUMNTOMUTE HA MaHWA B CPaBHEHWE C NUTWUA UM BannpoaT caMOCTOATESHO
cneq 6 ceagmnum,

enmaop,m MauneHTuTe, KOUTO Cca nonyyvyunn pemMucus l'IpI/l
OﬂaHSaTMH ca GMHVI paH,qommampaHM 4a nonyvyasart oftaH3annH

nnaue6o npu I‘I'prI/l‘-lHI/ITe rnokasatenu 3a npodunakTuka Ha
MaHWAHN enusoaM npu BUNoAApHO pascTpoiicTeo. OnaHs
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noKasan CTaTUCTUYECKM 3HAYMMO NPEemuMCTBO cnpsamo nnauebo no
OTHOLLEeHME Ha NPEefocTBpaTsBaHe Ha PEUMAMBM KAKTO Ha MaHus, Taka u Ha
aenpecus.

Mpu BTOPO 12 MEceyHo usnuTBaHe 3a NPoUNaKTKa PELMANBI Ha MaHURHN
enusoau, NauveHTMTe MpU KOMTO € MocTUrHaTa pemucusi ¢ KOMBUHuUpaHo
JieveHre onaH3anviH v NATUNA, K crief ToBa Ca paHAOMU3UPaHW Ha oflaH3anuH
WN NATUIA CaMOCTOSTENHO, ONaH3anyH € ctatucTudecku non-inferior cnpsmo
NUTUA 1O OTHOLUEHME Ha MbLPBUYHUTE MoKasatenu 3a npodunakTvka Ha
peLuavuen Ha GunonapHo pascrpoticTeo (onaHsanuH 30,0%, nutuiz 38,3%;
p=0,055).

Mpu 18-mecedyHO M3NUTBaAHE Ha KOMOMHMPaHO NEYEeHUEe Ha MaHWiAHWn unn
cMecesn enu3ogyu npyu  nauueHTd, crabunusvpaHM ¢  onaHsaniH U
CTabUnM3aTop Ha HACTPOSHMETO (NUTUEA UNK Bannpoar), MPOABLIMKUTENHOTO
fieveHWe ¢ OnaHsanuH, CbBMECTHO C IMTUA Wnu BannpoaT He ca
CTATUCTUMECKN NO-[00pKU CNpPAMO NUTWIA MNU BannpoaT CamoCTOSATeNHo, no
OTHOLLIEHUe oTnaraHe Ha oOOCTPAHETO Ha BUNONapHOTO pPascTPOICTBO,
cboBpasHo KpUTEPUUTE 3a SUAaTHOCTMKA Ha CUHAPOMA.

5.2. dapMaKOKMHETUYHU CBONCTBA

OnanzanuH ce abcopbupa gobpe chneq nepopanHo APUTOXeHe KaTto
[OCTAra BBLPXOBW MNNasMeHM KOHUEHTpauuu wmexay 5-ust u 8-ua uJac.
ABcopbuusTa He ce noenusiBa OT rNpuema Ha XpaHa. ABGconioTHaTa
BUOHANMYHOCT Cnef nNepopanHo NMpuioXeHue B cpaBHEHWE C UHTPaBEHO3HO
npunoXeHne He € onpegernsaHa.

OnaHsanuH ce MeTtabonuaupa B YepHust fpob 4ypes KoHrMpaHe wu
okucnenue. MmaBHuAT meTabonmT B pbBTa € 10-N-rmoKopoHUa, KOWTo He
npeMuHaBa TMpe3 KpbBHO-MO3buyHata Oapuepa. 3a oB8pasyBaHeTo Ha
Metabormtute N-mesMeTun U 2-XxuapoKCUmeTUn [OonpUHacAT UMTOXpOMU
P450-CYP1A2 un P450-CYP2D6. Wk BuBo n apata mertabonuta NoKassaTt
3HaYUTENHO MO-HKCKa (bapMakonoruiHa akTMBHOCT, OTKONKOTO olanzapine B
v3cneaBaHus NpW >KUBOTHU. [nasHaTa hapmakororyHa aKTUBHOCT ce
OBIMKN Ha U3XOAHOTO NEeKapCcTBO onaHsanuy. Cnep nepoparnHo NpunoXedue,
CPeHOTO BpeMe Ha NOMYXVBOT Ha OnaH3anuH Npy 3gpasu nuua sapupa 8
3aBUCUMOCT OT Bb3pacTTa U nona.

B 3gpasu ctapu xopa (65 r. n noseye) cpedHOTO BPEME Ha NOMYXMBOT €
YOBIDKEHO B CpaBHeHMe ¢ mo-mnagu nuua (51.8 cpewly 33.8 uaca), a
KMUPBHCLT € HamaneH (17.5 cpewy 18.2 nfuac). dapMakOKMHETUYHUTE
BapuaLluM, KOUTO ce HabnwaaraT Mpu cTapuTe xopa He ce oTnnyasar oT
TE3W Npy_NauneHT! B 3psana BbapacT. [pn 44 naumenTu ¢ msodpeHus Ha
B'b3paC:1' vaf 65.r. nosn oT 5 4o 20 Mr/peH He ca Buny CBbLpaaHU C HAKaKBY
no- ocob'ea-m HEXENaH NekapcTBeHN peakuum.

ey ¥

Mpwu meHwTe cpe,qu'o BpemMe Ha nonyxcmso*r e Neko
32.3 L|:aca) B. CpaBHEHME C TOBA MpU MBLXETE,
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(18.9 cpewyy 27.3 nfuyac). Bunpekn Tosa obave npodhunsT Ha He30MacHOCT Ha
onaHsanuH (5-20 Mr) e cpaBHUM MeXay xeHi (N=467) n muxe (Nn=869).

