HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 25 mg MHKXEKIIMOHHA CYCTICH3HS C YIBIDKEHO 0CBOOOXK [aBaHE
Xeplion 50 mg MHKXEKIIMOHHA CYCTICH3HS C YIBIDKEHO 0CBOOOXK IaBaHE
Xeplion 75 mg MHXEKMOHHA CYCIIEH3HUs C YIBIKEHO 0CBOOOKIaBaHE
Xeplion 100 mg nHXEKUMOHHA CYCIICH3HS C YABIKEHO OCBOOOXKIaBaHE
Xeplion 150 mg WHXEKIIMOHHA CYCIIEH3HS C YABIDKEHO OCBOOOK [aBaHE

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

25 mg MHXCKINHOHHA CYCHICH3USA C YIBIDKCHO OCBO60)K,Z[aBaHe

Bcesika npeaBapHuTeHO HAITBIITHEHA CIIPUHIIOBKA ChIbpka 39 mg nanunepuoHoB nanmurat B 0,25 ml,
€KBUBAJICHTEH Ha 25 mg nanunepunoH (paliperidone).

50 mg MHKEKIIMOHHA CYCIIEH3HS C YABIDKEHO 0CBOOOIKIaBaHE

Bcsika mpeaBapuTeIHO HaITbJIHEHA CIPUHIIOBKA ChABPXKA 78 mg nanmunepuoHoB naaMuTar B 0,5 ml,
exBuBaNieHTeH Ha 50 mg nanmunepunoH (paliperidone).

75 mg MHXCKINHMOHHA CYCHICH3USA C YIBIDKCHO OCBO60)K,Z[aBaHe

Bcesika npeBapuTeHO HAITBIHEHA CIIPUHIIOBKA ChAbpka 117 mg manumnepujoHOB NATMHUTAT B
0,75 ml, ekBuBanenTeH Ha 75 mg nanunepuaoH (paliperidone).

100 mg MHXKEKIIMOHHA CYCIIEH3HS C YVIBIHKEHO 0CBO0O0XK1aBaHe

Bcsika mpeaBapuTeIHO HAITbJIHEHA CIPUHIIOBKA ChABPXKa 156 mg mamumnepuaoHoB naamuTar B 1 ml,
exBuBanieHTeH Ha 100 mg manmunepumox (paliperidone).

150 mg MHXCKINHMOHHA CYCHICH3UA C YIBIDKCHO OCBO60)K,Z[aBaHC

Bcesika npeBapUTeHO HAITBIHEHA CITPUHIIOBKA ChIbpiKa 234 mg NalUIepHIOHOB MAIMUTAT B 1,5 ml,
exkBuBasieHTeH Ha 150 mg nmanunepuaon (paliperidone).

3a IBJIHNUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WnkeKunoHHa CycrieH3us ¢ yIBIDKEHO 0CBOOOKAaBaHe

Bsina no mouru 6s71a cycnensus. Cycnensusita e ¢ HeyrpainHo pH (mpubnusurenso 7,0).
4. KJIMHUYHHU JAHHU

4.1 TepaneBTUYHU MOKA3AHUS

Xeplion e moka3zaH 3a OAIBPIKAIIO JIcUeHHE Ha 30 PEHUS TP BH3PACTHHU TAIUCHTH,
CTaOWIM3UPAHH C MATUIICPUIOH UK PUCTICPUIOH.

[pu n30panu Bb3pacTHU MAMEHTH C MU30()PEHHUS ¥ MPEAXO0IHO TOBIUSIBAHE OT IIEPOpaICH
NAUIIEPUIOH UK PUCTIEPUIIOH, Xeplion MoXke 1a ce n3Mnoi3Ba 0e3 MpeIBapUTEIHO CTA0MITU3UpaHE C
IEPOPATHO JICYCHUEC, aKO IMICUXOTUIHUTE CUMIITOMHU Ca JICKH 10 YMEPCHH U € HeO6XO}II/IMO
JBJITOACHCTBAIO HMHKEKIIMOHHO JICYCHHE.



4.2 Jl0o3MpOBKa M HAYMH HA NPUJIOKEHHE

2 !OSI/I[QOBKa

[IpenopbuBa ce neuenuero ¢ Xeplion ga ce 3amoune ¢ go3a ot 150 mg Ha AeH 1-BU OT JI€YCHUETO U
100 mg eqHa cenMuIia NO-KbCHO (I€H 8-MHU), KaTO M JBETE A03H CE€ IPUIIAraT B JEITOUAHUSI MYCKYI,
3a Jia ce JOCTUrHAT ObP30 TeparneBTHYHN KOHIIeHTpalwu (BX. Touka 5.2). Tperara no3a TpsaoBa na ce
MIPUIIOKU €IMH MECEL CIIe]] BTOpaTa HadanHa A03a. [IpenoprunTennara MeceuyHa NoAIbpKalla 103a €
75 mg; HAKOM MAIMEHTH MOTaT Ja UMaT 032 OT MO-HUCKH UIIH M0-BUCOKU A03H B PAMKHUTE Ha
MPENOPBUNTENHUS AUarna3oH oT 25 go 150 mg cnope HHAUBUIyATHATA TOHOCUMOCT Ha TaIeHTa
n/nm epukacHocTTa. [Ipy nanueHTy ¢ HaJIHOPMEHO TETJI0 WITH 3aTIBCTIBAHE MOXKE J1a ca
HEOOXOJMMH 03U BbB BUCOKHUS AUana3oH (BXk. Touka 5.2). Ciex Bropara OT HAYaJIHUTE TO3H,
MECEUHHUTE MOAIBPKAIIH 031 MOTaT Jja ce MpujiaraT Wi B IEITONIHUS, WU B CEJATUITHUS MYCKYJI.

Kopurupanero Ha mogaspskaliara 103a MOXe J1a ce U3BbpIIBa MeceqHo. [Ipu kopurupane Ha f1o3ata
TpsiOBa J1a ce B3eMaT NpeABU] XapaKTepUCTUKUTE HA YABIDKEHO OCBOOOKIaBaHe Ha Xeplion (Bx.
TouKa 5.2), Thi KaTO MBIHUAT e(heKT Ha O IbPIKAIINTE JIO3H MOXKE Jla HE C€ TPOSIBU B MPOIbIKCHHE
Ha HIKOJIKO Mecela.

Ipemunasane om nepopanen narunepuoOOH ¢ YObANCEHO 0C8000XHCOABARE UNU NEPOPALEH PUCHEPUOOH
koM Xeplion

Jleaenueto ¢ Xeplion TpsiOBa a ce 3armo4He ChIIIACHO OMMUCAHUETO B HAYAJIOTO HA TOYKa 4.2 Mo-Tope.
ITo BpeMe Ha MOAIBPKAIIOTO JICUCHHUE C MECEYHHU J03H Xeplion MpH MalueHTHTe, CTA0MIN3HPaHH
MIPeId TOBA Ha Pa3jIMYHU JI03U MATUIICPUI0H Ta0IETKH C YIBJIKEHO OCBOOOKIaBaHE, MOXKE Ja Ce
MTOCTUTHE CXOJHA EKCITO3UIINS Ha TTAIUIIEPH/IOH B CTAIIHOHAPHO CHCTOSHUE YPe3 MHIKEKIIHS.
IMoxnbpxamute mo3u Xeplion, HEOOXOIUMU 3a TIOCTUTAaHE HA CXOAHA EKCITO3UIIHS B CTAIMOHAPHO
CHCTOSIHHE Ca MOKA3aHU KaKTO CJIEIBA:

Jo3u majgunepuaoH TadJIeTKH ¢ yIbJIKeHO 0cBo0OkAaBaHe N Xeplion, HeoOxoaumu 3a
MOCTHTAHE HA CXOJHA €KCMO3UIUS HA MAJUIEPUIOH B CTAIMOHAPHO CHCTOSTHME 10 BpeMe Ha
NOIBPKALIOTO JiedeHHe
IIpenmecrBama 103a NaJuNepuIOH Xeplion nHkeknust
Ta0JIETKM € YIBJLKEHO 0CBO0OKIaBaHe
3 mg AHEBHO 25-50 mg Mece4yHO
6 mg AHEBHO 75 mg MeceyHo
9 mg nHEeBHO 100 mg meceuHo
12 mg nHEBHO 150 mg mece4yHo

[IpenmecTpamure nepopaieH NaaUNEPUIOH UK EpopalieH PUCIIEPUIOH MOraT Jia Ce CIIpaT I10
BpeMe Ha 3ano4BaHe Ha jiedeHueTo ¢ Xeplion. [Ipy HIKOW MalMeHTH MOCTENICHHOTO CIIMPaHe MOXe Ja
€ oT non3a. Hsxol nanuenTy, KONTo MPeEMHUHABAT OT MO-BUCOKH MEPOPATTHH JO3H MaJIUINEPUI0H
(namp. 9-12 mg nHEBHO) KbM MHXEKIHH Xeplion B ceaNMIIHUS MyCKYJI, MOTAT Jia IMAT ITO-HUCKA
IUIa3MeHa eKCIIO3ULMS 1Ipe3 IbpBUTE 6 Mecena ciiell IpeMuHaBaHeTo. ETo 3aio kaTo anTepHaTuBa
MOXe J]a c€ OOMUCIIM IpUJIaraHe Ha MHXEKIUUTE B ACITOMIHHUSA MYCKYJI IIpe3 IbpBUTE 6 Mecela.

Ilpemunasane om 0vacooelicmeauy pucnepuooH 3a UHICEKYUOHHO npuiodiceHue kom Xeplion

[Ipu npemrHaBaHe Ha MAMEHTHUTE OT ABITOACUCTBAI PUCIICPHUIOH 32 HHKEKIIMOHHO MPHUIIOKEHHUE
3armoyvHeTe JIedeHneTo ¢ Xeplion BMecTo cieqBamiara miaHupana nHkeknus. [lpunoxernero Ha
Xeplion ciex Toa TpsOBa Ja ce MPOABLIDKYA HA MECEYHU MHTEepBaIN. EMHOCeIMUYHATA HaYallHA cXeMa
Ha MpuIaraHe, BKIIOYBAIla HHTPAMYCKYJIHO HH)KEKIIMOHHO MPUIIOKEHUE (JIeH 1-BH, ChOTBETHO JcH 8-
MH), KaKTO € OMUCAaHOo B TOYKa 4.2 mo-rope, He € HeoOxoauMa. [Ipu manuenTure, cTabuim3upaHu
MIPeId TOBA Ha Pa3jIMYHU JIO3H JIBJITOICHCTBAILl PUCTICPU/IOH 32 HH)KCKIIMOHHO TPUJIOKCHHE, MOXKE J1a
Ce MOCTUTHE CXOJIHA CKCIIO3MIIMS Ha MATUIICPUIOH B CTAIIHOHAPHO CHCTOSIHHUE IO BPEME Ha
MOJTBPIKAIIO JIeUeHHE ¢ MeCeuHU 103U Xeplion, KakTo cie/Ba:



Jo3u abiaroaeiicTBanl pucnepua0H 3a HHKEKIIMOHHO MPUIo:keHue u Xeplion, HeoOxoaumu 3a
MOCTUTAHE HA CXOJHA eKCIO3ULNS HA NAJUIEPHIOH B CTAIIMOHAPHO CbCTOSIHUE

[IpeamecrBama q103a JbJrojaeiicTeang

Xeplion nn:kexkuust
pUCHEPHUIO0H 32 HHKEKIIMOHHO NMPUJIOKEHUEe

25 mg BCEKHU 2 ceAMHIIU 50 mg MeceqHo
37,5 mg Bceku 2 ceIMULIU 75 mg MeceuHo
50 mg Bceku 2 ceaMuuu 100 mg MeceyHo

CriupaHeTo Ha aHTUIICUXOTHYHHTE JIEKAPCTBEHU TPOTYKTH TPsiIOBa 1a ObJie B ChOTBETCTBHUE C
noaxozsiara nHpopMaLus 3a npeanrucBane. AKo ce mpekparu JieueHuero ¢ Xeplion, TpsoBa aa ce
B3eMaT MPEIBU XapaKTEPUCTUKHUTE Ha YIBDKEHOTO My ocBoOoxaaBaHe. [leprnoanyno tpsiodBa na ce
NpEeoIIeHIBa HEOOXOIUMOCTTA OT MPOAbKaBaHe MpUeMa Ha JICKapCTBEHU MPOAYKTH 3a JICUCHUE Ha
exctpanupamugan cumntomu (EIIC).

IIponycHaTH 103U

3a oa ce uzbecne nponyckare Ha 003u

IIpenopbuBa ce Bropara HavaiHa 103a Xeplion 1a ce MPUIIOKH €HA ceAMULA ciIe]] IbpBarta 103a. 3a
Jla ce u30erHe MpoIycKaHe Ha J103a, BTOpaTa /103a MOXKe Jla Ce MIPUIJIOKH Ha MAlMeHTHTE 4 THU Ipeau
WIN Cle[l eIHOCEAMUYHUS (JeH 8-MH) BpeMeBH nHTepBai. [IpenopbuBa ce chlIo Taka TpeTraTa u
CIICABALINTE MHXEKIUHU /1 CEe pUIaraT BCEKH MECeIl Clie/l HauyalHaTa cxema. 3a 1a ce n30erHe
NpOITyCKaHe Ha MeceyHara J103a, Ha MallMeHTHTE MOTaT Jia ce MpuiiaraT WHXEKIUH 10 7 JHU TpeIn
WIN CJIIeJl BPEMETO 32 MECeUHa MH)KEKIIHSL.

AKoO ce TIpoITycHE MJIaHupaHaTa Jarta 3a Bropara Hikekius Xeplion (1eH 8-mu £ 4 1HN),
IPENOpPbYAHOTO TOBTOPHO 3aII0YBAHE HA JIEYEHUETO 3aBUCU OT NPOABIKUTEIHOCTTA Ha IIEpHO/a,
KOHTO € MU3TEKBJ ClIe IbpBaTa HH)KEKIHA Ha MMalleHTa.

Ilponycuama emopa nauanna 003a (< 4 ceomuyu om nvp8ama UHNCeKYUs)

AKO ca M3MHUHAIH 1T0-MAaJIKO OT 4 CeIIMUITH CIIe/T TbpBaTa MHXKEKIIN, TOTaBa Ha MalleHTa TpsoBa Ja
Cce TOoCcTaBM Bropara uikeknus ot 100 mg B AENTOUIHIS MyCKYJ B3MOXKHO Haili-ckopo. Tperara
umkekius Xeplion ot 75 mg Tps0Ba Aa ce NPUII0KH WK B JCITOMIHUS, UK B CSAATUIIHNS MYCKYII
5 cenmMUIIM clie/i TbpBaTa MHXKEKIHS (He3aBUCUMO OT BPEMETO Ha ITOCTaBsHE Ha BTOpATa WHXKEKITHS).
Crnen ToBa TpsOBa Ja ce cra3Ba HOPMATHUAT MECEUCH [TUKBII HA HHXKEKIIUUTE UITH B JISITOUIHUS, HITH
B CEJIUTMIIIHUS MYCKYI OoT 25 mg io 150 mg criopes MHAWBUIyalTHATA IIOHOCHMOCT Ha MalieHTa
u/umm eprukacHoOCTTA.

Ilponycnama emopa nawanna 003a (4—7 ceOmuyu om nopPEAMa UHICEKYUsL)
AKoO ca u3MHUHAIH 4 10 7 CEIMUIM ClIeH IbpBaTa HHKEKIKs Xeplion, Bb30OHOBETE JICUCHUETO C JIBS
unxekuuu ot 100 mg no cnenHus HayYuH:

1. UHXEKLHNS B IEATOUTHUS MYCKYJ Bb3MOKHO Hal-CKOpoO,
2. JIpyTra WHXXEKLHUS B AEITOUIHUS MYCKYJI €1Ha CEAMUIIA MTO-KbCHO,
3. BBH300HOBSBAHE CJIC/] TOBAa HA HOPMAJIHUSA MECEUCH IIMKbBJI Ha HH)KCKIIMUTE WIN B ICITOUIHUSA,

WIH B CEAANUIIHUA MyCKyJ OoT 25 mg 1o 150 mg cnopen MHAMBHAYyaIHAaTa TOHOCHMOCT Ha
MaIMeHTa U/WIN e(pUKACHOCTTA.

Ilponychama emopa nawanna 0o3a (> 7 ceOmMuyu om novp8ama UHICeKyus,)
AKO ca U3MHMHAJIY TIOBEYE OT 7 CEMMLM cliell TbpBaTa HHXeKuus Xeplion, 3an04HeTe JEeYSCHUETO,
KaKTO € OIIMCaHO M0-TOpe KaTo 3a IbPBOHAYAIHO MPENOpbUYaHo 3anouBaHe Ha Xeplion.

Tlponychamu meceurnu nodovpacauu 0osu (1 mecey 0o 6 ceomuyu)

Cren 3amo4BaHe Ha JICYEHUETO MPEMOPBUUTETHUAT IUKBI HHXEKIIHK Xeplion e MecedeH. Ako ca
W3MUHAJIH TI0-MaJIKO OT 6 CEIMUIIM CJIE/ MOCIIeTHATA HHKEKIINs, TOTaBa Bh3MOXKHO Hal-CKOpO TpsiOBa
Jia ce MPUJIOKH MPEAX0oKAaliaTa crabunru3rupana 103a, IoCIeABaHa OT HHXEKLIUUTE HAa MECCUHH
MHTEPBAJIH.



Ilponychama meceuna nododvpcawa 0o3za (> 6 ceOmuyu 0o 6 meceya)
AKO ca U3MHHAJIH [TOBEYE OT 6 CEAMMUIIN CIIE]| ITOCIeHATa HHKeKIHs Xeplion, ce mpenopbuBa
CIICZIHOTO:

3a marueHTH, cradmim3upanu ¢ 1034 ot 25 1o 100 mg

1.  WHXKEKUUs B ACITOUIHUS MYCKYJ Bh3MOKHO Hali-CKOPO ChC ChIIATA 7032, HA KOATO MAlMEHTHT
e OwJI cTabuITM3upaH Mpeu ToBa

2. Jpyra MHKEKIHs B ISNTOMIHHS MYCKYJI (ChC ChIATa 103a) €JHa CEAMUIIA TIO-KBCHO (JIeH 8-MH)

3. BB30OHOBsBaHE Ha HOPMAJHMS MECECUYCH IIMKBJ Ha HH)KEKIIUHUTE WU B JICITOUIHUS, HIH B

CeJVTMIITHUS MYCKYJI OT 25 mg 1o 150 mg cmopen HHAWBUTyaTHATa TOHOCHMOCT Ha MalueHTa
u/nm euKacHoOCTTa

3a manuenTy, cradminsupanu cse 150 mg

l.  wHXeKUuMs B AENTOUTHHS MYCKYJ BB3MOKHO Haif-ckopo ¢ go3a 100 mg
2. JpyTa WHXXKEKIHS B JENITOUTHUSA MYCKYJI €1Ha CEIMULIA TIO-KBCHO (Z1eH 8-mu) ¢ mo3a 100 mg
3. BB300HOBSIBAaHE HA HOPMAaTHHUS MECEYCH ITUKBJI HA HHKEKITUUTE WIH B ACITOUTHIS, UIH B

CEJAVTHIITHUS MYCKYJI OT 25 mg 1o 150 mg cmopen HHAWBUIyaTHATa TOHOCHMOCT Ha MaIueHTa
u/Un ehuKacHOCTTa

Ilponycuama meceuna nodowvporcawya 0osa (> 6 meceya)
AKO ca I3MHHAIIY TTIOBeYE OT 6 Mecella cliel ocieHaTa HHKeKnus Xeplion, 3ar04HeTe JCUSHHETO,

KaKTO € OIMMCAaHO IMO-rOpe KaTo 3a IbPBOHAYAJIHO NPCIOPHUIBAHO 3alI0OYBAHC HA Xeplion.

Crenyaiiy nonyJaiun

Tlayuenmu 6 cmapuecka gv3pacm
EduxacHocTTa 1 6€30MacHOCTTa PH MAIMEHTH B CTapUecKa Bh3pacT > 65 TOJAWHU HE ca YCTAHOBCHHU.

[lo mpuHIMMI, npenopbUnTENHATa 103a Xeplion 3a MAaMEeHTH B CTapuecKa Bb3pacT C HOpMaJIHa
O0BOpedHa QyHKIMS € ChIllaTa KaTo Ta3M 3a MO-MJIaJId Bb3pacTHU MAIeHTH ¢ HopMaiHa Ob0peyHa
¢ysknus. Thid KaTo NPU MAMEHTUTE B cTapyecka Bh3pacT obaue ObOpedHara GyHKIUS MOXKE J1a €
HaMaJeHa, MOXe J1a € He0OXOJMMO KOpUTHpaHe Ha Ao3aTa (BX. ,,bpOpedno yBpexxaane™ mo-noiy
OTHOCHO NPENOPBKUTE NPH NAUEHTH C OBOPEUHO yBpEXKIAHE).

bvbpeuno yspeocoane

Xeplion He e cucTeMaTHYHO NPOYYBaH MPH NAMEHTH ¢ OBOpeYHO yBpexkaaHe (Bxk. Touka 5.2). [Ipu
MAI[MEHTH C JIEKO OBOpPEUHO yBpeKaaHe (KpeaTHHUHOB KIUpPBHHC > 50 n0 < 80 ml/min) ce npenopryBa
3arno4Bane Ha Xeplion ¢ 1o3a ot 100 mg Ha neH 1-Bu 1 75 mg elHa CeaIMUIIA MO-KbCHO, KaTo U JBETE
JI03M Cce Mpuiarat B IeNTOMIHHA MycKyll. [Ipenopbuntennata MeceyHa nojabpxamia qo3a e 50 mg ¢
nuarna3oH ot 25 1o 100 mg criope/; IOHOCUMOCTTA Ha MAIlUeHTa W/ e(hUKACHOCTTA.

Xeplion He ce mpenopbUBa NpU NAIMEHTH C YMEPEHO J0 TEKKO ObOPEYHO YBpekIaHe (KpEaTHHUHOB
kiupbHC <50 ml/min) (Bxk. Touka 4.4).

Yeproopobro yepedxcoane

He ce nanara kopurupase Ha 703aTa IIpH HalKMEHTH C JIEKO WM YMEPEHO YepHOAPOOHO YBpEeKaaHe
B3 OCHOBA Ha OIUTA C MEPOpaieH MaJunepuoH. Thi KaTo He ca MPOBEKAAHU MPOYYBAHHS HA
MATUTIEPHUIOH TIPH MAIUEHTH C TEXKKO YEPHOAPOOHO YBPEXkKIaHEe, IPU TE3U MAIMEHTH e TPENophiBa
MOBUIIIEHO BHUMaHUE (BXK. TOUKA 5.2).

Ieouampuuna nonyrayus
bezomacHoctTa 1 ehrkacHOCTTa Ha Xeplion mpu nena u oHomHd < 18 roIWHU He ca YCTaHOBEHHU.
JIumicBar gaHHU.



Hauun na OPHUITOKECHUC

Xeplion e mpenHa3HAYECH caMO 32 HHTPaMyCKYJIHO npuiioxenue. He TpsOBa na ce mpuiara mo Apyr
HaunH. TpsOBa J1a ce MHXKEKTHpa 0aBHO, IBJIOOKO B ICATOUIHUS WM CEAATUIIHUA MyCKyIl. Beska
WHKEKIHsI TpSOBa Jla ce TIOCTaBs OT MEAWIIMHCKY criennaiuct. TpsOBa a ce mpriiara Kato equHIIHA
umkeknys. Jlozara He TpsiOBa fa ce mpuiara pas/ieieHa Ha OT/ISITHA WHKESKIIHH.

Bcesika ot HauanHWTE 103U Ha JieH 1-BU U JIeH 8-MU TpsAOBa J1a ce MPUIIOKU B ACNTOUIHHUS MYCKYJI, 32
Jla ce MMOCTUTHAT OBbP30 TEPAIeBTUYHH KOHIIEHTpaIwn (Bx. Touka 5.2). Cien BTopaTa HadaiiHa J103a,
MCCCYHUTEC MOAAbpIKAIIN A03U MOraT Ja C€ npujiaraT uind B JCJITOUAHUA, W B CCAATTUITHUA MYCKYIJI.
[IpeMuHaBaHETO OT CEAANMIHAS KbM JEITOUIHUS MYCKYJ (M 0OpaTHOTO) TpsiOBa a ce 00CHIU B
ciTy4aii Ha 00JIKa Ha MACTOTO Ha HHXKEKTUPaHe, aKo AUCKOM(OPTHT Ha MSCTOTO HA MHXKEKTUPAaHE HE
ce moHacs 1o0pe (Bx. Touka 4.8). [IpenopwuBa ce ChIO Taka peyBaHe Ha JiABaTa M JscHATa CTpaHa
(BX. mo-g07y).

3a yka3zaHusi OTHOCHO ynotpebara u paborara ¢ Xeplion BIKTe JTMCTOBKATa 3a MALEHTa
(uH(OpManus, MpeTHa3HAYCHA 32 MEJUIIMHCKY WM 3JJPaBHU CICIIUAINCTH).

Tlpunooicenue 6 denmouoHUs MyCKyL

[IpenopbunTenHus pa3Mep Uriia 3a MpuiaraHe Ha Ha4alHUTE U MOAbpiKaluTe 1031 Xeplion B
JENTOUAHUS MYCKYJI C€ ONpeAessl OT TeroTo Ha nauuenTa. [Ipu nauuenture 290 kg ce npenopbuBa
1Y2-uruoBara urna 22G (38,1 mm x 0,72 mm). [1pu marmenture <90 kg ce npenoppyBa 1-uHUOBaTa
uraa 23G (25,4 mm x 0,64 mm). nxeKunuTe B AENTOMIHUA MYCKYJI TpsIOBa 1a ce peayBaT MEXIY
JBaTa JACITOMIHU MYCKYJIa.

Ilpunoscenue 6 cedanuuHusi MycKyi

[IpenopbuntenHus pa3Mep Uria 3a NIpUIOKEHNE Ha TOAIbpIKALINTE 103K Xeplion B cepanuuiHus
Myckya e 1% unya, 22G (38,1 mm x 0,72 mm). [Ipunoxenuero TpsiOBa 1a ce U3BBPIIN B TOPHUS
BBHIIICH KBaJ[PaHT Ha cefiaiuiiHaTta obnact. MHXeKIMuTe B CeJAUIIHII MyCKYJI TpsIOBa 1a ce
penyBat MexAy BaTa CEeAANUIIHN MyCKyJa.

4.3 IIpoTuBomokazaHus

CBpPBXUYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO, KbM PUCIIEPUIOH WIIA KM HIKOE OT IOMOIITHHUTE
BEII[eCTBAa, M30poeHU B Touka 6.1.

4.4 CrpenuanaHu npeaynpeskaeHus: U MpeaNa3sHil MePKH NPH ynorpeda

YHOTDGGa IOIpHU TalMCHTH B OCTPO aXXUTHPAHO MW TCXKKO IICUXOTHYHO CHCTOSIHHUEC

Xeplion HC TpH6Ba Ja CC MU3MO0JI3BA 3a JICUCHUC HAa OCTPU CbCTOAHUS HA AXKUTALWA WA TCIKKHU
IICUXOTHYHU CBbCTOSAHHA, KOraTO CC Hajara He3abaBeH KOHTPOJI Ha CUMIITOMMTC.

QT unTtepBan

TpsiOBa 1a ce BHUMaBa, KOTaTo MAJIHIIEPUIOH Ce MPENMUCBA Ha MAIIMEHTH C U3BECTHO CHPJICYHO-
CHI0BO 3a00JsIBaHe WK ¢ (paMHUIIHa aHaMHe3a 3a yabbkeH QT uHTepBai, KakTo U MpH eAHOBPEMEHHA
yrnoTpeba ¢ pyrH JeKapCcTBEHU NMPOIAYKTH, 32 KOUTO C€ CMSTa, 4e BOAST A0 yabmkaBane Ha QT
WHTEpBaja.

HeBDOJ’IeHTI/I‘ICH MAJIUTHEH CUHAPOM

CroOlaBaHu ca cliyuad Ha HeBpojientudeH Manuraed cuaapom (HMC), koiiTo ce xapakTepusupa ¢
XUTEPTEPMUs, MYCKYJIHA PUTHIHOCT, HECTAOMITHOCT HAa aBTOHOMHATa HEPBHA CUCTEMa, IPOMEHH B
Ch3HAHHUETO W MTOBHUIIICHU HUBA HA CEpyMHaTa KpeatuHpochokrHa3a, Ipy MPUEM Ha AIUIICPHIOH.
JIOTBITHUTETHUTE KIIMHUYHU IPU3HAIIA MOKE Jla BKIIIOUBAT MUOTIIOOUHYpHsI (pabIoMHOIIN3a) U OCTpa



0BbOpedHa HeAOCTaTHUYHOCT. AKO HSKOW NalMEHT pa3BHe NPU3HALN MM CHMITOMH, KOUTO ca
nokasarennu 3a HMC, nanunepunon tpsa6Ba na 6b1e crpsH.

TaDI[I/IBHa ):[I/ICKI/IHeSI/ISI/eKCTDaHI/IDaMI/I JHHU CUMIITOMH

JlekapcTBEeHUTE IPOAYKTH, KOUTO Ca AHTATOHUCTHU HA JOMAMUHOBUTE PELENTOPH, CE CBBP3BAT C
WHIyIIHpaHe Ha TapUBHA JUCKUHE3US, XapaKTepU3npaia ce C pPUTMUYHHN, HCBOJICBH JIBIKEHUS,
MPEeTUMHO Ha €3HKa W/WITU Ha JIUIETO. AKO ce MOSBSAT IIPU3HAIM U CUMIITOMH Ha TapAHBHA
JIUCKWUHE3WS, TPSOBA J1a ce 00CHAH CITUPAHETO HAa BCHYKY aHTHIICUXOTHUIIH, BKIIFOUUTEITHO HA
MaJTUTICPUIOH.

Heob6xoaumo e moBUIIeHO BHUMAaHWE TIPY MAIUEHTH, MTOTyYaBaIly eJHOBPEMEHHO IICUXOCTUMYIaHTH
(Hanp. MeTHIQEeHUIAT) U TATUIEPUIIOH, Thii KATO MOTAT Jla Bb3HUKHAT EKCTPAMPaMHUIHNA CUMIITOMH
IIPY KOPUTUPAHE HA J]03aTa HA €IHOTO WM U Ha JBeTe JiekapcTsa. [IpenoppuBa ce mocTeneHHo
CIUpaHe Ha JEUYEHUETO ChC CTUMYJIAHTH (BXK. TOUKa 4.5).

JIEBKOTICHMS, HCYTPOIICHHS M arpaHyJIOIIUTO3a

[Ipu neuyenne ¢ Xeplion, ce crobmIaBa 3a ciryyan Ha JICBKOTICHHSI, HEYTPOIICHHS U arpaHyJIOLHUTO3a.
ArpanyJonurosa ce ¢ho0IaBa B MHOr0 peaku ciydan (<1/10 000 mamueHTH) 0 BpeMe Ha
MOCTMAapKETHHTOBOTO HabmroieHue. [lanmenTy ¢ anaMHe3a 3a KITMHUYHO 3HaYMM HUCHK Opoil Ha
OenuTe KPBBHH KICTKH WM JIEBKOIIEHUS/HEYTPOIICHNS, HHAYLIpaHa OT JIEKapcTBa, TpAOBa 1a ce
IpOCIENsBaT Ipe3 MIbPBUTE HAKOIKO MECela OT TepanusITa U TpsOBa Jla ce OOMHCIIH TIPEyCTaHOBSIBaHE
Ha JieueHneTo ¢ Xeplion Mpu MbpBUs MPU3HAK HA KIMHUYHO 3HAYUMO TTOHIKaBaHe Ha Opos Ha Oenute
KPBBHU KIJIETKH MIPH OTCHCTBUETO HA APYT'H NPUUYUHHO-CIEICTBEHU (QakTopu. [larenT ¢ KIIMHIYHO
3HaYMMa HEyTPOIICHUS TPSIOBa BHUMATEIIHO Aa Ce MPOCIeAsBaT 3a TPECKa MK APYTH CUMITOMU W
NpU3HAIM Ha HHQEKIHS U JIa ce JISKYBaT CBOEBPEMEHHO IPH MOSBAaTa Ha MOJ00HU CUMIITOMH WIIH
npusHai. [TanuenTtr ¢ Texka HeyTponenus (abcomoren 6poit Ha Heytpodumure <1 x 10%/1) Tpsosa
Jla IPEeyCTaHOBAT JieueHHeTo ¢ Xeplion u OposT Ha OenuTe UM KPBBHU KJIIETKU TPsiOBa Aa ce
IpOCIeNsABa 10 TAXHOTO BB3CTAHOBSIBAHE.

Peakium Ha CBPBXYYBCTBUTCIIHOCT

[To BpeMe Ha MOCTMAPKETHHTOBUS OTHT PSIKO Ce ChOOMABAT aHA(DMITAKTHYHN PEaKIN TPU
NalKUeHTH, KOUTO IPeAr TOBa ca IOHACIHN J00pe mepopaeH pUCTIEPUIOH HIIH MepopaieH
nanunepuoH (Bx. Touku 4.1 u 4.8).

AKO BB3HUKHAT PEaKIMy Ha CBPHXUYBCTBUTEIHOCT, IPEyCTaHOBETE MpHUaraHeTo Ha Xeplion;
3arMo4HeTe OOIIY MOIBPIKAIIM MEPKH, KAKTO € KIIMHUYHO YMECTHO U HaOJIF01aBaliTe MalueHTa J10

OT3By4YaBaHe Ha MPU3HALNUTE U CHMITOMUTE (BXK. TOUkH 4.3 u 4.8).

XI/IH@DFJ’H/IK@MH?[ 1 3aXapCH ,Z[I/Ia6eT

[Ipu nedeHune ¢ manumepuIoH ce ChoOIaBa 3a CIlydan Ha XUIEPTIUKEMUs, 3aXapeH quadeT u
000CTpsiHE Ha BeUe CHIIECTBYBAIIl AHA0ET, BKIFOUNTEITHO Ara0eTHa KOMa M KeTOaIi103a.
IIpenopbYNTENHO € MOAXOAIIO0 KIMHUIHO MOHUTOPHUPAHE B CbOTBETCTBUEC C TIPUETUTE
AHTUIICUXOTUYHH HACOKHM 3a jeueHue. [laruenTy, iekyBanu ¢ Xeplion, TpsOBa Ja ce mpocieasiBar 3a
CUMITOMH Ha XUIEPTIUKEMUS (KaTo TOTHUTICHS, TOTUYPHs, oI (ars U OTIaIHAIOCT), a
MAIMEHTH ChC 3aXapeH auadeT TpsiOBa peIOBHO Jia ce TMPOCIIe/sBaT 3a BIOIIABaHEe Ha TIIIOKO3HUS
KOHTPOIL

IloBumraBade Ha TETJIOTO

Crob1maBa ce 3a 3HaYMMO MOBHILABAHE HA TETJIOTO MpH ynoTtpedaTa Ha Xeplion. TernoTo TpsdBa na
CE U3MEPBA PEJOBHO.



yHOTD€6a OpH JanMCHTH C MPOJJaKTHUH-3aBUCHUMHU TYMOPHU

HpOy‘-IBaHI/ISITa C TbKaHHHU KYJITYPHU IIOKa3BaT, Y€ paCTCKbT Ha KIICTKUTC Ha TYMOPHU HA Ir'bpAaaTa IIpu
YOBCKa BEPOATHO € CTUMYJIMPAH OT ITPOJIAKTHH. HezaBucumo ge IIpyU KIIMHUYHU U CTTUACMUOJIOTUYHA
U3IMUTBAHUA 10 MOMCHTA HC € JOKa3aHa sICHAa BPpb3Ka C IPHUJIAraHCTO HAa aHTUIICUXOTHULH, CC
MIperopbpYBa NOBUIIICHO BHUMAHUC ITPU MMAUCHTUTE CBHC CbOTBCTHATA dHAMHE3a. HaJ'II/Il'IepI/I,I[OH
Tpfl6Ba Ja c¢ npujara ¢ MOBUIICHO BHUMAHUC ITPU MAlJUCHTHU € BE€UC CHIICCTBYBAIl TYMOD, KOKTO
MOIXKE [1a € IPOJIaKTUH-3aBUCHUM.

OprocTaTyHa XUIOTOHUS

[Nanunepumon Moxe Ja Mpeau3BUKa OPTOCTATUYHA XUIIOTOHUS IIPH HAKOU MAallUEHTH, TOpaan
Onmokupane Ha anda-pernenTopure.

B®3 ocHOBa Ha cOOpHU JITaHHU OT TPH IUIAIE00-KOHTPOIUPAHH, O-CEIMUYHN U3MUTBAHUS C UKCHPaHa
Jt03a IepopalieH MaTuIepua0H Ta0IeTKH ¢ YIBIKEHO ocBoOokmaBane (3, 6, 9 u 12 mg), 3a
OpPTOCTaTUYHA XUIIOTOHHS ce choOmana npu 2,5% 0T NauueHTUTe, JIEKyBaHH C IIepopaieH
NaIUIEepUIOoH, B cpaBHeHMe ¢ 0,8% mpu manmeHTuTe, JeKyBaHu ¢ miamnebo. Xeplion TpsOBa aa ce
M3I0J13Ba C IOBUIICHO BHUMAaHHUE MPU MALMEHTH ChC U3BECTHH CHPACYHOCHIOBHU 3200 sIBaHUS (HAIID.
Chbp/IeYHA HEJOCTATHYHOCT, NH(PAPKT Ha MHOKapa WK UCXEMHS, IPOBOJHHU HAPYILIEHHS), MO3bYHO-
CBHJI0Ba OOJIECT WM CHCTOSHHUSI, KOUTO Mpepa3noiarar nanueHTa KbM XHIIOTOHUS (HaTp.
00e3BOHIBaHE UM XUTIOBOJIEMHUS).

I'spuoBe

Xeplion TpH6Ba Ja €€ U3M0JI3Ba C MIOBUIICHO BHUMAHUC IIPU MANUCHTHU C aHAMHE3a 3a I'bPpYOBC WIN
APYTA CbCTOAHUA, KOUTO IMOTCHIHUAIHO MMOHMWXXAaBAT I'bpPYOBHA IIpar.