He e ycTaHoBeHa 3Ha4MMma pasnvka B CPeAHOTO BPeMe Ha nonyxueot (37.7
cpelly 32.4 yaca), KakTo U B KNMpPBHCa Ha npogykTta (21.2 cpewy 25.0 n/yac)
MeXay naumeHTV ¢ yepedeHa ObOpeuHa pyHKUMA (KpeaTUHUHOB KMUPBHC
<10 Mn/mMuK) 1 3gpaBu nuua. [lpoyysaHWATA rokaseaT, ye okono 57% oT
DernsasaHua ¢ pasnoakTUBHM U3OTONU onaHsarnvH ce ycTaHoBfBa B ypuHaTta
TNagHo nop, popmata Ha meTabonmTu.

[Mpu nywlaun ¢ nekocteneHHa YepHogpobHa yepefla, cpedHOTO Bpeme Ha
nonyxmeoT (39.3 yaca) e youKkeHo, a knupbHebT (18.0 n/yac) HamaneH, B
cpaBHEeHVe CbC 34paBK Henylaym (cboTeeTHO 48.8 yaca u 14.1 n/yac).

Mpu Henywaunm (MbXe W XEHU) CPEOHUAT MONMYXABOT Ha enuMuHaumus e
yobInkeH (38.6 cpelly 30.4 yaca), a KNMPBLHCHLT € HamaneH (18.6 cpewy 27.7
n/yac) B cpaBHeHue ¢ NyLLayu.

Mna3sMeHusT KNMPBLHC HA ONaH3anWH € NO-HUCHK NPU CTapK B CPaBHEHMWE C
MA3aW NaUMEHTU, PV MEHW B CPABHEHWE C MBXKE, KAKTO U NPW Henywiaun B
CpaBHEHWe C nywayn. 3HaYMMOCTTa Ha BNUSIHMETO Ha BbapacTTa, nona unu
NyLEHETO BbpXY KNWPBLHCA Ha OflaH3anuH WM BbpXY HEroBUSl TONYXWUBOT €
TBbPAE Marnka, B cpaBHeHue ¢ obwarta BapuabunHOCT MeXy oTAerHuTe
MHOUBUAN.

He e yctaHoBeHwa pasnuka BbB apMakOKMHETMYHUTE napamMeTpu npu
nacrneneaHe Ha eBponeniuu, ANoHUM 1 KUTanLn,

CBbp3BaHeTe Ha OfaHsanuMH ¢ n[nasmedHuTe npoteuHu e 93% npwu
KOHLIEHTpalum B pamMkuTe oT 7 A0 okono 1000 ng/ml. OnaHsanuH ce cebpaBa
rrnasHo ¢ anbymuHa v anda-1 kucenus rMMUKONPOTEWH.

5.3. FlpeaKknMHUYHK AaHHU 3a Ge3onacHoCT

Ocmpa (npu eduHuyHa 0o3a) moKcUYHOCM .

MpusHauMTe Ha TOKCUYHOCT MPU MepopaneH npuem Mpu TpusadnuTe ca
TUNUYHA 32 MOLUHWTE HEBPORENTULM: XUMNOAKTMBUTET, KOMa, TpeMop,
KMOHUYHYN KOHBYNCU, CanuBaLvs, U NOTUCKAHE HA HATPYNBaHETO HA TENECHO
Terno. CpepHuTe netanHu fosm ca ripubnuantento 210 mr/kr (3a MULLIKK) 1
175 mr/kr (3a nnbxose). KyyetaTta noHacart eanHuyHa gosa go 100 mr/kr 6es
face Haﬁmo.qasa netaneH uaxon. KoM knuHU4HUTE NPOsiBM cnagat cepa

ToxKCcUuYHOCH NIPpU MHO20KpamHo Jo3uUpaHe

B rnpoy4BaHus BbpXYy MULLKM C NPOABLIDKATENHOCT 40 3 Meceua W
NMABLXOBE U KydeTa C MNPOABLIMKUTENHOCT CbOTBETHO 40 1 rogitda;
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npeobnagaeawy edekin ca notuckaHe Ha LUHC, aHTuxonuHepriudHu edpekta
¥ nepudepH XemMaTonornyHu HapylueHus. PasBuBa ce TOnepaHc KbM
notuckaHeTo Ha HHC. MNapameTpuTe Ha pacTexa HamanasaT Npyu BUCOKU
posun. [lpy nnbxoBete ca Habniogasauy obpaTuMu fposiBM, KOMTO ca B
pes3ynTaT Ha MOBMILEHW HMBa Ha TponakruHa: HaManaBaHe TEernoTo Ha
ARYHULIMTE W MaTKaTa, Kakro U MopdronorMiyHK NpomMeHu BbB BraranuiHns
enuTern U B MIIeHHUTE XNesu.