Bbr0Opeuno yBpexxaane

[Ipu manueHTH ¢ OBOPEYHO YBpPEXKIaHE IJIA3MEHUTE KOHIICHTPAIIMY Ha TAJMIICPU/IOH Ca MOBHUIIICHH,
MopaJid KOETO ce MPEnophiBa KOPUTUPAHE Ha J103aTa MPH MAIEeHTH C JIEKO ObOPEYHO YBpEexKIaHe.
Xeplion He ce mpenopbyYBa NpU MAMMEHTH C YMEPEHO WIIH TEXKKO ObOpEYHO yBpexkaHe (KpeaTHHUHOB
kiupbHC < 50 ml/min) (Bx. Touku 4.2 u 5.2).

I’IGDHO)ILDO6HO YBPCKIAAHE

JluricBaT JaHHU MPH MAIMEHTH € TeXKO YepHoIpoOHo yBpexkaane (Child-Pugh knac C). [Ipenoprusa
ce MMOBHIIICHO BHUMaHHKE, aKO MAIHUIIEPUIOH Ce M3II0JI3BA NIPU TaKKBa AllUCHTH.

ITammenTu B cTapyecka Bb3pacT ¢ JICMCHIIHS

He ca npoBexnanu nmpoyusanus Ha Xeplion npu nanueHTH B cTapyecka Bb3pacT ¢ AeMeHnus. Xeplion
TpsOBa J1a ce M3MO0JI3Ba C MOBUILCHO BHUMAHKE IPH MALEHTH B CTapUecKa Bb3pacT C JeMEHLHS, IPU
KOHMTO UMa PUCKOBHU (aKTOPH 32 MO3bUEH yap.

OnuTsT ¢ pUCICprua0H, HUTHUPAH IIO-A0JY, CC CMATA 34 BAJIMACH U 3a MAJIUIICPHUIOH.

Obwa cmvpmuocm

Mera-aHanu3bT Ha 17 KOHTPOJIMpPaHU KIIMHUYHYU W3MUTBAHMS 1TOKA3Ba, Y€ MAMCHTHTE B CTapyecKa
BB3pacT C JAEMEHIHS, JICKYBaHU C APYTU aTUIINYHU aHTUTICUXOTHUIIN, BKIFOUUTEIHO PUCTICPHUJIOH,
apUIUTPa30J1, OJaH3AMKWH U KBETHAITUH, Ca MMAJTH MOBHUIIICH PUCK OT CMBPTHOCT B CPaBHEHHUE C
HNalMeHTHTE, TpreMaly tiane6o. CMBPTHOCTTA MPH MAIUEHTHTE, JISKYBAaHH C PUCTICPUIOH, € 4%
capsimo 3,1% 3a mane6o.

Mo3vbuno-cv008uU Hedcelanu peakyuu
HabmronaBa ce npubnu3uTenHo 3-KpaTHO NOBHINIEHHE HA PUCKA OT MO3bUHO-CHJIOBU HEKEITaHU
PeaKIuy MPH paHJI0MHU3UPAHH, TJIAIC00-KOHTPOIUPAHH KIMHUYHHU MPOYYBaHMS IIPH MOMYyJIalMiITa Ha



MalUCHTUTE C ACMCHI U, JICKYBAHU C HAKOU aTUIINYHU aHTUIICUXOTULHU, BKIIFOUUTCIIHO PUCTICPUIOH,
APUITAIIPA30J U OJIaH3aIllhH. MexaHu3MBT 3a TO3U IIOBUILICH PUCK € HCU3BCCTCH.

Bosect na IlapkuHcoH 1 feMeHIM ¢ Tenna Ha Lewy

Jlexapure TpsiOBa BHUMATETHO J1a IPEIIEHAT PUCKA CIIPSMO IT0J13aTa, KoraTo npeAmnucear Xeplion Ha
nanueHTy ¢ 6onect Ha [lapkuncon wim ¢ gementus ¢ tenra Ha Lewy (JTJI), Twit kaTo u pu ABeTe
TPYIX MOXKE J]a ©Ma MOBUILIEH PUCK OT PA3BUTHE HAa HEBPOJICITUYEH MAIUTHEH CUHAPOM, KAKTO U
MOBUIIEHA YyBCTBUTEIHOCT KbM aHTUIICUXOTULIU. [IposBUTE HA Ta3U MOBUILIEHA YYBCTBUTEIHOCT
MOYe J]a BKITIOUBAT O0OBPKAHOCT, 3aMbIJICHO Ch3HAHHE, TOCTypallHa HECTAOMITHOCT C YECTH MaJJaHus B
JIOTTBJTHEHNE KbM €KCTparipaMuIHa CHMIITOMATHKA.

IIpuanuzem

Cpo01maBar ce ciyvau 3a HHAYLHPaHE Ha IPUAU3bM OT aHTHUIICUXOTUYHH JIEKAPCTBECHH MPOILYKTH
(BKITIOYUTEIHO PUCTIEPUIOH), OJ0KHpany anda-agpeHepruaaute peuentopu. Ilo Bpeme Ha
MOCTMapKETHHIOBOTO HAOIIOIEHHE ce ChOOIIaBa 3a MPHau3bM U IPU IepopaleH NalulepUuIoH,
KOMTO € aKTUBHUAT MeTa0OoIHUT Ha pucniepuaoH. Ilannenture TpsaoBa na 0b1aT HHPOPMUPAHU
He3a0aBHO 2 MOTHPCST MEIUIMHCKA IIOMOILI, aKO TO3U NPHANNU3bM HE OT3BYYH 10 4 Jaca.

Perynupane Ha TenecHaTa TeMmueparypa

AHTHIICUXOTUYHUTE JIEKAPCTBEHH MTPOJAYKTH UMAT CBOWCTBOTO JIa HAPYIIIaBaT CIIOCOOHOCTTA HA
OopraHu3Ma J1a HamaJsiBa TejlecHara Temneparypa. [IpenoppuBaT ce MOAXOAAIIM TPUXKH, KOraTo
Xeplion ce mpeanucBa Ha MAUEHTH, KOUTO LIe ObJaT U3JI0KEHH Ha YCIOBHS, TOTPHHACSILH 32
NOBHUIIIEHUE HA TEJIeCHATa TEMIIepaTypa, HapuMep YCHICHH (PU3UUECKH YIPaXKHEHHS, H3JIaraHe Ha
IIPEKOMEPHA FOPELIHA, U KOUTO MOJIYy4YaBaT ChbIIBTCTBAILA TEPANMUS C JIEKAPCTBEHU NPOAYKTH C
AHTUXOJUHEPTUYHO AEHCTBUE, WIH €A AEXUIPATUPAHU.

BenoseHn tpomboeM00Iu3bM

Crob1maBa ce 3a ciay4an Ha BeHo3eH TpomOoemOoau3bM (BTE) npu anTuncuxoTnyHuTe IeKapCTBEHN
npoxykTd. Thil KaTo MaMEeHTHTE, JEKYBaHH C aHTUIICUXOTHLH, YECTO ca ¢ MPUIO0OUTH PUCKOBH
taxropu 3a BTE, Bcuuku Bp3MOKHH prckoBH (aktopu 3a BTE TpsioBa na 0b1at uneHTHGUIpaHH
Npeay U 10 BpeMe Ha JedeHueTo ¢ Xeplion, KakTo u aa ObAaT NpeanpueTy IPEBaHTUBHU MEPKH.

AHTHemernyeH edexr

[Ipu npeaAKTMHUYHATE U3NUTBAHMS C IANTUIICPUAOH € HaOJII0JaBaH aHTUEMETHYEH e(peKT. AKO TO3H
e(eKT ce MosBY IPU X0pa, TOW MOXKe Ja 3aMacKipa MPU3HAIUTE U CHMIITOMHTE Ha TIpeIo3upaHe Ha
OTIpe/IeNICHH JIEKAPCTBEHH MTPOAYKTH WIIM Ha ChCTOSIHUS, KATO YpEBHA OOCTPYKIIUS, CHHIPOM Ha Reye
Y MO3BYEH TyMOD.

Ilpunoxenue
TpsbBa n1a ce BHIMaBa, 3a Ja ce U30ETHE CIy4ailHOTO WHKeKTHpaHe Ha Xeplion B KPhBOHOCEH Ch/I.

Hurpaonepatusen duaonu upuc cuaapom (MOUC)

HN®OUC e HabnrogaBaH 1o BpeMe Ha orepaiys Ha KaTapakTa Ipy HallMeHTH, JISKyBaHH C JICKapCTBEHH
NPOJIYKTH ¢ e(DEeKT Ha (ja-apEeHEePTUICH aHTaroHUCT, kKaTo Xeplion (Bxk. Touka 4.8).

NOUC Moske 1a NOBUILIY pUCKa OT OYHH YCIOKHEHUS 110 BpeEMe Ha U ciell onepanusara. Hacrosimara
WY TIpeIMIIIHA YIOTpeOa Ha JeKapCTBEHU MPOAYKTH ¢ anda la-apeHepruueH aHTarOHUCTHICH eeKT
TpsiOBa J]a ca U3BECTHHU HAa OYHUS XUPYPT Mpeau oneparusaTa. [loreHanyaTa rmoisa oT CIUpaHeTo Ha
anda 1-Onokuparara Tepanus Mpeay ornepanus Ha KaTapakTa He € YCTaHOBEHA U TpsiOBa 1a 0be
MpelieHeHa CIIPsIMO PHUCKa OT CIIMPaHEe Ha TepanuaTa ¢ aHTUIICUXOTHUIIH.



Tlomonrau BCIICCTBA

To3u JekapcTBEH MPOAYKT ChABPHKA Mo-Maiko oT 1 mmol Hatpwuii (23 mg) Ha 7034, T.€. MPAKTUIECKH
HE ChIbpKa HATPHH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

[IpenopbuBa ce MOBUILICHO BHUMaHKE, KOrato Xeplion ce mpeAnucaa ¢ JiekapcTBa, 3a KOUTO €
M3BECTHO, ye yabrkaBaT QT uHTepBana, kato kiac [A aHTHapUTMHUYHH CpecTBa (HaIlp. XHHUIUH,
nuzonupamun) U kiac 11 antnaputMudny cpeacTBa (Hamp. aMHMOAAPOH, COTANIOMN), HIKOU
AHTUXUCTAMHUHH, HIKOU APYTH AHTUIICUXOTHULH, KAKTO M HAKOM aHTHUMAJIAPUHHH CPpEACTBa (HAIP.
Meduioxun). To3u CUCHK € MHAWKATHBEH U HE € N34epIiaTelicH.

HOTGH]_II/IaJ'I Ha XCDHOH Ja IIOBJIWABA JPYIH JICKAPCTBA

He ce ouakBa NMaAJTUIICPUAOH Aa IMPEAN3BUKBA KIIMHUYHO 3HAYNMU Q)apMaKOKI/IHeTI/I‘IHI/I
B3aHMOILefICTBPIH C JICKapCTBa, KOUTO CC MeTa6OJ’II/I3I/IpaT Upe3 MUTOXPOM P-450 uzocH3umuTe.

Karo ce nma npeiBui OCHOBHUSAT e(heKT Ha MATUIIEPHIOH BEPXY [IEHTpPaTHATA HEPBHA CHCTEMA
(IHC) (Bk. Touka 4.8), Xeplion Tpsi0Ba a ce U3M0J3Ba ¢ IOBUIICHO BHUMaHUE B KOMOUHAIIUS C
JpyTH JeKapcTBa, kouto aerictear Bbpxy LUIHC, KaTo aHKCHOIMTHUIIN, TTOBEYETO aHTUIICUXOTHIIH,
CHHOTBOPHHU, OTIUATH U T.H., UK C AJIIKOXOII.

[ManumepumoH MoXke a aHTaroHU3upa e)ekra Ha JIEBOJIOMA U IPYTH TOTIAMUHOBH arOHUCTH. AKO ce
cMsiTa, 4e Ta3u KOMOMHAIUs € HeoOX0[uMa, 0COOCHO B KpallHUS cTaauil Ha 6onectTa Ha [lapkuHCOH,
Tpsi0Ba Ja ce Ipe/KcBa Hal-HUCKaTa e(peKTUBHA J103a OT BCSIKO JICKAPCTBO.

[lopanu moTeHMana Ha JIEKapCTBEHUS POAYKT Aa NPEAN3BUKBA OPTOCTATHYHA XUIIOTOHHS (BX.
Touka 4.4), npu npuiaraseto Ha Xeplion 3aeHO ¢ APYTH TEPANIEBTUYHHU CPEJICTBA, KOUTO CHIO UMAT
TaKbB MOTEHIHAJI, HATIP. APYTH aHTUIICUXOTHUIH, TPULUKINYHA aHTHJICTIPECAHTH, MOXKE /1a Ce
HaOIr0/1aBa aJUTUBEH e(EeKT.

[IpenopbuBa ce MOBUILIEHO BHUMAaHHE, B CIIy4al Y€ MaJTUIICPHIOH C€ KOMOMHUPA C IPYTH JICKApPCTBa,
3a KOUTO Ce 3Hae, Ye IMOHIDKABAT Mpara Ha rbpuoBete (Harp. peHoTHa3nHu Wi 0yTupoeHOHH,
TPUIUKIINYHA aHTUICTIPECAHTH WU CEJIEKTUBHU HHXHUOUTOPU Ha 00paTHOTO 3aXBalllaHe Ha
cepotonuna (SSRI), Tpamamon, MmedIoXuH U 1p.).

EnnoBpemMeHHOTO IpuiiaraHe Ha nepopaicH NaIUIEPUIOH Ta0lIEeTKU C yIBIKEHO 0CBOOOKIaBaHE B
CTallMOHAPHO cheTosiHUE (12 Mg BEHBK JIHEBHO) C IUBAIIPOSKC HATPUH TAOJIETKU C YABIDKCHO
ocBoboxaaBane (500 mg o 2 000 mg BeqHEXK THEBHO) HEe OKa3Ba eekT BbpXy hapMakOKHHETHKATA
B CTallHOHAPHO CHCTOSHHUE HA BAJIIPOATA.

He ca npoBexmanu mpoy4yBaHus 3a B3aNMOJICHCTBUATA MEXy Xeplion U JINTHIA, BBIIPEKH TOBA
CBIIECTBYBA MaJIKa BEPOSATHOCT OT (DapMaKOKMHETUYHHU B3aMMOJICHCTBUSI.

IToTrenuman Ha APYIU JEKApCTBA J1a HOBJIMUABAT Xeplion

[IpoyuBanus in vitro nokassar, ye CYP2D6 u CYP3A4 morat na uMaT MUHUMAJIHO y4acTHE B
MeTa00JIM3Ma Ha MAJTUICPUI0H, HO HUTO in Vitro, HUTO in Vivo UMa NpPU3HAIH, Y€ Te3H U30E€H3UMHU
UTpasT 3HauMMa poJid B MeTabosM3Ma Ha najaunepuaod. EAHOBpeMEeHHOTO Npuiiarane Ha IepopaieH
NATUIEPUIOH C TAPOKCETHH — MolleH nuxuourop Ha CYP2D6, He noka3Ba KIMHUYHO 3HAYUM €(EeKT
BBPXY (papMaKOKHHETHKATa Ha TaJUIIEPUIOH.

EnHoBpeMeHHOTO NprIIarane Ha IepopajieH NATUIEPHUIOH C YIBIDKEHO 0CBOOOKIaBaHE BEIHBK

JTHEBHO ¢ kapOamaszenud 200 mg /1Ba IHTH JHEBHO BOJH JI0 HAMAISIBAHE C TIPUOIM3UTENHO 37% Ha
MexauHHATa Cmax B cTarmoHapHo cberosiuue 1 AUC Ha nanunepunon. ToBa HamalieHue B
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3HAYUTENIHA CTETIEH Ce MIPUYUHIBA OT yBelandaBaHe ¢ 35% Ha OBOpevYHHS KIUPHHC HA TTAUATIEPHIOH
BEPOSTHO B Pe3yJTaT Ha HHIyIHpaHe Ha ObOpeurn P-gp oT kapOamazenud. OT IEKOTO HaMalsIBaHE HA
KOJIMYECTBOTO HA aKTUBHOTO BEIIECTBO, CKCKPETHPAHO HEIIPOMEHEHO B ypUHATa, MOXKE JIa CE
MPEIOJI0KH, Ye € uMaio ciad edext Bbpxy CYP Merabonu3ma niv OMOHATMYHOCTTA Ha
TIAATISPHIOH TI0 BpEME Ha eITHOBPEMEHHOTO TpuiiaraHe Ha kapOamasenuH. [Ipu mo-Bucoku 1031 Ha
KapOaMasernuH MoraT Jja ce IoJy4aT IMO-ToJIEMH HaMaJIeHUs Ha IUIa3MEHUTE KOHIISHTPAINH Ha
nanunepuoH. [Ipu 3amouBanero Ha kapbamasenuH jo3aTa Ha Xeplion TpsiOBa ja ce mpepasriena u
yBeNIU4H, ako € Heo0xoaumo. ChOTBETHO TIPH CITUPAHETO Ha KapOama3enuH qo3ara Ha Xeplion TpsOBa
Jla ce mpepasriiefia 1 Hamalli, ako € He00X0IMO.

EnHOBpeMEHHOTO MpuiIaraHe Ha €IMHUYHU J03U NIEPOPAJICH MATHUIICPUIOH TAOJETKH C YABIDKEHO
ocBoOOXKAaBaHe 12 mg ¢ qTUBANIIPOEKC HATPUH TaOIETKH C YIBIKEHO OCBOOOKIaBaHe ([[BE TaOIEeTKH
ot 500 mg BeHBK JHEBHO) BOAM 10 yBeauuaBaHe Ha Cpax 1 AUC Ha MaqunepuaoH ¢ NpuOIM3UTEIHO
50%, K0eTo BEpOSTHO Cce Ab/DKU Ha yBEIMUYeHATa repopaiHa abcopOuus. Twil kaTo He ce HaboaaBa
e(eKT BbpXY CUCTEMHUS KIUPHHC, HE C€ 0UaKBa KIIMHUYHO 3HAYUMO B3aHMOCHCTBUE MEKIY
JUBAIIPOCKC HATPU TaOJIETKH C yIBIDKEHO 0CBOOOXK1aBaHe U Xeplion HHTpaMyCKyJTHA MHIKEKITHS.
He ca npoBexnanu mpoy4BaHus 3a ToBa B3aumoieiicteue ¢ Xeplion.

EHHOBDGMGHH& VHOTDe6a Ha XCDHOH C pUCTICPHUAOH HMJIH NECPOPATICH NATUIICPHUIAOH

TBif KaToO MaJUMEPUIOH € OCHOBHUAT aKTHBEH METAaOOINUT Ha PUCTIEPUIOH, TpsIOBA J]a ce BHUMAaBa Ipu
€THOBPEMEHHOTO MPHJIOKEHHE Ha Xeplion ¢ prCIepHIOH WK C IEpOpaieH MaUIEePUIOH 3a
NPOJIBIDKHUTEIICH MEPUOJT OT BpeMe. JlaHHHTe 3a Ge30macHOCT IpH ynoTtpedara Ha Xeplion ¢ npyru
AHTUIICUXOTHUIN Ca OI'PaHUYCHU.

EnnoBpeMmenna yrorpeba Ha Xeplion ¢ IICUXOCTUMYJIAHTH

EnHoBpeMeHHaTa ynorpeba Ha MCUXOCTUMYJIAHTH (HAIp. METHII()EHUAAT) ¢ MATUIICPUIOH MOXKE Ja
JIOBEJIE 10 eKCTPAMUpaMUJIHA CUMIITOMH TP MPOMSIHA Ha €THATa WK U Ha JIBETE TepamnuH (BK.
Touka 4.4).

4.6 DepruauTer, O)PEeMEHHOCT U KbpPMeHe

BpemeHHoCT

Hsma noctarsuno gaHHU 3a ynorpeOaTa Ha MAIMIEPUIOH MO BpeMe Ha OpeMeHHOCT. HTpaMycKymnHO
WHXCKTUPAHUAT NAJTUIICPUAOHOB IMAJIMUTAT U MICPOPATTHO IMMPUITOKCHUAT NATUIICPUIOH HAMAT
TepaToreHeH e(heKT B MPOyUYBAHUATA IIPH )KUBOTHH, HO C€ HAOIIOAaBaT IPyTH BUIOBE PEIIPOAYKTHBHA
TOKCHYHOCT (BX. Touka 5.3). [Ipu HOBOpOIeHH, M3JI0’KEHH Ha MANTUICPUAOH MIPE3 TPETHsI TPUMECTBP
Ha 6peMeHHOCTTa HMa PUCK OT HEKECJIIaH! JICKaPCTBCHU PCAKIIWH, BKIIIOYBAIIU CKCTpanupaMuJIHN
CHUMIITOMH I/I/I/IHI/I CUMIITOMHU Ha OTHEMAHE CJICA PpAXXAaHETO, KOUTO MOrar Jia Bapupar 1o TEXKECT U
NPOIBIDKUTENHOCT. JIOKIaABaHM ca Cilydad Ha Bb30ya, XMIIEPTOHUS, XUIIOTOHUS, TPEMOP,
COMHOJICHTHOCT, PECIIMPATOPEH TUCTPEC MM XPAaHUTEIHN Pa3CTPOUCTBA. 3aTOBa, HOBOPOACHUTE
TpsiOBa J1a ObJIaT BHUMATEIIHO MOHUTOpHPaHU. Xeplion He TpsiOBa Ja ce U3I0JI3Ba 10 BpeMe Ha
OpEMEHHOCT, OCBEH B CIy4ail Ha KaTETOPHYHA HEOOXOJMMOCT.

Kopmene

[IpunoskeH B TepaneBTHYHU 103U Ha KbPMEIIH JKEHH, MAJUIIEPUIOH C€ EKCKPETHPa B KbpMaTa 10
CTEIICH, IIPU KOSTO MMa BEPOSITHOCT 3a MOsiBa Ha e()eKTH MPpH KbpMadeTo. Xeplion He TpssOBa aa ce
W3I0JI3Ba B [IEPUOJIa HA KbPMEHE.

DepTUnuTer

He ca HaGmoaBaHu ChbOTBETHH €)EKTH NIPU HEKJIMHUYHU MPOYYBAHHS.
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4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

[ManunepuoH MoXke J1a MOBJIMAEC B MaJIKa WIIM yMEpeHa CTEIeH CIocoOHOCTTa 3a modupaHe u padora
C MalllMHU, TOpaJiy MOTeHIMATHUTE e(DEKTH BEPXY HEpBHATA CHCTEMa U 3pEHHETO, KaTo ceanus,
COMHOJICHTHOCT, CHHKOII, 3aMbIJIEHO 3peHue (Bx. Touka 4.8). Ilopagu ToBa, Ha mauueHTuTe TpsAOBa na
ce mpernopbya Ja He modupat 1 padoTAT ¢ MAllMHHU, TOKATO HE CTaHEe U3BECTHA TAXHATA
WHIMBUIyalTHa YyBCTBUTEIHOCT KbM Xeplion.

4.8 Hexenann JeKapCTBEHH PeaKINU

O0600menue Ha npoduia Ha 6€30MaCHOCT

Hexenanute peakiiuu, KOUTO ca JOKJIaJIBaHU Hali-ueCTO NPU KJIMHUYHHU MPOYYBAHUS Ca HHCOMHUSI,
rJ1aBo0osKe, 0€3MOKONCTBO, MH(EKIMKM HAa TOPHUTE TUXATEIHH IIBTHIIA, PEAKIUI Ha MSICTOTO Ha
WH)XEKTHpaHe, TapKUHCOHU3bM, MTOBUINIABaHE HA TETTIOTO, aKATHU3US, QKUTAIHS,
Ce/Ianus/COMHOJICHTHOCT, TaJleHe, KOHCTUTIAIUS, 3aMaiiBaHe, MYCKYIJIHO-CKeJIeTHa 0OJIKa, TaXUKap s,
TpeMop, abloMUHaITHa 00JIKa, TOBpBIIane, quapus, ymopa u nuctonus. Ot te3u HJIP akatuzus u
CeJaus/COMHOJICHTHOCT CE OKa3BaT J03a-3aBUCHMHM.

TabauyeH CIMCHK Ha HEXETAHNUTE pPCaKknu

CrnieBaT BCHYKHU HEXKENAHU PEaKIUU, KOUTO C€ ChOOIABaT ¢ MAIHUIISPHIOH IO YECTOTHH KaTeTOPHH,
OIICHCHU B KIIMHUYHM MTPOYYBAHUS C MAJNCPUIOH MAIMHUTAT. M3110/13BaT Ce CACIHUTE TEPMHUHH 32
yecroraTta: MHOTO uecTd (> 1/10); wectu (> 1/100 go < 1/10); meuectu (> 1/1 000 o < 1/100); penku
(> 1/10 000 no < 1/1 000); muOTO peaku (< 1/10 000); c Hen3BecTHA YecTOTa (OT HATMYHUTE JaHHU HE
MOJKe J1a ObJIe HallpaBeHa OIICHKA).

Cucremo- Hexes1anu peakumnu
OpraHeH KJjac YecToTa
Mmuoro YecTH HeuecTn Penxn C Hen3BecTHA
YyecTH yecToTa?
Nudexnym n UHpEKIUS Ha [IHEBMOHUSI, OPOHXHUT, HHpEKLIUS Ha
uHpecTanum TOPHUTE AUXATEIHU | MHPEKIHS Ha o4uTe,
I’pTHIIA, I/IH(i)eKHI/ISI JUXAaTCIIHUTC IIbTHUILA, aKapoACpMaTur,
Ha ITINKOYHUTC CHUHY3UT, HUCTUT,
IIBTHUIIA, TPUI HH}EKIHs Ha YXOTO,
TOH3UJIUT, OHUXOMUKO3H,
HEJYJIAT, IOJAKOXEH
abcrec
Hapymenus na HamaJeH Opoit 6enn HEYTPOIIEHUS, arpaHyJoluTo3a
KPbBTa U KPBBHH KJICTKH, aHEMUS TPOMOOLIUTOTICHUS,
nmumdHaTa TOBHIICH Opoit
cHcTeMA eo3uHOpIIH
Hapy]_HeHI/IS{ Ha CBp'bX'-lyBCTBI/ITeHHOCT aHa(bI/IJ'laKTI/I‘lHa
MMYHHATa CUCTEMa peakuusi
Hapymenus na XUIEPHPOTAKTUHEM HEMOAX0AA111a
CHJOKpUHHATa us® CCKpenus Ha
cHUCTeMa AHTUIUYPETUYCH
XOpMOH, HaJIM4ue
HA 3aXap B ypHUHATa
Hapymenus na XUIEPTIUKEMUS, 3axapeH auader’, nrabeTHa BOJIHA
MeTaboau3Ma 1 MOBHUIIABAHE HA XUIIEPUHCYIIUHEMUS, KETOoaluna03a, HHTOKCUKAIUSA
XpaHeHeTO TCrjaorTo, ITOBHUIIICH aIlICTUT, XUIIOTJIMKECMHU I,
IIOHM>XaBaHEC Ha aHOpeKCI/IH, IMOBUILICHHU IMOJIUAUIICU S
TErji0To, HAMaJICH TpI/Il"J'[I/lLlepI/IJlI/I B Kp”bBTa,
areTuT INOBUIICH XOJIECTEPOJI B
KpPBBTa
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Tlcuxuunu WHCOMHHUS" | a)XKHTaIus, HapyIIeHHS HA CBH, KaTaTOHUS, Pa3CTPONCTBO Ha
HapyIICHHS Jenpecus, MaHHs1, HAMAJICHO CBCTOSIHUE Ha XpaHeHeTo,
6Ee3O0KOMICTBO M0N0, HEPBHOCT, 00BpKaHOCT, CBBP3aHO ChC
Koumapu COMHaMOYJIH3bM, CBHS
HpUTBIICHA
qyBCTBHTEIIHOCT,
aHoprasmus
Hapymienus Ha apKUHCOHU3bM®, TapJUBHA TUCKHHE3NUS, HEBPOJICHTHYCH nuabeTHa KoMma
HEpBHATA CHCTEMA aKaTH3Us®, ceflauust/ | CHHKOII, ICHXOMOTOPHA MaJIMTHEH CHHIPOM,
COMHOJICHTHOCT, CBPBXaKTHUBHOCT, HCXEMHS Ha
JUCTOHHS®, MOCTYypaJiHa 3aMasiHOCT, MO3bKa, JIUICa Ha
3amaiiBaHe, HapylleHue Ha peakius Ha
JTUCKUHE3Us®, BHHMAaHHUETO, TU3apTPUsi, | CTUMYJIH, 3aryda Ha
Tpemop, JCTey3Hsi, XUIIOeCTe3ns], | Chb3HAHUE,
riaBobosue napecTe3usi HOHIKEHO HUBO Ha
Cb3HAHUE,
KOHBYJICUW",
HapyLIeHHe Ha
PaBHOBECHETO,
abHOpMHA
KOOPAWHALHSA,
TpEeMOp Ha riiaBara
Hapymienus Ha 3aMBIJICHO 3peHHE, rjayKoma, Gutonu upuc
oumTe KOHIOHKTHBHT, CyX0Ta B HapyLIeHHs Ha CHHJIPOM
o4uTe JIBH)KCHHUATA HA (uHTpaoneparu
OYHTE, BBPTCHE Ha BEH)
ouure, PoTododus,
MOBHIIECHO
CBJI300T/EISHE,
OKyJ1apHa
XUIEPEMHUS
Hapymenus na BEPTHUTO, LIyM B YIIHTE,
YXOTO U 0oJKa B YXOTO
nabupuHTa
Copaeunu TaxXUKapIus aTPHOBEHTPUKYJIapeH HpPEeICHPIHO
HapyIICHHS 610K, HapylIeHa MBXKICHE, CHHYCOBa
MIPOBOAUMOCT, YIIBIDKEH apUTMUSL
QT-unTepBan Ha
eJIeKTpOKapIuorpama,
CHH/IPOM Ha TIOCTypayHa
opTocTaTHYHA
TaxXUKapaus,
Opanukapaus, abGHOpMHa
eNIEKTPOKapIHorpama,
MaJMUTalUN
CbaoBu XUIEPTOHUS XHUIIOTOHHS, 6esonpobeH UCXEMUs
HapyIICHUS OpTOCTaTHYHA XUIIOTOHUS | eMOOJIU3BM,
BEHO3Ha TpoM003a,
3a4epBsiBaHE Ha
JIMLETO
Pecniuparophu, KaIlllINIA, Ha3aJIHa JIACITHES, CHHIPOM Ha ChbHHa | XHUIEpBEHTHIA
IPBIHU U KOHTECTHS (apuHronapuHreanHa amHesi, 6enoapobHa | 1ms,
MeTHACTHHATHI 60JIKa, eMUCTAKCHC KOHTIeCTHSI, acIIMpalioHHa
HapyIeHus KOHI'eCTHS Ha [THEBMOHMS,
pecrupaTopHus nuchoHus
TPaKT, XpUIIOBE,
XpHUITEHE
CroMarHo- KopeMHa 0oJIKa, KopeMeH auckomdopr, MaHKPEaTUT, YpeBHA | WIIEYC
YpPEBHU HOBPBILAHE, TacTPOCHTEPHT, HEMPOXOJUMOCT,
HAPYILEHHS rajicse, nucdarus, cyxora B MO/IyBaHE Ha e31Ka,
KOHCTHIIALMS, ycTaTa, GruaryJieHIus (bekanHa
JMapHsl, AUCIICTICHUS, HMHKOHTHHCHIIHS,
3600001 (dexanoma, Xeiur
XemnaroOuarapHu MIOBUIIICHU [OBUIIEHA KBJITEHULIA
HAPYIICHUS TpaHCaMHUHA31 ramariytamuiTpascdepa

3a, MOBUIIICHU
YEepPHOAPOOHU EH3UMHU
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Hapymenus na
KOXara u
MIOJIKOYKHATa
TBKaH

YPTHUKapHs, IPypPHUTYC,
o0puB, ajnonenus, eKk3eMa,
cyXa KoXKa, epuTeMa, akHe

JIeKapcTBEH 00puUB,
XHIIepKepaTosa,
cebopecH
JePMATHT, IIbPXOT

CHHIPOM Ha
Stevens-
Johnson/Toxcrnuna
enuaepManHa
HEKPOJIH3a,
aHTHOEIEM,
IpOMsiHA B I[BETA
Ha KoxXkaTa

Hapymenus na
MYCKYJIHO-
CKEJICTHAaTa
cHucTeMa,
CHhEIUHHUTEIHATA
TBKaH U KOCTUTE

MYCKYJIHO-CKEJIETHA
0oiika, OoJKa B
rep0Oa, apTpanrus

MOBHIIICHA
KpeatuHpocPoKknHa3a B
KPBBTa, MyCKYJIHU
CIa3MH, CKOBaHOCT B
CTaBHTE, MyCKYJIHa
craboct

pabnomuonusa,
MoJlyBaHe Ha
CTaBUTE

HeoOHM4aiiHa 1mo3a

Hapymenus na
O0BOperuTe U

He3aJbp>KaHe Ha ypuHa,
MOJIAKUYpUSl, IU3ypHUs

peTeHLus Ha ypuHa

MMUKOYHUTE
IBTHILA
CocTosHMS, HEOHAaTaJIeH
CBBP3aHHU C CHHIPOM Ha
OpPEMEHHOCTT, OTHEMaHe (BX.
ponoBus u TouKka 4.6)
TTOCIIEPOIOBHSI
IEpUOL
Hapymenus na amMeHopes epeKTUIIHA TUCHYHKIINUS, [IPUANU3BM,
BB3MPOU3BOIUTEIT HapyIICHUC Ha AuckoMpOpT B .
HaTa CHCTEMA U SSKyJAlnATa, HEpeJOBHA | T'bPAATa, 3aCTOU B
rBpaaTa MEHCTpyanus”, TBpINTE,
THHEKOMACTHS, yronemsiBaHe Ha
rajgakTopes, CeKCyaliHa I'bPANTE, BATMHAIHO
nuchyHKIus, 6oiKa B Te4eHHe
rppaaTa
O0mm HapyLICHUS [IUPEKCHUsl, ACTEHUS, OTOK Ha JIMLETO, OTOK", XUIIOTEPMHUSL, MOHUKEHA
u epeKTH Ha yMOpa, peakiyst Ha | IOBHUILICHA TeIeCHa BTpHUCaHE, XaxX/a, TeJlecHa
MSICTOTO Ha MSICTOTO Ha TeMIeparypa, HapyIeHa CHHZIPOM Ha TeMIIeparypa,
NPHIOKEHHE HHKEKTHPaHe MOX0/1Ka, O0Ka B oTHeMaHe, abcrec HEeKpo3a Ha
IBpANTE, AUCKOM(DOPT B Ha MSICTOTO Ha MSICTOTO Ha
o0JacTTa Ha I'bpANTE, HHXXEKTHpaHe, UHXXEKTHPaHe,
HEPa3IoJIoKEHNUE, LEJTyJINT Ha 3Ba Ha MACTOTO
HHIAYpauus MsCTOTO Ha Ha WHXXCKTHUPaHE
HHXXEKTHpaHe,
KHCTa Ha MSICTOTO
Ha UHKEKTHPaHe,
XEeMaToM Ha
MSICTOTO Ha
HHXEKTHpaHe
HapansBanus, najaHe
OTpaBSIHUS U
YCIIOXXHEHUS,

BBH3HUKHAIIU B
pesyarTaT Ha
MHTEPBEHIIUH

a

UecToTata Ha HEXKEJIAHUTE p€akuyu € onpeacsi€Ha Kato Kareropus,,C HEU3BECTHA ‘leCTOTa”, 3a10TO HE Ca Ha6J'll0IlaBaHH B

KIIMHAYHU NPOYYBAaHUA HA NAIUIICPUIOHOB ITAJIMUTAT. Te ca IMOJIy4Y€HH OT CIIOHTAHHU INOCTMAPKETHUHIOBU C’bO6HICHI/I§I u

4eCTOTaTa MM He MOXKe Ja ObJie Onpe/IesicHa UK Ca yCTAHOBEHU OT AaHHUTE OT KIMHUYHU U3MUTBAHUS W/HIN
MMOCTMAPKETHHTOBYU CHhOOILECHHUS HA PUCTICPUIOH (BCHYKHU JIEKAPCTBEHH (DOPMH) HIIH TIEPOPAICH MATUIIEPUIOH.
Bmxre mo-10iy ,, XUeprnposakTHHEMHUS .

Bmkre n0-101y ,, EKCTpanupaMuIHg CHMIITOMHA” .
B mtaie60-KOHTpOIMpaHy M3MUTBAHUS CIyYan Ha 3axapeH auabet ce chobiiasat npu 0,32% OT malnueHTUTe, JICKyBaHH C

Xeplion, B cpaBuenue ¢ 0,39% B rpynara Ha miane6o. O6mara 4ecToTa OT BCHYKH KJIMHUYHH U3MUTBaHus € 0,65% 0T BCHUKH

MaIyeHTH, JekyBanu ¢ Xeplion.

A HHCOMHHS BKJIIOYBA: 3aTPyIHEHO 3aCIMBaHe, IOBbpXHOCTeH chH. KoHBysicns BkiIouBa: npunaask grand mal; Exem
BKJII0YBA: TCHEPAIH3UPAH eieM, IepudepeH eneM, Mek efeM. MeHCTpyaaHo HapylleHHe BKJIIOYBA: 3aKbCHEHUE Ha
MEHCTpYauusTa, HepeJOBHA MEHCTPYaIHsl, OTUTOMEHOpEsL.
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Hexenann PECAKIINI Ha6H}0,Z[aBaHI/I C JCKApCTBCHHU (bODMI/I Ha pUCTICPUIO0H

TBii KaToO MaTHIIEPUAOH € aKTHBEH META00JIUT HA PUCTICPHIIOH, TPODHUIUTE HA HEXKEIaHU PEaKIuy Ha
TE3W aKTUBHU BellecTBa (BKIIOUUTEIHO IEPOPATHA U HHKEKIIMOHHU POPMH) Ca ChOTHOCHMH.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Anagpunaxmuuna peaxyus

[To Bpeme Ha MOCTMAPKETHHTOBUS OIUT PSIKO ca ChOOIIABaHU CIyyad Ha aHA(QHUIAKTHYHA PEaKLIUs
CJIe]l MHXKEKIIMOHHO TIPUIIoKeHre Ha Xeplion npH MalueHTH, KOUTO MPEAH TOBA ca UMAaJIH
MMOHOCHUMOCT KBM TepopalieH pUCTIEPUIOH MK IIepopalieH HaluNepuIoH (BX. Touka 4.4).