XemamonozuyHa moKcuyHocm. Bb3AelcTBUS BbpXY XEeMaTONoruyHuUTE
napamMeTpu Ce YCTAHOBABAT fpVM BCWMUKW uU3CfedBaHU BUAOBE XUBOTHW, B
TOBa YKCIO 3aBUCKMMO OT [03aTa MOHWXEHNE B obLMs Bpol NeBKoUuTU npu
MULLUKA M HecrneundnvyHO HamaneHwe B obuiust Gpoil Ha neBKOUUTUTE TpU
NMNMbXOBE; He ce ycTraHoBsBar obade fokasaTencrTsa 3a KOCTHOMO3bMHA
UUTOTOKCUYHOCT. [lpn orpaHuveH 6poii kydeTa, nekyeaHu ¢ nosu ot 8 unu 10
mr/kr/aeH (obujata excnosuuusi Ha olanzapine [AUC] e 12 go 15 ! no-
fornsgma oT TasyW Ha YOBEK, Ha KOroTo ce Aaea fAosa OT 12 Mr gHeBHO), ce
Habnogasa obpatuma HeyTponeHus, TpomBouutoneHust unu aHemus. lpu
LUMTOMNEHUYHA KydeTa He ca HabnwopasaHu HeXenaHu NnekapcTBeHU peakuun
BBPXY KNETKUTE-NpeaLllecTBeHLM unu nponudepupatinuTe KNeTk B KOCTHUSA
MOS3BK.

PernpodykmusHa moKCUYHOCM

OnaHsanuH HAMa TepaToreHeH edekt. Cegaunara NOBNUABA KynynaTuBHUTE
CnocoBHOCTY Ha MBXKKUTE TITbxoBe. [MonoBUAT LUKbN ce 3acAra npu Josu oT
1.1 mr/kr (3 NbTM RNO-BUCOKM OT MakcumanHata fjosa npu xopara), a
napaMeTpuTe Ha Bb3NPOW3BOACTBOTO CE 3acCArat MNpu MiTbXOBe, HAa KOUTO ce
faBa gosa oT 3 Mi/kr (9 MbTY No-BUCOKa OT MaKkcuManHara Josa Npi YoBeKa).
B nokoneHueTo Ha NbXOBETE, HA KOUTO € AaBaH oraHsanuH ce Habnopasa
3abaBsiHe B pa3sBUTUETO U HaMmarsBaHe HUBOTO Ha aKTUBHOCT.

MvmazeHHocm

B nposefieHM B NMbreH o6eM CTaHAapTHU W3criefBaHWs, KOWTO BKMiousaTt
BaKkTepuanHu MyTaUMOHHM TECTOBE M WH BWMBO W UH BUTPO TECTOBE C
6o3aiiuuy, He AaBaT AaHHUM 3a MyTareHHU WM KracToreHHU ediekTy Ha
onaxsarnuH.

KapuyluHozseHesa

Pesyntatute OT wu3criegBaHuMATa BbPXY MULLKW WU NABbXOBE BOAST A0
3aKmo4eHneTo, Ye oraHsanviH He e KapLWHOTEeHEH.

6. PAPMALEBTUYHX JAHHA
6.1. CnvchK Ha NOMOLLHUTE BellecTBa
Tabnetka - cbpUeBMHA

lactose monohydrate
hydroxypropylcellulose
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crospovidone

microcrystalline cellulose

magnesium stearate

Mokputve Ha TabneTkatra

hypromellose,

titanium dioxide E171,

carnauba wax

triacetin

indigo carmine E132

6.2. PU3UKO-XUMUYHN HECBMECTUMOCTHU
Henpunoxumo

6.3. CpoOK Ha rogHoCT

Tpu roguHn

6.4. CneuncuHn ycnoBus 3a cbXpaHeHUue
[a ce cbxpaHsiBa B OpUIMHaNHa onakoBKa
6.5 [1aHHU 3a onakoBKaTa

brivctepu ot anyMuHui

Tabretkute Zyprexa oT 15 Mr ca onakosaHW B CTYAEHO-NPECOBaHU
anyMuHueBu 6nvcTepu, B KAPTOHEHW kyTum, o 28 Tabn. B kyTusi.

6.6. Tlpenopbku npu ynotpeba
Hsima cneyguantiy nsucksaHns
7. Mpurexcaten Ha paspelleHUETo 3a ynoTpe6a

Eli Lilly Export S.A., Chemin des coquelicots, CH-1214 Vernier, Geneva, ,
Switzerland

8. PerncrpaunoHeH Homep

20011245/27.12.2001 / 20.11.2002

27.12.2001

10. [laTa Ha nocnegHa akTyann3auus Ha TeKkcTa
oKTOoMBpK-2005 ‘