Peaxyuu na macmomo na unxcexmupane

Haii-uecTo choOIIaBaHaTa HeXxellaHa peakiys, CBbp3aHa ¢ MICTOTO Ha HH)KEeKTUpaHe, ¢ Ooikara. [lo-
rojsiMaTa 4acT OT T€3W PeaKIhy ce ChOOIaBaT KaTo JIEKH JI0 YMEPEHH 10 TexkecT. BbB BcHuku
npoyuBaHus ¢a3a 2 u 3 ¢ Xeplion npy OLlEHKHUTE HA yIaCTHUIMTE 32 OOJIKaTa Ha MSICTOTO Ha
WH)KEKTHpaHe Ha 0a3ara Ha BU3yallHa aHAJIOroBa cKajla ce HaOlo/1aBa TeHACHIMS 32 HaMaJIeHHUE I10
YECTOTA U UHTEH3UTET C TEUCHHE Ha BpeMeTo. NHKeKIMUTe B JENTOUTHUS MYCKYJI C€ Bh3IpUEMaT
KaTO MaJIKO 1M0-00JIe3HEHU OT ChOTBETHUTE HHXKEKIIMU B CEAIAIITHIS MYCKYII. J[pyrute peakuun Ha
MSCTOTO HAa MHXKCKTHPAHE Ca MPEAMMHO JICKH IO MHTCH3UTCET U BKIIIOYBAT UHAYpallUa (‘-ICCTI/I),
MPYpUTYyC (HEUECTH) U BB3IH (PEIIKH).

Exempanupamuonu cumnmomu (EIIC)

EIIC BxmroyBaT cOOpeH aHaNINU3 Ha CIETHUTE TEPMUHU: MAPKUHCOHNU3BM (BKJIIOUBA XHUIIEpCATNBAIIUS,
MYCKYJIHO-CKEJIETHA CKOBAaHOCT, TApKWHCOHU3bM, H3TUYaHE HA CIIOHKA, PUTHIHOCT TUI ,,3509aTo
KOJIeNno”, OpaluKuHE3 s, XUIIOKWHE3HsI, MACKOBUAHO JIMLE, MyCKYJIHA CKOBAaHOCT, aKHHE3Hs, BpaTHA
PHUTHIHOCT, MyCKYJIHA PUTHUAHOCT, ITAPKMHCOHOBA MTOX0/IKA, MATOJIOTUYEH pedieKec Ha T1abenara u
MApKHHCOHOB TPEMOD IPH MOKOI); aKaTH3Us (BKJIIOUBA aKaTU3Ms, 0€3MOKOICTBO, XUTIEPKUHE3HS U
CHHIPOM Ha HECTIOKOMHUTE KpakKa); AUCKUHE3U (IMCKUHE3HS, MYCKYJIHH OTPENBaHuU,
XOpeoaTeTo3a, aTeT03a 1 MUOKJIOHYC); AUCTOHUA (BKIIIOYBA TUCTOHUS, XUIIEPTOHHUS, TOPTUKOJIHC,
HEBOJICBH MYCKYJHH KOHTPAKIIMU, MyCKYJIHa KOHTPaKTypa, 6iedapocnazbM, OKyJIOTHpaIHs,
napaiusa Ha €3UKa, JHULEB CIa3bM, JaPUHIOCIa3bM, MUOTOHHUS, OHUCTOTOHYC, OpodapuHreareH
CHa3bM, IJICBPOTOTOHYC, CIIa3bM Ha €3MKa U TpU3MycC) u Tpemop. TpsiOBa na ce oTOenexku, ye ca
BKJIFOUEHH MO-IIUPOK CIEKTHP OT CUMIITOMH, KOUTO HAMAT HEMPEMEHHO eKCTParupaMuIeH MPOU3XO/I.

Tosuwasane na meenomo

[Ipu 13-cenmuuno poyuBaHe, BKiIouBamio 150 mg HavanHa 103a, IPU 9acTTa OT MallueHTHTE C
aOHOPMHO TTOBHINIABAHE Ha TETIIOTO > 7% ce HaOJtojaBa 1030-3aBUCHMa TeHICHITUS, ¢ 5% dYecToTa Ha
nosiBa B IJianedo rpymnara, B CpaBHEHHE CbC chOTBETHO 6%, 8% u 13% npu rpynute ¢ Xeplion 25 mg,
100 mg u 150 mg.

ITo Bpeme Ha 33-ceIMUYCH OTKPHUT MPEXOICH/TIONIBPIKAII TIEPHO HA MPOYYBAHETO 34 BJITOCPOUHA
NpEBEHIIMS Ha MOBTOPHATA MOsiBa, 12% OT marueHTuTe, JeKyBaHu ¢ Xeplion, OTroOBapsAT Ha TO3U
KpuTepuH (MOBHIIIABAHE HA TETJIOTO OT > 7% OT ABOMHOCHsAMAaTa (asza 10 KpaiiHaTa TOUKa); cpeHaTa
(SD) mpoMsiHa Ha TETJIOTO OT M3XOAHOTO HUBO Ipe3 oTKpuTata ¢asza ¢ + 0,7 (4,79) kg.

Xunepnponaxmunemusl

[Ipu xIMHUYHYN POyYBaHUS ce HAOJI0AaBaHa [TOBUIIABAHE Ha MEUaHATa HA CEPYMHHUS IPOJaKTHH
NpY TALMEHTH OT JIBaTa MoJja, KOuTo noiy4aBat Xeplion. HexxenanuTe peakiinu, KOUTO MOTaT Ja
IpeArnoaraT NOBUIIAaBaHe Ha HUBATA HA MPOJAKTHH (HAIp. aMEHOPEs, TalakTopesl, HapyILIeHHUS B
MEHCTPYaJIHHsI HUKBJI, TAHEKOMACTHSI), ca ChoOIIaBaHu mpu oomo npu < 1% OT manueHTure.

Edextu 3a TepanieBTUYHHUS KIacC

[Ipu aHTUTICHXOTHUIIMTE MOKE J1a BB3HUKHAT yIbibkaBaHe Ha QT MHTepBana, BeHTPUKYJIAPHU apUTMUH
(BeHTpUKYJIapHa QUOpMIIAINs, BEHTPUKYJIapHa TaXUKap/I¥si), BHE3aTHa HEOOsICHUMA CMBPT, ChpJIeUeH
apect u torsade de pointes.
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CroOmiaBar ce cirydan Ha BEHO3HA TPOMOOEMOOITHS, BKIIFOUUTEITHO CIydan Ha O6er1oapooeH
eM00IM3bM U TpoMO03a Ha JBJIOOKUTE BEHH MTPH aHTUIICUXOTUYHHUTE JICKAPCTBEHH MPOIYKTH (C
HEU3BECTHA YECTOTA).

C’BO6H_[aBaH€ Ha IMoaA03HupaHn HEKCIIaHU PCAKITUNA

Cpo01aBaHeTo Ha IMOJIO3UPAHN HEKEJIAaHU PEaKLUH CJIe]] pa3pellaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOIYKT € BaskHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOACHUETO Ha ChOTHOILICHUETO MOI3a/PUCK 3a
JIEKapCTBEHUA MPOIyKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3MUCKBA /1a ChoOIaBaT BCsKa
HOI03MPaHa HeXXeJIaHa PeaKlys uype3 HallMoHalHa CHCTeMa 3a ChoOIIaBaHe, IOCOYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane
CumnroMu

[To mpuHIHII, OYaKBaHUTE TPU3HAIM ¥ CHMITOMHU Ha TIPEJO3UpaHe Ce U3pa3siBar B yCUIBAaHE HA
U3BECTHHUTE (hapMaKOJIOTHYHN e(DEeKTH Ha NAJUIICPUIOH, T.€. ChHIMBOCT U CEIALVs, TAXUKAPIHS 1
XUIOTOHHS, YAbkaBane Ha QT nHTepBana v eKCTpanupaMuaHd cuMnToMH. ,, Torsade de pointes” u
KaMepHH (GpUOpHIIAINY ce ChOOIIABAT IIPU MALMEHT B CIy4Yall Ha PeI03UpaHe ¢ epopalieH
najaunepunoH. B ciydaii Ha ocTpo mpemo3upane TpsOBa Aa ce MMa MpeBHI] Bb3MOKHOCTTA Ja ca
NPUETH PA3IHYHU JICKapCTBA.

Jleuenune

Koraro ce mpelieHsBaT TepaneBTHUHUTE HY)K/IU M [IEPUO/Ia Ha Bh3CTAHOBSABAHE, TPSOBA Jla e UMa
MPEJIBU] €CTECTBOTO Ha JICKAPCTBEHUS MPOIYKT C YIBIIKEHO OCBOOOXKIaBaHE M IBJITHS MTOJTY)KMBOT Ha
eNMMUHUpaHe Ha manunepuaoH. [lanumepunon Hama cnenuduyueH anTuA0T. TpsadBa na ce mpuioxar
001IM TTOITBPIKAITY MEpKH. TpsiOBa Aa ce OCUTYPST U MOAABPYKAT CBOOOIHU JUXATCIHHU TBTHIIA,
HAaCHIIIAHE C KUCIIOPO/I MU BEHTWIMPAHE.

Tps6Ba na 3anoyne He3a0aBHO HAOJIOJCHNE HA CHPIEYHOCHA0BATA CUCTEMA, KOETO /1a BKIIOUBA
TPOJIBIKUTEIHO EIEKTPOKapAOTpadcko MOHUTOPHPAHE 33 €BEHTYaTHA apUTMUU. XUIIOTOHUSITA 1
LUPKYJIATOPHUAT KOJIATC TPAOBa aa ObJaT JEKyBaHH ChC CbOTBETHUTE MEPKH, KATO HHTPABEHO3HU
BJIMBaHUS HA TEYHOCTU M/MJIM CUMIIATUKOMUMETUIH. B ciyyaii Ha TEXXKH eKCTpanupaMuaHu
CHUMIITOMH TpsiOBa jia O'bAaT MPHIIOKEHN aHTUXOJIMHEPTUIHHU cpelicTBa. HemocpencTBeHOTO
HaOJIIoIeHNe U IIpocieAsBaHe TpsiOBa Ja MpOabIKAT, JOKATO NAIMEHTHT CE Bb3CTAaHOBH.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

®apmakoTepaneBTiuHa rpyna: Ilcuxonentunn, apyru antuncuxorunn, ATC koa: NOSAX13

Xeplion chabpika parieMuvHa cMec oT (+)- 1 (-)-TaTunepuaoH.

MexaHu3bM Ha IEWCTBUE

[TanunepuoH € CeeKTUBEH OJIOKEp Ha €PEKTUTE HA MOHOAMUHA, YUUTO (hapMaKOJIOTHYHU CBOHCTRA
ca pa3JIn4HU OT T€3W Ha TPaAULMOHHHUTE HeBposienTHLy. [lanunepunon ce cBbp3Ba 34paBo Che
ceporonnHepruynute 5-HT2- u nonamunepruunnte D2-penenropu. [lanunepunon 61okupa chiio
anda l-agpeHepruyHUTE PEUEHTOPH U B 0-ciiada creneH H1-xucraMmuuepruunuTe u anda 2-
aapeHepruuHuTe perentopu. GapmakosoruyHaTa akTUBHOCT Ha (+)- U (-) eHaHTHOMEPUTE Ha
MAJANIEPHUIOH €A KOJINYECTBEHO U KAYECTBEHO CXOHM.
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[TanunepunoH He ce CBBP3Ba C XOJMHEPIMUHUTE PELIENTOPU. BbIpekn ye nanunepuoH € MomieH D2-
AHTaroHKCT, TOPaJN KOETO Ce CMSTA, Y€ TOH OBNIAASABa NO3UTUBHUTE CHMITOMHTE Ha IN30(QPEHHUS,
TOW TpeIN3BHKBA M0-cllaba KaTaJerncus 1 mo-cnabo HamamsiBa MOTOPHUTE (PYHKIIUHM B CPaBHEHHE C
TPaJUIMOHHUTE HeBpoOJeNnTUIlH. [IpeobiaiaBamusT IEHTpaIeH aHTarOHU3bM CIIPSMO CEPOTOHUH
MOJKE /1a HaMaJIi TIOTEHIMalIa Ha NAIMIIEPHIOH Ja IPUUNHABA EKCTPATUPAMUIHN HEXKETaH! PEaKIiy.

Kinnnnuna edukacHocT

Ocmpo neuenue na wuzogpenus

EduxacnocrTa Ha Xeplion 3a ocTpo siedeHne Ha MU30(PPEHUs € YCTAHOBEHA B YETUPU KPATKOCPOUHU
(emHO 9-cemMuyHO M TpH 13-CeIMUYHM), TBOMHOCIICIH, PaHJIOMHU3UPAHH, TIAIC00-KOHTPOIHPAHH
Npoy4BaHus ¢ GPUKCHpaHa 1032 3a JIeUeHHE Ha XOCIUTAIM3UPAHI Bb3PACTHH NAMEHTH C OCTBP
pelunuB, KOUTO OTTOBAPAT Ha KpuTepuute 3a musodpenus no DSM-1V. @ukcupanute no3u Xeplion
TIpU TE3W MPOYUBAHU ca IpujlaraHu Ha JeH 1-Bu, 8-Mu u 36-TH B 9-ceIMHYHOTO MPOYYBaHE U
JOIIBJIHUTENHO Ha JieH 64-1u oT 13-cenmuunuTe npoyuBanus. [lo Bpeme Ha OCTpOTO JeUeHHE Ha
mu3odpenus ¢ Xeplion He ce Hajara JOIIBJIHUTEIHO JO0ABSIHE Ha IEPOPATHA AHTUIICUXOTHUIIH.
[IppBUYHATA KpaifHa TOYKa 32 epUKAaCHOCT € HaMalieHue Ha oouws ckop 1o CkanaTa 3a IO3UTHBHU U
HeratuBHU cuMnTomu (Positive and Negative Syndrome Scale (PANSS)), kakTo e nmokazaHo Ha
cneapamara tabnumna. PANSS npeacransBa BaIANpPaH MHOTOCJIEMEHTEH CIIMCHK, ChCTABEH OT MET
(hakTopa 3a OlleHKA Ha MIO3UTHBHUTE CUMIITOMH, HETATUBHUTE CUMIITOMH, HEOPTaHU3UPAHUTE MUCIIH,
HEKOHTPOJIMUpaHa BpaXaeOHOCT/BB30yAa U TpeBOKHOCT/nerpecusi. yHKIIMOHUPAHETO € OI[CHEHO C
ITOMOIITa Ha cKajiaTa 3a JImuna u conmanda aktuBHOCT (Personal and Social Performance scale
(PSP)). PSP e Bannaupana ckaia, olieHsIBaHa OT JieKaps, KOATO U3MePBa JINYHOTO U COITHATIHOTO
(yHKIIMOHUpPaHE B YeTUPHU CepH: COLMAITHO TOJIe3Ha aKTHBHOCT (paboTta u 00y4yeHune), JINIHU |
COLIMAITHHU BPB3KH, TPIIKH 3a cebe CH, M HealeKBaTHO M arpECUBHO MOBEACHHUE.

B 13-ceamuunoTo npoyuBaHe (n=636), cpaBHsBaIio Tpu GuKkcupanu 1031 Xeplion (rbpBoHavaiHa
WHXKEKIUS B ICNTOMIHUS MycKya oT 150 mg, ocieaBaHa oT 3 103H B CENATUIIHUS WA ACTTONTHUS
MYCKyJ wiH oT 25 mg/4 cenmury, 100 mg/4 cenmuru wim 150 mg/4 ceamunm) ¢ rmnarne0o, BCHIKUTE
Tpu 1031 Xeplion mpeBb3XokAaT Maneco npu mogodpseane Ha oomus ckop o PANSS. B Toa
NpOoyYBaHe MMPH TepaneBTUIHNTE rpynu kKakTo ¢ 100 mg/4 cenmunm, Taka u ¢ 150 mg/4 ceamuiu, HO
He 1 25 mg/4 cenmuny, ce HaOMI01aBa CTATUCTHYECKO MPEBB3XOCTBO CIPSIMO I1anedo 1mo
oTHoueHue Ha ckopa 1o PSP. Te3u pe3ynratu noTBepKAaBaT ehUKaCHOCTTA 110 BpEME Ha LisiiaTa
MPOAB/DKUTEITHOCT Ha JICYCHHETO U Noo0psiBaHeTo Ha PANSS, xouTto ce HabroaBar oiie Ha JicH 4-
TH CBhC 3HaYMMO OTJEIIsIHE OT Iuiane0o Ha rpynute ¢ 25 mg u 150 mg Xeplion Ha neH §-mu.

Pesynrarure oT Apyru Mpoy4YBaHUs TIOKA3BaT CTATHCTHYECKH 3HAYMMH Pe3yNTaTH B rmoiiza Ha Xeplion,
¢ U3KJII0YCHUE Ha J03aTa oT 50 mg npu eIHO Mpoy4uBaHe (BK. TaOJMIIaTa mo-10J1y).

0611 cxop no CkanaTa 3a mo3uTHBHY 1 HeraTuBHU cuMiitomMu (PANSS) — mpoMsiHa 0T U3X01HO HUBO 710
KpaiiHa Touka — [Tocnenno m3pbpmeno nadomozaenue (LOCF) 3a m3nutBanus R092670-SCH-201, R092670-
PSY-3003, R092670-PSY-3004 u R092670-PSY-3007: I'pyna 3a mbpBHYCH aHAJIN3 HA €PUKACHOCTTA

[Tnane6o 25 mg 50 mg 100 mg 150 mg
R092670-PSY-3007* n=160 n=155 n=161 n=160
Cpenno n3xoaHo HEBO (SD) 86,8 (10,31) 86,9 (11,99) 86,2 (10,77) 88,4 (11,70)
Cpenna mpomsiHa (SD) -2,9 (19,26) -8,0 (19,90) -- -11,6 (17,63) -13,2 (18,48)
P-croitrOCT (cripsiMo 1uTa1e0o) -- 0,034 <0,001 <0,001
R092670-PSY-3003 n=132 n=93 n=94 n=130
Cpento n3xoaH0 HUBO (SD) 92,4 (12,55) 89,9 (10,78) 90,1 (11,66) 92,2 (11,72)
Cpenna npomsina (SD) -4,1 (21,01) -- -7,9 (18,71) -11,0 (19,06) -5,5(19,78)
P-croitHoCT (cripsiMo 1u1a1e6o) -- 0,193 0,019 --
R092670-PSY-3004 n=125 n=129 n=128 n=131
Cpento n3xoaH0 HUBO (SD) 90,7 (12,22) 90,7 (12,25) 91,2 (12,02) 90,8 (11,70)
Cpenna nmpomsina (SD) -7,0 (20,07) -13,6 (21,45) -13,2 (20,14) -16,1 (20,36) --
P-croitrOCT (crIpsiMo TUTa1e00) -- 0,015 0,017 <0,001
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R092670-SCH-201 n=66 n=263 n=68

Cpenno n3xoaHo HHUBO (SD) 87,8 (13,90) 88,0 (12,39) 85,2 (11,09)
Cpenna npomsiHa (SD) 6,2 (18,25) -- -5,2 (21,52) -7,8 (19,40) --
P-croitHoCT (cripsiMo 1u1a1e6o) -- 0,001 <0,0001

*  3a mpoyusane R092670-PSY-3007 e npunoxena HayatHa 103a oT 150 mg Ha BCHUKM YYACTHHIM B TEPATIEBTHUHUTE TPYIIH C
Xeplion Ha zieH 1-BH, IOCII€BaHA Clie]] TOBA OT OIpEAeIIeHaTa 103a.
3abenexka: OTpuuaTenHaTa mpoMsiHa B pe3yJiTaTa 03HadaBa oJo0peHue.

Tlo0ovporcane na KOHMPONA HA CUMRIMOMUME U OMIA2AHE 6b6 8PEMEMO HA PeYuous npu wu3oppenus
EdukacHocrTa Ha Xeplion 3a moaabpkaHe Ha KOHTPOJIA HA CHMIITOMHTE M OTJIaraHe BbB BPEMETO Ha
peUMINB IpH MU30(PPEHHS € YCTaHOBEHA MPH MO-ABITOCPOUHO, ABOHHOCIANO, Mianedo-
KOHTPOJIMPAHO MPOYYBaHe C He(pUKCUpaHa 1032, BKIOUBAII0 849 BE3pacTHU MAIIEHTH, KOUTO HE ca B
cTapyecKa Bb3pacT M OTTOBapAT Ha KpuTepuuTe 3a mu3odpenus no DSM-IV. Toea npoyuBane
BKJII04Ba 33-CEIMUYHO OTKPUTO OCTPO JICUCHUE U CTa0MIM3Upalna ¢asa, paHI0OMHU3HPaHa,
JIBOHHOCIIATA, M1aLe00-KOHTpoIupana ¢asza 3a HaOMI0IeHHE 32 MOsIBa HA PELUINB U 52-CEIMUYHO
OTKpHUTO Mpoab/ukeHue. Jo3ute Ha Xeplion B ToBa mpoyuBaHe BKIouBar 25, 50, 75 u 100 mg,
MpHJIaraHu MECETHO; J03aTa OT 75 mg € T03BOoJIeHa CaMO 10 BpeMe Ha 52-ceIMUIHO OTBOPEHO
npoabibkeHue. [IbpBoHavanHo yyacTHUIMTE MoTydaBaT Hegukcupanu 1031 (25-100 mg) Xeplion mo
BpeMe Ha 9-ceIMUYHMS ITPEXO0/IEH IePHO/I, MTOCIEABAHH OT 24-CeIMUYEH MOIIbpKAaIll TIEPUO/I, TIPU
KOWTO C€ M3UCKBA yYacTHHIHTE J1a uMaT ckop 1o PANSS ot < 75. Kopekmuu Ha 103UTe ce TOIMyCcKaT
camo mpe3 mepBUTe 12 ceamMuuy Ha noAabpxamus nepuo. O6mo 410 crabunu3upany NauueHTy ca
pannoMusupanu uin Ha Xeplion (MeanaHa Ha npoAbKUTeAHOCT 171 aHUM [auana3oH 1 geH mo

407 nuu]), wim Ha 1Iarne6o (Meanana Ha mpoaspKuTeHocT 105 nuu [auamazon 8 gau 10 441 nau)),
JIOKaTO MOJy4aT pelUINB Ha CHMITOMHUTE Ha MK30(ppeHHs B ABOHHOCANATa (a3a ¢ IPOMEHINBA
npoabJDKUTENHOCT. [IpoyyuBaHeTo € mpeycTaHOBEHO MO-paHo M0 MPUYUHHM, Kacaely e(hpUKacHOCTTa,
THI KaTo ce HabJI01aBa 3HAYMMO MO-IBIbI fiepuon 1o peuuaus (p < 0,0001, ¢urypa 1) npu
MAIMCHTUTE, JIeKyBaHH ¢ Xeplion, OTKOIKOTO MPH TE3H ¢ 1ianedo (koeduiueHT Ha puck = 4,32; 95%
CIL: 2,4-7,7).
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®urypa 1: Kpusu Ha Kaplan-Meier 3a Bpeme 10 peunans — MexxauHeH aHau3 (TOMmyIanus 3a
MeXIIMHEH intent-to-treat aHamu3)

(1) 3umncnen npoueHT y4acTHUIU O3 periIuB

(2) duu cnex panmoMu3anusTa

(3) Inane6o N = 156

(4) Xeplion N =156

(5) JloraputmMuuso nipeoOpa3yBaH paHros tect, P-ctoiinoct < 0,0001

HGI[I/IaTDI/I‘IHa nonyJjianusa

EBpomneiickara areHIys 1o jekapcTBaTta 0cBOOO0K/1aBa OT 3aIbJDKEHUETO 3a IIPEIOCTaBIHE Ha
pe3yaTaTuTe OT NpoyuBaHUsTa ¢ Xeplion BbB BCHUKH NOATPYIH Ha MeAUATPUYHATA TOMYJIaLus IPH
mm3odpenus. Bukre Touka 4.2 3a nHGOpMaIHs 0THOCHO yroTpeba B eTUaTpHsiTa.

5.2 ®apmMaKkoKWHeTHYHH CBOJCTBa

A0OcopO1ys ¥ paslpeaeicHue

[Tanunepua0HOB MAIMUTAT € €CTEP Ha MaJIMUTHHOBATA KHCEIMHA — IIPEIEKapCTBO Ha NAIUIIEPHIOH.
[Topann u3kmounTeNnHO cnadata My pa3TBOPUMOCT BbB BOJIa, TATTUIIEPUIOHOB MMAJIMHUTAT Ce pa3TBaps
0aBHO clie]] MHTPaMyCKYJIHO HHXEKTHpPaHe, Ipeau Aa Obe XUAPOIU3UPaH J0 NAIUIIEPUIOH U
abcopOupaH B CHCTEMHOTO KpbBOOOpbIneHHe. Cliesl eAHOKpaTHA MHTPAMYyCKYJIHA /1032 IJIa3MEHUTE
KOHIICHTpAIH Ha MaJTUIEepUI0H TIOCTENIEHHO CE MOBUILABAT /10 IOCTUTaHE HAa MaKCHUMAaJTHU
CTOWHOCTH IIPU MeANaHa Ha tmax 13 1HU. OCBOOOXAaBaHETO HA aKTUBHOTO BEIIIECTBO 3aIll0YBa OIIE HA
JleH 1-BU U mpobiKaBa Hall-Majko 4 Mecela.

Crnen MHTPaMyCKYJTHO IPUJIOKEHHE HA €IMHUYHU 103U (25-150 mg) B AenTOMIHMS MYCKYJI CPEIHO Ce
Habmonasa ¢ 28% 1mo-Bucoka Cmax B CPAaBHEHUE C MHXKEKITHS B CEIATUIITHUSA MYyCKyJI. J[BeTe HaYaTHH
MHTPaMyCKYJIHH HHXEKIUH B JENTOUIHUSA MycKys oT 150 mg Ha neH 1-Bu u 100 mg Ha aeH 8-Mu
criomarat 3a Obp30 TMOJIy4aBaHe Ha TepaNeBTUYHN KOHIeHTpanuu. [IpodunbT Ha 0cBOOOKIaBaHe U
cxemara Ha nmpuiarane Ha Xeplion BOAAT JI0 TOCTOSSHHY TEpaNeBTUYHU KOHIIeHTpanuu. Obmara
€KCIO3MIMS Ha MAaJMIIEPUIOH ciell mpuiarade Ha Xeplion e mponopunoHanHa Ha 103aTa B 1030BUS
JIuanasoH 25-150 mg 1 mo-mManko OT IpOMOpLUUOHANTHA Ha J03aTa 38 Cmax TP 103U, HAJABUIIABAIIN

50 mg. CpeHOTO CHOTHONICHHE MTUK-CIJl B CTAIIIOHAPHO ChCTOsTHKE 3a 032 Xeplion 100 mg e

1,8 cren nmpuiarase B ceaNMIHIA MYyCKYJI M 2,2 clle]] IpUIaraHe B AENTOUIHHUS MycKyll. Meaunanara
Ha MPUBUIHMS TOITY>KUBOT Ha NMAJIMICPUIOH ClIe puiiarane Ha Xeplion B 1030BHs AMana3oH

25-150 mg Bapupa ot 25-49 guu.

AbconoTHaTa OMOHATMYHOCT Ha MAIMIIEPUIOHOB MAIMUTAT ciied npuiarane Ha Xeplion e 100%.

Crnen mpuiiaraHeTo Ha MaJTUIepUAOHOB MaIMHUTAT (+) U (-) eHAaHTHOMEPUTE Ha MAIHUIIEPHUJIOH Ce
B3aMMONPEBPBINAT, focTuraiiku choTHomeHre Ha AUC (+) kbM (-) oT mpubmusutenHo 1,6-1,8.

CBBp3BaHETO ¢ MJIA3MEHU MTPOTCUHU Ha PAIIEMHUYCH MaTuIepuion € 74%.

BI/IOTDaHC(bODMaLII/IFI 1 CIITMMHUHHUPAHC

Enna ceMumIa ciiejl MPUIaraHeTo Ha eHOKpaTHa nepopansa go3a 1 mg “C-nanunepumon c
He3a0aBHO 0cBOOOXMaBaHe 59% OT J03aTa ce eKCKpeTHpa HEMPOMEHEHa C YpUHATa, KOETO MOKa3Ba,
Ye MaJUIECPUI0H HEe CE METa00IM3Upa EKCTCH3UBHO B YepHUs 1po0. [Ipudausutento 80% ot
MPUJIOKEHATA PaIMOAKTHBHOCT c€ OTKpYBa B ypuHata u 11% BbB ekanuute. nentuduimpanu ca
YETHPHU META0OJIUTHH IIBTA in Vivo, KaTO HUTO €IMH HE € OTTOBOPEH 3a ToBeue oT 6,5% oT mo3aTta:
JIeaNIKIITUpaHe, XUAPOKCUIIMPaHe, IeXUIPOTeHNpaHe U OTeNIsTHE Ha OeH3MCOoKCca30l. Bernpeku ue

in vitro npoyuBanusita npexmnonarar pois Ha CYP2D6 u CYP3A4 B merabonu3ma Ha MalHIIEpUIOH,
in vivo HsIMa JaHHHM, Y€ TE3U U30CH3MMH UIPasT 3HAUMMa POJisi B METa0O0JIM3Ma Ha MaIUIePHIOH.
[MonynanmnonnuTe hapMaKOKHHETUYHU aHAIM3Y HE TMTOKa3BaT 3a0elie)Ma pa3iinKa B IPUBHUIHUS
KJIMPBHC Ha NAJUNICPHUIOH CJIE]] IIpUIaraHe Ha NepopaieH MaJIUIIEPHI0H MEXTy €KCTCH3UBHHU U ClIa0u

19



metabonmuzaropu Ha CYP2D6 cyberpatu. In vitro TecToBeTe ¢ YOBEHIKH YepHOAPOOHH MUKPO30MHU
MOKa3BarT, 4e MaTUIEPUAOH He MHXUOHNpa B 3HAYUTEIIHA CTETIEH MeTaboJIn3Ma Ha JIEKapCcTBaTa,
MeTabonu3upanu Upe3 mutoxpom P450 uzoenszumure, BkmtounterHo CYP1A2, CYP2AG,
CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4 u CYP3AS.

[IpoyuBanusTa in vitro mokasBar, 4e NaJUNEPUIOH € cyocTpar Ha P-gp u c1ab naxuburop Ha P-gp
NpY BUCOKH KOHIICHTpaluy. JIMTICBAT IaHHHM in Vivo ¥ KITMHUYHATA 3HAYMMOCT € HEU3BECTHA.

HLHFOHCﬁCTBam DaTUICPUAOHOB MAJIMUTAT 34 MHXCKIIMOHHO NPHUIIOKCHUEC CTIPAMO IMMEPOPATICH
DaJIUICPUI0OH C YABIKECHO OCBO60)K]IaBaHC

Xeplion e nmpeaHa3HAYEH J1a JOCTABs MMAIUTICPHIOH 32 TIEPUO]] OT IUH MECeIl, TOKATO TePOPATHHAT
NAMIIEPHUIIOH C YABIDKEHO OCBOOOXKIaBaHe ce Mpuiiara exeqHeBHo. HauamHara cxema 3a Xeplion
(150 mg/100 mg B nenTouIHUS MYCKYJI Ha JIeH 1-BW/IeH 8-Mu) € mpeaHa3HauYeHa 3a Obp30
NOJTyYaBaHe Ha KOHLCHTPAIMU Ha MAIUTIEPHUIOH B CTAIIMOHAPHO CHCTOSIHUE, KOTaTO TEpaIHsiTa Ce
3anoyvHe 0e3 yrnorpedara Ha EPOPATHO JIEKAPCTBO.

[To mpuHIHMII, HAYaTHHUTE TUIAa3MEHHU HHBa ¢ Xeplion ca B paMKHTe Ha JUama3oHa Ha eKCIIO3UIHS,
HaOII01aBaH ¢ 6-12 mg nepopalieH NaIUIEPUIOH C YIBIKEHO 0CBOOOKIaBaHe. M3mon3BaneTo Ha
HayaHa cxema Ha Xeplion Mo3BoJsiBa MAIEHTHTE JIa OCTAHAT B TO3H MPO30PEIl Ha EKCIO3HIUS OT
6-12 mg nepopajieH NaJUIIEPUIOH C YIBIKEHO OCBOOOKIaBaHE IOPH B JIHU Ha CIaj| MPeau
cienBaniara g03a (n1eH 8-mu u e 36-tu). [lopanu pa3nukara B MeIMaHUTE HA TTapaMETPUTE Ha
(hapMaKOKMHETHYHHTE POQHUIIN Ha JBaTa JICKAPCTBEHHU MPOIYKTa, TPsIOBa Ja ce 00phIla 0COOCHO
BHUMAHUC IIPU U3BHPHIBAHETO HA JUPEKTHO CPABHCHHUEC HA TEXHUTC Q)apMaKOKI/IHeTI/I‘-IHI/I CBOIiCTBa.

I’IG[)HO,Z[DO6HO YBPCKIAAHE

[Manunepuon He ce MeTaboIM3KUpa eKCTCH3UBHO B YepHUs qpo0. Bhlpeku ue He ca mpoBexIaHu
npoyyBaHus Ha Xeplion Mpy MalyeHTy ¢ YepHOAPOOHO YBPEXKIaHe, He Ce Hajlara KOpUrupaHe Ha
Ji03ata NpH HaIMEHTH C JIEKO J0 YMEPEHO YepHOApOOHO yBpeskaane. [1pu eqHo npoydsaHe ¢
nepopalieH MIMIEPUIOH MIPU Xopa ¢ yMepeHo yepHoipooHo yBpexkaane (Child-Pugh knac B),
IUIa3MEHUTE KOHIIEHTPALMH Ha CBOOOTHHMS TATMIIEPHIOH ca MOJOOHU Ha TE3H NPH 3paBH MAlUCHTH.
He ca npoBexanu npoy4BaHus Ha MATHIICPUIOH MPH MAIIMEHTH C TEKKO YSPHOAPOOHO YBpEKIaHEe.

B’L6DC‘IHO YBPCXKAAHC

OTnensiHeTO Ha eIMHIYHA MIepopalTHa /1033 TATUIIEPUIOH Ta0JIETKH 3 Mg C YABIDKEHO
0CcBOOOXK/IaBaHe € POYYEHO NPH YIACTHHIIM C Pa3iIMyHa CTereH Ha ObOpeuHa QyHKIHs.
EnumuHMpaneTo Ha NaJUNEPUIOH HaMalsIBa C HAMAISIBAHETO HA U3YUCICHNS KPEaTHHUHOB KIMPBHC.
OOuWAT KIUPHHC Ha MAJMIIEPUIOH € HaMaJIeH IPU Xopa ¢ yBpeaeHa Ob0peuHa GyHKINS CPETHO C
32% npu exo (CrCl = 50 mo < 80 ml/min), 64% mpu ymepeno (CrCl =30 mo < 50 ml/min) u

71% mpu texko (CrCl = 10 zo < 30 ml/min) 660pevHo yBpexIaHe, ChOTBETHO Ha CPEAHO
yBemmueHne Ha excrozunusata (AUCis) ¢ 1,5, 2,6 1 4,8 bTH B CpaBHEHHE ChC 3/[PABH YIACTHHIIH.
B®B3 ocHOBa Ha orpaHuyeH Opoii HaOoAeH!s ¢ Xeplion MpH yYacTHUIIM C JIEKO ObOPEYHO YBpPEKIaHE
1 (apMaKOKHHETHYHU CUMYJIAIMU CE MPEeNnopbhyBa HamajeHa 103a (BxK. Touka 4.2).

Crapuecka Bbp3pacT

[NomynanuoHHUAT PpapMaKOKMHETHUEH aHANM3 HE [TOKa3Ba JaHHU 32 CBBP3aHHU C Bb3PACTTa PA3IHKH
BbB (PapMaKOKWHETHKATA.

HMunexc Ha tenecua maca (MTM)/TentecHo Terio

®apMaKOKHHETHYHUTE MPOYUBAHMUS C MATUIEPUIOHOB MAJIMHUTAT MMOKa3BaT Majiko mo-Hucku (10-20%)
TUTa3MEHH KOHIICHTPAIMY Ha TTATUIIEPH/IOH TIPH MAIMEHTH ¢ HaJHOPMEHO TETJIO WM 3aTIIhCTSIBAHE B
CpaBHEHHE C MAIMEHTH C HOPMAJIHO TETJIOo (BXK. TouKa 4.2).
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Paca

DapMaKOKWHETUYHHUSAT MOIYJIAIMOHECH aHAIM3 Ha IAHHH OT MPOYYBAHUSI C TIEPOpasieH MaTUIepPHI0H
HE JlaBa JJAHHU 32 Pa3JIniusi, CBbP3aHH C pacaTa, BbB (DapMaKOKHHETHKATA Ha MAIUTIICPUIOH CIIe]T
npuiarane Ha Xeplion.

Ilon

He ce Ha6J'IIO):[aBaT KIIMHUYHO 3HAYMMU PA3JIMKU IIPU MBIKCTC U JKCHUTC.

TroTioHOIIyIIIEHE

Bb3 ocHOBa Ha MpOyYBaHMS In Vitro ¢ U3MOA3BaHE HA YSPHOAPOOHH EH3UMH OT YOBEK € YCTAaHOBEHO,
ye majaunepuaoH He e cyocrpat Ha CYP1A2, ciieoBareHO TIOTIOHONYIICHETO HE TPsIOBa Ja nMa
e(ekT BbpXy (hapMaKOKHMHETHKATA Ha MaMUIepUIoH. EQEKThT Ha TIOTIOHOMYIIIEHETO BBPXY
(hapMaKOKMHETHKATa Ha MTATHUIIEPUIOH He € mpoy4uBaH ¢ Xeplion. [lomynanuonHusST
(hapMaKOKMHETHYCH aHAJIN3 Bb3 OCHOBA HA JJAHHM C TICPOPAJICH NMAIUIICPUIOH TAOJCTKH C yIBIDKECHO
0CBOOOYKIaBaHEe MOKa3Ba HE3HAUUTEITHO IT0-MaJIKa eKCIIO3HIINS Ha MATUIICPUIOH MIPH MyIIaYUTe B
CpaBHEHHE C HemymaunTe. Majiko BEpOATHO € Ta3u pasifKa Jia € OT KIIMHUYHA 3HAYUMOCT.

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

M3nuTBanmusaTa 3a TOKCUYHOCT IIpXU MHOT'OKPATHO MHTPAMYCKYJIHO NPUIOKCHUEC HA MAJIUIICPUIOHOB
naaMUTaT (JIekapcTBeHa (hopMa 3a MPUIIOKEHUE BEIHBK MECEUHO) U TIEPOPAITHO MPHUIaraHe Ha
HaJHUIICPUIOH TIPH TUTBXOBE U Ky4eTa MOKa3BarT I1aBHO (apMaKOJIOrMYHU e(eKTH, KaTo Cealust U
NPOJAKTUH-MEIUUPAHH €(PEeKTH BbpXY I'PBIHUTE KJIC3U U TeHUTauuTe. [Ipy )KUBOTHH, TPETUPAHU C
NaJUIIEPUIOHOB AJIMUTAT, Ce HAOJII0/aBa Bh3MATMTEIIHA PEAKIMs Ha MICTOTO HAa HHTPaMYCKYJTHATa
umkeknus. [ToHsikora ce oOpasyBa adcriec.

B npoyuBaHus 3a perpoayKIMsITa IPH IUTHX0BE C MEPOPaJICH PUCIICPUIOH, KOMTO €KCTEH3HBHO CE
MPEBPbBINA B HATUIICPUIOH IIPU IUTHXOBE U X0pa, ce HaOIr0AaBaT HeKeIaHu e(h)eKTH BbPXY TETJI0TO
MIPH paKIaHe U BbPXY MPEKUBIEMOCTTa Ha TOTOMCTBOTO. He ce HabIromaBa eMOPHOTOKCHYHOCT WITH
Man(opManuy Clie]] HHTPaMyCKYITHO TIPUJIaraHe Ha MaJuIepHI0HOB MAJIMHUTAT Ha OpEMEHHU ILTbXO0BE
Io Haii-Bucokute 1034 (160 mg/kg/nen), choTBeTCTBRAINO Ha 4,1 TBTH HUBOTO HA SKCIIO3MIIHS MTPH
XOpa Ha MaKCUMAaJTHaTa MpenoppuuTenHa n1o3a ot 150 mg. [pyru qonaMuHOBH aHTarOHHCTH,
MIPUJIOKEHN Ha OpEMEHHH KUBOTHH, IPUYMHSABAT HETATHBHH €(DEKTU BHPXY CIIOCOOHOCTTA 32 YUeHE U
JIBUTATEJIHOTO Pa3BUTHE MTPH MOTOMCTBOTO.

[TanunepunoHOB MaIMHUTAT U NATUIIEPUIOH HE ca FeHOTOKCHYHU. [Ipn n3nuTBanus 3a
KapIMHOTCHHOCT Ha TIepOpaJieH PUCIICPUIOH MTPU TUTHXOBE M MUIIIKH ca HAOJII01aBaHH yBEIHUEH Opoi
aJIecHOMH Ha Xuno(du3HaTa xkJie3a (P MUIIKH), aJCHOMH Ha MaHKpeaca (TIpH IThXOBE) U aJICHOMH Ha
MIIEYHATa *kJie3a (M IpH aBara Buaa). KapuuHOreHHUT NOTeHLIMAl Ha HHTPaMYCKYJIHO
WH)KEKTHpaHUs MaJUIEepUI0HOB NAJIMUTAT € OLICHEH IpH IUIbX0BE. [IpH KEHCKHU IIIBXOBE Ce
Ha0JI0/]aBa CTATUCTUYECKH 3HAYMMO YBEIMYEHHE Ha aIeHOKapIMHOMHU Ha MJIedHaTa jxje3a npu 10,
30 u 60 mg/kg/mecen. IIpu MBKKUTE IUTBXOBE C€ HAOMIOAABA CTATUCTUYECKN 3HAYUMO YBEIUYCHUE HA
aJIcHOMH M KapLIMHOMH Ha MiledHaTa »xJe3a npu 30 u 60 mg/kg/mecen, koeto e 1,2 1 2,2 IbTH HUBO
Ha eKCTMO3MILIKS TPU MAaKCUMAJIHO MPENopbuuTeNnHaTa mpu xopa no3a ot 150 mg. Te3u Tymopu morat
Jla ce CBBPKAT ¢ MPOABIDKUTENHUA AoTIaMUH D2 aHTaroHU3bM U € XUIIEPIPOJIaKTHHEMHSTA.
3HAYEHUETO HA TE3W HAXOJKH IIPH IPU3ayH 110 OTHOLIEHHE Ha PUCKA IIPU XOPa € HEM3BECTHO.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA

[onmucop6ar 20
Makxkporon 4 000
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JluMoHeHa KHcenrHa MOHOXUAPAT
Hunatpues xunporeHgocdart, 6e380aeH
Harpues nuxunporengochat MoHOXHApAT
Harpues xuapoxcun (3a kopekius Ha pH)
Bopa 3a umxexuun

6.2 HecbBmMecTHMOCTH

To3u nexapcTBeH NPOAYKT HE TPsiOBa Ja ce CMecBa C IPYTH JIEKaPCTBEHU TPOIYKTH.
6.3 Cpok Ha roaHOCT

2 TOIUHU

6.4 Crhenuananm ycI0BHs HAa CbXpaHeHHe

Ha ne ce cpxpansiBa Hax 30°C.

6.5 Buau cbabpxaHue Ha ONAKOBKATA

25 mg
0,25 ml cycrnieH3us B MpeBapUTEIHO HAMTBIIHEHA CIIPHHIIOBKA (IIUKIIO0IS(UHOB CHIIOIUMED) ChC

3amynrajka OyTalo, Mpeana3uTell U kanauka (OpomoOyTmiioBa ryma) ¢ 22G, 174-un4oBa obe3omnaceHa
uria (0,72 mm x 38,1 mm) u 23G, 1-un4oBa obe3onacena uria (0,64 mm x 25,4 mm).

50 mg
0,5 ml cycnieH3us B IpeBapUTEITHO HAITBJIHEHA CIPUHIIOBKA (I[UKJI00J(HHOB CHIIOIUMEDP) ChC

3ammymaika OyTano, mpeana3ure u Kamnavka (OpomoOyTuiioa ryma) ¢ 22G, 1%4-unuoBa obe3omnacena
nria (0,72 mm x 38,1 mm) u 23G, 1-ua4oBa obezonacena urna (0,64 mm x 25,4 mm).

75 mg
0,75 ml cycren3us B mpeaBapUTEeTHO HAIBJIHEHA CIPHUHLIOBKA (LIUKJIO0IE()HUHOB CHIIOIMMED) ChC

3amymanka OyTano, mpeanasuren U kamnauka (OpomoOyTuinosa ryma) ¢ 22G, 172-unuoBa obe3omnacena
uria (0,72 mm x 38,1 mm) u 23G, 1-un4oBa o6e3onacena uria (0,64 mm x 25,4 mm).

100 mg
1 ml cycnieH3us B mpeABaApUTEIIHO HAIIbJIHEHA CIIPHUHIIOBKA (I[MKJI00JE(HUHOB CHIIOIUMEP) ChC

3ammymaika OyTano, mpeana3ure U Kamnavka (OpomoOyTuioBa ryma) ¢ 22G, 1%4-unuoBa obe3omnacena
nria (0,72 mm x 38,1 mm) u 23G, 1-ua4oBa obezonacena urna (0,64 mm x 25,4 mm).

150 mg
1,5 ml cycneH3ust B mpeABapUTEIHO HATBIHEHA CIIPUHIOBKA (LIUKIOOJIE(PHHOB CHIIOIUMEDP) ChC

3amymanka OyTaino, mpeanasuren U kamnauka (OpomoOyTuiosa ryma) ¢ 22G, 172-unuoBa obe3omnacena
uria (0,72 mm x 38,1 mm) u 23G, 1-un4oBa obe3omnacena uria (0,64 mm x 25,4 mm).

Bupnose onakoBku:
OmakoBkaTa ChIbpka | TpeaBapuTeIIHO HAThJIHEHA CITPUHIIOBKA U 2 UTJIN.

6.6 CrnenuajaHu nNpeana3Hu MepKHU NMPH U3XBbPJIsIHE

Hewsnon3sanust MMPOAYKT WJIM OTIHHAABYHUTEC MAaTCpUAIN OT HETO TpS[6Ba Ia C€ U3XBBPJIAT B
CBbOTBCTCTBHUEC C MCCTHUTC U3HMCKBAHMA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
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Turnhoutseweg 30
B-2340 Beerse
benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/11/672/001 (25 mg)
EU/1/11/672/002 (50 mg)
EU/1/11/672/003 (75 mg)

EU/1/11/672/004 (100 mg)
EU/1/11/672/005 (150 mg)

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemasane: 4 mapt 2011 1.
Hata nHa nociaenno nonHossiBane: 16 nekemspu 2015

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[TonpoOHa uHpOpMaIKs 3a TO3M JICKapCTBEH MPOAYKT € IPeI0cTaBeHa Ha yeOcalita Ha EBponeiickara
areHIIMs 10 JiekapcTBaTa: http://www.ema.europa.cu/.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 150 mg u Xeplion 100 mg WHXEKIIMOHHA CYCIIEH3HsI C YBIKEHO OCBOOOXKIaBaHEe

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika npeaBapuTenHO HAaTbJIHEHA CIIPUHIIOBKA ChAbPKa 156 mg nanunepuIoHoB naiMuTar B 1 ml,
exBuBasieHTeH Ha 100 mg nmanunepuaon (paliperidone).

Bcesika npeaBapUTeTHO HAITBIHEHA CITPUHIIOBKA ChIbpika 234 mg NalUNepuIOHOB MaIMUTAT B 1,5 ml,
exkBuBaJieHTeH Ha 150 mg nanunepunoH (paliperidone).

3a IIBJIHNSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDUKTE TOUuKa 6.1.

3. JJEKAPCTBEHA ®OPMA

WnkeKkunoHHa CycrieH3us ¢ yIBDKEHO OCBOOOKAaBaHe.
Bsina no mouru 6s71a cycnensus. Cycnensusita e ¢ Heyrpanso pH (mpubnusurento 7,0).

4. KJIMHUWYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

Xeplion e mokaszaH 3a IOAXBPIKAILO JICUCHHE Ha MIM30(PEHUS [IPU Bb3PACTHU ITALUCHTH,
CTaOWIIM3UPaHU C MAJTHUIEPUIOH UIIH PUCTIEPUIOH.

[pu n306panu Bb3pacTHU MAIMEHTH C MU30()PEHHUS ¥ MPEAXO0IHO TOBIUSIBAHE OT IIEPOpaICH
NATUTIEPHUIOH UM pUCTIEPUIOH, Xeplion MoXke 1a ce n3noi3Ba 0e3 MpeIBapUTEIHO CTA0MITU3UpAHE C
IEPOPATHO JICYCHUC, aKO IMICUXOTUIHUTE CUMIITOMHU Ca JICKH 10 YMEPCHH U € HeO6XO}II/IMO
JBJITOACHCTBAIO HHKEKIIMOHHO JICYCHHE.

4.2 I[osnponlca N HAYMH HA IPUJIOKECHUE

gOBH[)OBKa

[IpenopbuBa ce jeueHuero ¢ Xeplion na ce 3amoune ¢ 1o3a ot 150 mg Ha 1eH 1-BH OT JICUESHUETO U
100 mg eqHa ceamuIia MO-KbCHO (JIeH 8-MU), KaTo U JABETE AO3U CE MPUIIarar B ASITOUTHUS MYCKYIL,
3a Jla ¢ JOCTUTHAT OBbP30 TepaleBTUUHN KOHIICHTpaLuu (BX. Touka 5.2). Tperara mo3a TpsOBa j1a ce
NPUIJIOKHU €TUH MECeIl Clie/l BTopara HadaiHa f03a. [IpernopbunTenHaTa MeceuHa MmoyIbpiKaiia J103a €
75 mg; HIKOW MAIMEHTH MOTaT J]a IMAT 10132 OT TO-HUCKH I ITO-BHCOKHU 03U B PAMKHTE Ha
MPETIOPBYNTETHHS JUama3oH ot 25 1o 150 mg crnopen MHIUBUAyaTHATA TOHOCUMOCT Ha IManueHTa
n/nmi epukacHocTTa. [Ipy nanueHTy ¢ HaIHOPMEHO TErJI0 WK 3aTIBCTIBAHE MOXKE J1a ca
HEOOXOJMMH JI03H BHB BUCOKHS rana3oH (Bxk. Touka 5.2). Cnen BTOpara OT HAa4aTHUTE J03H,
MECEUHHUTE TMOIbPIKAIIY JO3U MOTAT JIa C€ MPHJIAraT WK B ICATOUIHUS, WK B CETAAITHHAS MYCKYJI.

Kopurupanero Ha mojrppskaiiara g03a MOXe Ja ce U3BbpIIBa MecedHo. [Ipu kopurupane Ha go3aTa
TpsI0Ba J1a ce B3eMaT NpeBHUI XapaKTEPUCTUKUTE HA yIBIDKEHO 0CBOOOXK1aBaHe Ha Xeplion (BxK.
TOuKa 5.2), Thil KATO MBIHHUAT €()EKT Ha MMOAIbPKAIIUTE T03U MOXKE JIa HE CE MPOSIBYU B MIPOIBIKCHUC
Ha HSKOJIKO Mecelia.

[IpemuHaBaHe OT NIepopasICH MATHUIICPHUIOH C YIBIKEHO OCBOOOXKIaBaHE HITH ITepOpaieH pUCTIEPUIOH
KbM Xeplion

Jleuenneto ¢ Xeplion TpsiOBa Aa ce 3aroyHe ChIIIACHO OMUCAHUETO B HAYAIOTO Ha TOUKa 4.2 mo-rope.
ITo BpeMe Ha MOAIBPKAIIOTO JICYCHHUE C MECEYHH JI03H Xeplion MpH manueHTUTe, CTA0MITH3HpaHT
IpeM TOBA HA PAa3IMYHK JI03U TATUIIEPUIOH TaOJETKH € YABIDKEHO OCBOOOXKIaBaHE, MOXKE J1a Ce
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IMMOCTUTHE CXOAHA CKCIIO3UIHUA Ha NAJIMIICPUAOH B CTALIMOHAPHO CHCTOAHUC YPC3 MHIKCKIUA.
HO,I[,Z[’Bp)KaH_II/ITe 031 Xeplion, H€O6XO,Z[I/IMI/I 34 IOCTUT'aHC Ha CXOAHA CKCIIO3ULIUA B CTALIUOHAPHO
CBbCTOAHHC Ca ITOKAa3aHU KaKTO CJICABa:

Jo3u majunepuaoH TadJIeTKH ¢ yIbJIKeHO 0cBO0OkAaBaHe 1 Xeplion, HeoOxoanmu 3a
NMOCTHTAHE HA CXOJHA €KCIO3UINS HA NAJMIICPUIOH B CTAMOHAPHO ChCTOSTHHE 110 BpeMe Ha
NMOIBPKAIIOTO JIeYeHHe
IMpenmecrBama 103a NaJUNEPUI0H Xeplion nn:keknus
TalJIeTKH C yIbJIKEHO 0CBO0OKAaBaHe
3 mg AHEBHO 25-50 mg Mece4yHo
6 mg AHEBHO 75 mg MeceyHo
9 mg nHEeBHO 100 mg meceuHo
12 mg nHEBHO 150 mg Mece4yHo

[IpenmmecTBanuTe nepopajieH NajaunepuaoH Uil epopalieH pUCIepUIIOH MOraT Ja ce CIpar 1o
BpeMe Ha 3amo4BaHe Ha jiedeHueTo ¢ Xeplion. [Ipy HIKOW MalMeHTH MMOCTENICHHOTO CIIMPaHe MOXe Ja
€ oT non3a. Hsxol nanuenTy, KONTo MPEMHUHABAT OT MO-BUCOKH MEPOPATTHH JO3H MaIUINEPUI0H
(namp. 9-12 mg nHEeBHO) KbM HMHXEKIHH Xeplion B ceaNUIIHUSI MyCKYJI, MOTaT /1a UIMaT ITO-HUCKa
TUIa3MeHa eKCIIO3UIHS Mpe3 IbpBUTE 6 Mecena ciiel] mpeMruHaBaneTo. ETo 3a1o kaTo anrepHaTuBa
MOXe J]a c€ OOMUCIIM MpHJIaraHe Ha MHXXEKIUUTE B ACITOMIHHS MYCKYJI IIpe3 MbpBUTE 6 Mecela.

[IpemuHaBaHe OT ABJATOACHCTBAI PUCIICPHIOH 32 HHKCKIIMOHHO MTPHIIOKEHUE KbM Xeplion

IIpu npemuHaBaHe Ha MALUEHTUTE OT ABITOAEHCTBAIL PUCIIEPUIOH 3a HHKEKIIMOHHO MPHUIIOKEHHUE
3aroyHeTe JieueHueTo ¢ Xeplion BMecTo cienBaiaTa riaHupala nHxekius. [Ipunoxxenrero Ha
Xeplion cres ToBa TpsiOBa /1a ce MPOIBIKA HAa MECEUHH MHTEpBali. EMHOCEeIMUYHATa HAaYaIHA cCXeMa
Ha Mpujlarate, BKIIOYBAILA HHTPAMYCKYJTHO HHXEKIIMOHHO MPHUJIOKEHUe (IeH 1-BH, CbOTBETHO JEH 8-
MH), KaKTO € OIMMCaHO B Touka 4.2 mo-rope, He € HeoOxoanMma. [Ipu nauuenTure, crabuIM3UpaHu
IIPEAN TOBA HA PA3JIMYHU J03H JBJITOACUCTBAIL PUCIIEPUIOH 3a MHKEKIIMOHHO IPUIIOKEHHE, MOXKE J1a
Ce MOCTUTHE CXO/IHA E€KCTIIO3MIIMA Ha MAJUIEPUIOH B CTAIMOHAPHO CHCTOSIHUE IO BpEME Ha
NOJABPKAIIO JICUEHUE C MECEUHH 103 Xeplion, KakTo cieasa:

Jo3u abiaroaeiicTBanl pucnepua0oH 3a HHKEKIIMOHHO MpUIo:keHue u Xeplion, HeoOxoaumu 3a
MOCTUTAHE HA CXOJHA eKCIO3ULNS HA NAJUIIEPHIOH B CTAIIHOHAPHO ChCTOSIHME

[IpeamecrBama 103a Ha IbJIr0ECTBALL

Xeplion nn:keknus
pUCHEPHUIOH 32 HHKEKIIMOHHO MPUJIOKEHUEe

25 mg BCeKHU 2 ceAMHIIU 50 mg MeceqHo
37,5 mg Bceku 2 ceIMHULIU 75 mg MeceuHo
50 mg Bceku 2 ceaMuuu 100 mg MeceyHo

CriupaHeTo Ha aHTUIICUXOTHYHHTE JICKAPCTBEHHU MPOJYKTH TPsiOBa 1a Ob/ie B ChOTBETCTBUE C
noaxozsiaTa nHpopMaLus 3a npeanucBade. AKo ce mpekparu JieueHuero ¢ Xeplion, TpsoBa aa ce
B3eMarT MPEIBU XapaKTEPUCTUKHUTE Ha YIBDKEHOTO My ocBoOoxaaBaHe. [lepnoanyno tpsiodBa na ce
IPEOoIIeHABa HEOOXOAMMOCTTA OT NMPOABJKAaBaHE Ha PUEMa Ha JIEKapCTBEHH MPOIYKTH 32 JICUCHUE Ha
excrpanupamuau cumnromu (ETIC).

IIponycHaTH 103U

3a oa ce uzbecne nponycrkare Ha 003u

[IpenoppuBa ce BTOpaTa HauaaHa g03a Xeplion 1a ce NpUIIOKK eaHa CeAMUIa Ciel IbpBaTa 103a. 3a
Jla ce u30erHe MpoIycKaHe Ha J103a, BTOpaTa /103a MOXKe Jla Ce MPUIJIOKH Ha MAlMeHTHTE 4 THU Ipeau
WIN Cliell eIHOCEAMUYHUS (IeH 8-MH) BpeMeBH nHTepBai. [IpenopbuBa ce ChlIo Taka TpeTraTa u
CIICABALINTE MHXEKIUHY /1 CEe PUIaraT BCEKH MECeIl Clie/l HadyalHaTa cxeMa. 3a 1a ce n30erHe
NPOITyCKaHe Ha MeceyHara J103a, Ha MallMeHTHTE MOTaT Jja ce MpuiiaraT WHXXEKIUH 10 7 JHU Tpenn
W CJIEJ] BPEMETO 32 MECEYHA MHIKEKITHSL.
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AKO ce mpoITycHe MJIaHupaHaTa Jara 3a Bropara Hixekusa Xeplion (aeH 8-mu + 4 1Hu),
NPENopbYaHOTO MMOBTOPHO 3aMI0YBAHE HA JICUCHUETO 3aBHCH OT MPOABKUTEIHOCTTA Ha TIEPHO/A,
KOMTO € M3TEKbJI ClIe]] TbpBaTa WHKEKIIUS Ha TallUeHTA.

Ilponycnama emopa nawanna 0o3a (< 4 ceOmuyu om nNvpEaAmMa UHICEKYUs,)

AKO ca U3MHHAJIN TO-MaJIKO OT 4 CEIMHILM Clie]l ITbpBaTa MHXEKIKs, TOraBa Ha MaluenTa TpsoBa 1a
ce MmocTaBy Bropara UHkeKust ot 100 mg B JENTOUIHUS MyCKYJI BB3MOXHO Hal-ckopo. Tperara
ek Xeplion ot 75 mg TpsiOBa f1a ce NPUIIOXKU WU B JCATOUIHUS, WIN B CSAATHIIHUI MYCKYJT
5 cenMUIM clie MbpBaTa MHXKEKIHS (HE3aBUCUMO OT BPEMETO Ha ITOCTaBsSHE Ha BTOpATa MHXKEKIIHS).
Cren ToBa TpsiOBa Jia ce cria3Ba HOPMATHHUSAT MECeUeH UKBII MHKEKIMY WU B JICITOUIHUS, WA B
CeNANAIIHUS MYCKYJ oT 25 mg n10 150 mg cnopes WHAWBUAyaTHATa TOHOCUMOCT Ha MAIMeHTa W/UITN
e(ukacHOCTTA.

Ilponycuama emopa nauanna 003a (4—7 ceOmuyu om nvp8ama UHNCeKyus)
AKko ca m3MuHAIH 4 10 7 CeIMUIM CIie/T TbpBaTa HHKeKnus Xeplion, Bh30OHOBETE JICUSHUETO C JIBS
umxekuuu ot 100 mg no cnenHus HayYuH:

1. WHXXEKIHUA B ICJITOUJHUS MYCKYJI Bb3MOXKHO Hal-CKOPO,
2. JIpyTa HHXKEKLIHS B AENTOUIHHS MYCKYJ €1Ha CEAMMLIA MTO-KBCHO,
3. BBH300HOBSIBaHE CIIE/] TOBA HA HOPMAITHUS MECEUeH IIUKBI Ha WHXEKIIMUTE WITH B ICITOUTHUSA,

WM B CETATUIITHIS MYCKYT oT 25 mg 1o 150 mg criopen nHANBHAyaTHATa TIOHOCUMOCT Ha
MaIMeHTa U/ e(pUKACHOCTTA.

Ilponycuama emopa Hauanna 003a (> 7 ceOmuyu om nop8ama UHNCeKYUst)
AKO ca U3MHHAJIM [TOBEYE OT 7 CEAMMIIM CIIE]] ITbpBaTa MHXKEKIMA Xeplion, 3amo4HeTe JICYCHUETO,
KaKTO € OMICAHO IO-TOpe KaTo 3a IbPBOHAYAIHO MPENOPHUYBAHO 3arlouBaHe Ha Xeplion.

Iponycuamu meceurnu nododwvporcawu 0oszu (1 mecey 0o 6 ceomuyu)

Cren 3amovBaHe Ha JISYEHUETO MPEMOPBUUTEITHUAT UKD HHXKEKIMK Xeplion e MecedeH. Ako ca
M3MHUHAJIH MI0-MaJIKO OT 6 CEeIMUIIM CJIEH MOCIeHATa HHXEKLIUS, TOraBa Bb3MOKHO HalH-CKOpO TpsiOBa
Jia ce MPIIIOKK MPeIXoKaaliaTa cTabiIn3upana J103a, Mocie/[BaHa OT HHXCKIIMUTE HA MECEUHH
WUHTEPBAJIH.

Ilponychama meceuna noddvpocawa 0o3za (> 6 ceOmuyu 0o 6 meceya)
AKO ca U3MHHAJIM [TOBEYE OT 6 CEAMMIIM CIIE]] MOCIIeIHATa HHKEKIHs Xeplion, ce mpenopbuBa

CJICOAHOTO:

3a manueHTy, cTaduIn3upanu ¢ 1034 ot 25 1o 100 mg

1. WMHKEKITUS B ISITOMIHUS MYCKYJI Bb3MOYKHO Hali-CKOPO B ChINlaTa J103a, Ha KOSTO MAllMCHTHT €
Oun crabunr3upaH Npeau ToBa

2. JpyTra HHKEKITUS B JCITOUIHUAS MYCKYJ (ChC ChINIaTa 03a) eIHa CEAMHUIIA MMO-KBCHO (IeH 8-MN)

3. BBb300HOBSBAaHE HA HOPMAaJTHHS MECCUCH ITUKBJI HAa MHKCKIIUUTE WK B JACITOUHMSI, UK B

CelaNUIIHUS MYCKYJ oT 25 mg 10 150 mg cnopen HHAXBUAYaIHATa TOHOCUMOCT Ha MAeHTa
u/unu ehruKacHOCTTA.

3a mauueHTy, crabunuzupanu cse 150 mg

1. MHXEKIUs B JENTOMIHUSA MYCKYJ BB3MOKHO Ha-cKopo ¢ fo3a 100 mg
2.  JIpyra WHXEKIHUS B JECITOUTHUS MYCKYJI €[Ha CEIMUIIA MTO-KhCHO (AeH 8-mu) ¢ mo3a 100 mg
3. BB30OHOBSBaHE HA HOPMATHHA MECEUEH ITMKBJ Ha NHXKEKIIUUTE WIH B ACNTOUIHIS, UIH B

CeANTMIIHUS MYCKyJ oT 25 mg 1o 150 mg cnopex MHAMBUAyaTHATa HOHOCHMOCT Ha MalUeHTa
u/unmm eprukacHoOCTTA.

Ilponycnama meceuna nodowpacauia 0osa (> 6 meceya)

AKO ca I3MHHAIIU TTOBeYE OT 6 Mecela ciiel ocieqHaTa HHxeKknusa Xeplion, 3ano4nere Je4eHHETO,
KaKTO € OIICAHO M0-TOpe KaTo 3a MbPBOHAYAIHO NPENOPbhUYBAHO 3anouBane Ha Xeplion.
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CHeLII/IaJ'IHI/I nonyJialnnun

IHayuenmu 6 cmapuecka 6v3pacm
EdukacHocTTa 1 6€30MacHOCTTa MPH MAIIMEHTH B CTapuecKa Bh3pacT > 65 roWHU HE ca YCTaHOBEHHU.

[o mpuHIMI, npenopbUnTeNHAaTa 103a Xeplion 3a MaMeHTH B CTapuecKka Bb3pacT C HOpMaJIHa
O0BOpedHa QyHKIMS € ChIllaTa KaTo Ta3M 3a MO-MJIaJIi Bb3PAcTHU MAeHTH ¢ HOpMaiHa Ob0peuHa
¢ynkuus. Thil KaTO NP MALMEHTUTE B cTapyecka Bb3pacT obaue ObpOpeuHara GyHKIUSI MOXKE J1a €
HaMmaJleHa, MOXKe J1a € He0OX0JMMO KOpUT'HpaHe Ha Jo3aTa (BX. ,,brOpedno yBpexxaane™ mo-noiy
OTHOCHO MPENOPHKUTE MPH NMAIUEHTH C OBOPEYHO YBpEXKIaHE).

bvbpeuno yspeocoane

Xeplion He e cuCTEeMaTHYHO MPOYYBaH MPH MaMEeHTH ¢ ObOpeyHo yBpexkaane (Bxk. Touka 5.2). [Ipu
MAI[UCHTH C JIEKO OBOpPEUHO yBpeKaaHe (KpeaTHHUHOB KIUpPBHHC > 50 n0 < 80 ml/min) ce npenopryBa
3ammouBane Ha Xeplion ¢ mo3a ot 100 mg Ha neH 1-Bu 1 75 mg eHa ceaMUIla MO-KbCHO, KaTo U JBETE
JIO3M ce TIpujIaraT B IeNTOMIHUS MycKyd. [Ipemopruntennara Mmecedna mobpikaiia g03a € 50 mg ¢
nuarna3oH ot 25 1o 100 mg criope/; TOHOCHUMOCTTA Ha MaIlUeHTa W/ e(hUKACHOCTTA.

Xeplion He ce mpenopbyBa NPH NALUEHTH C YMEPEHO JI0 TEKKO ObOPEUHO yBpexkIaHe (KpeaTHHUHOB
kpbHC < 50 ml/min) (Bxk. Touka 4.4).

Yeproopobro yepedxcoane

He ce Hanara kopurupane Ha Jj03ata IpH NAIUEHTH C JIEKO HIIH YMEPEHO YepHOIPOOHO YBpEKIaHE
Bb3 OCHOBA Ha OITUTA C TIEpOpaseH MaTuIepuoH. Thil KaTo He ca MPOBEKIAHN IPOYyYBaHHS HA
NAJUIEPUIOH TPH MALMEHTH € TEXKO YEPHOAPOOHO YBpEXKIaHe, IPU TE3U MALUEHTH C€ IPENophYBa
MTOBUIIIEHO BHUMaHUE (BXK. TOUKA 5.2).

Ileouampuuna nonynayus
BezonacnoctTa n edukacHocTTa Ha Xeplion npu aeua u oHomH < 18 rogMHM HE ca yCTAaHOBEHH.

JIuncear naHHU.

Hauun na OPHUITOKECHUC

Xeplion e mpeHa3HAYEH CaMO 32 UHTPaMYCKYJIHO Mpuiioxkenue. He TpsaOBa fna ce mpuiara mo pyr
HaunH. TpsOBa 1a ce MHXKEKTHpa 0aBHO, THIOOKO B ICITOUIHUS WIH CEAATUINHNSA MYyCKy. Beska
WHKEKIHs TpsIOBa Jla ce TIOCTaBs OT MEAUIMHCKY criennaincT. TpsOBa a ce mpriiara Kato eJuHIIHA
umkekiys. Jlozata He TpaOBa Jia ce mpuiiara paszielieHa Ha OTJCITHA WHKEKITUH.

Bceska ot HavanmHuTE 103U HA IeH 1-BU U eH §-MU TpsOBa J1a ce MPHIIOKH B JCATOUIHUSI MYCKYJ, 32
Jla ce MOCTUTHAT ObP30 TEePaNeBTUYHH KOHIEHTpaIuu (BXk. Touka 5.2). Cnen BTopaTa HadajiHa /103a,
MCCCYHUTEC MOAAbpiKAIIN A03U MOraT Ja C€ npujiaraT uind B JCJITOUMAHUA, W B CCAATTUITHUA MYCKYIJI.
[IpeMuHaBaHEeTO OT CeAATMMIIHHUSA KbM ACITOMAHUS MYCKYJ (M 0OpaTHOTO) TPsiOBa 1a ce 00CHIU B
ciydail Ha 00JIKa Ha MSICTOTO Ha HHXEKTHPAHE, aKo TUCKOM(OPTHT Ha MICTOTO HAa MHXEKTUPAHE He
ce moHacs noope (Bx. Touka 4.8). [IpermopruBa ce chIo Taka peAyBaHe Ha JIsBaTa U JsICHATa CTpaHa
(BX. IO-10TTY).

3a yka3zaHus OTHOCHO ymoTpebara u padoTara ¢ Xeplion BH)KTE JIUCTOBKATA 3a MAI[MCHTA
(nH(OpManys, MpeTHa3HAYCHA 32 METUIIMHCKY WM 3JJPaBHU CHEIIUATNCTH).

Tpunooicenue 6 0enmouonuss MycKyn

[IpenopbUUTETHHUAT pa3Mep HIJIa 3a MpUiaraHe Ha Ha4alHUTE W OAIbpKaIuTe 031 Xeplion B
JENTOWTHUSL MYCKYJI C€ ONpeesisl OT TeroTo Ha nanueHTa. [Ipu narmenTure > 90 kg ce mpenopbuBa
1Y2-uruoBara urna 22G (38,1 mm x 0,72 mm). [Ipu marmenture < 90 kg ce npenoprusa 1-uHUOBaTA
uraa 23G (25,4 mm x 0,64 mm). HxeKunuTe B AEITOMIHUA MYCKYJI TpsiOBa 1a ce peayBaT MEXIY
JIBaTa JIENTOUIHN MyCKYyJa.
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Tpunoosicenue 6 cedanuwynus MycKyn

[IpenopbUUTETHUAT pa3Mep HUIJIa 3a MPUIIOKECHUE HA TOALBPIKAIINTE 103K Xeplion B ceAanuIIHNsA
Myckya e 1% urya, 22G (38,1 mm x 0,72 mm). [Ipunosxenuero TpsiOBa /1a ce U3BBPIIN B TOPHHUS
BBHIIICH KBaJIPaHT Ha cefraniHara obnact. MHKeKInuTe B CeJaUIHISI MyCKYJI TpsIOBa 1a ce
penyBat MexAy IBaTa CeAANMIIHN MyCKyJa.

4.3 IIpoTuBomokazaHus

CBpPBXUYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO, KbM PUCIIEPUIOH WIIA KbM HIKOE OT TIOMOIITHHUTE
BEIIeCTBAa, M30poeHU B ToUKa 6.1.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3Hil MePKH IIPH ynoTpeda

yHOTDe6a IOpHU TaIMCHTH B OCTPO AXXUTHPAHO MW TCXKKO IICUXOTHYHO CHbCTOAHHUEC

Xeplion HC TpH6Ba Ja CC MU3IM0JI3BA 3a JICUCHUC Ha OCTPU CbCTOAHUS HA AXKUTALWA WA TCIKKHU
IICUXOTHYHU CBbCTOAHHS, KOraTO CC Haj1ara He3abaBeH KOHTPOJI Ha CUMIITOMMUTE.

QT unTtepBan

TpsabBa na ce BHIMaBa, KOTaTo MaJIUIEPHIOH C€ IMPEIICBa Ha TTAIIMEHTH C U3BECTHO ChPJICYHO-
CHII0BO 3a00JsIBaHe WK ¢ (paMHIIHa aHaMHe3a 3a yabbkeH QT uHTepBai, KakTo U MpH eAHOBPEMEHHA
yrnoTpeba ¢ IpyrH JeKapCTBEHHU MPOJYKTH, 32 KOUTO CE CMSTa, Y€ BOJAT A0 yabkaBane Ha QT
WHTEpBaja.

HCBDOHGHTI/I‘IGH MAJIMIHCH CMHAPOM

Cro01aBanu ca cirydau Ha HeBpojenTiHueH ManuraeH cuaapoM (HMC), koiito ce xapakTepusmpa ¢
XHUIIEPTEPMUS], MyCKYJIHA pUTUAHOCT, HECTAOMITHOCT HAa aBTOHOMHATa HEPBHA CHCTEMa, IPOMEHH B
CHh3HAHUETO U TIOBUIIICHN HUBA Ha cepyMHara kpeaTuH(ochoKruHAa3a, TIPU TPHEM Ha TTAJTUIICPHIOH.
JIOBITHUTETHUTE KIIMHUYHU IPU3HAITA MOKE Jla BKIIIOUBAT MUOTIIOOUHYpHsI (pabIoMHOIIN3a) U OCTpa
0BOpedHa HeAOCTaTHUHOCT. AKO HAKOW NAllMEHT pa3BHe NPU3HALM HWIIM CHMITOMH, KOUTO ca
nokazaresnu 3a HMC, nanunepunon tps6Ba na 0b1e cipsH.

TaD,Z[I/IBHa ,I[I/ICKI/IHGBI/UI/ CKCTpannupaMUIHNU CUMIITOMHA

JlexapcTBeHUTE TIPOIYKTH, KOUTO Ca AHTATOHUCTH HA TOTIAMHUHOBHUTE PEIENITOPH, CE CBBP3BAT C
WHIyIIpaHe Ha TapUBHA JUCKUHE3US, XapaKTepU3npalia ce ¢ pPUTMUYHHU, HCBOJICBH JIBIKCHUS,
MPEeTMMHO Ha €3HKa W/WITU Ha JIIETO. AKO ce MOSBSAT IIPU3HAIM U CUMIITOMH Ha TapIrBHA
JIUCKUHE3Us, TPSOBA J1a ¢€ 00CHAM CIIUPAHETO HAa BCHUKU aHTHIICUXOTHUIIH, BKIIFOUUTEIHO Ha
MaJTUTICPUJIOH.

Heob6xoaumo e moBUIIeHO BHUMAHKE TIPY MAIMEeHTH, MTOTyYaBalliy eJHOBPEMEHHO IICUXOCTUMYIaHTH
(Hanp. MeTHIQEeHUIAT) U TATUIEPUIOH, Thii KATO MOTAT Jla Bb3HUKHAT EKCTPAlIMPaMHUIHNA CUMIITOMH
MIpU KOPUTUPAHE HA J03aTa Ha €IHOTO WM U Ha JBETe JekapcTBa. [IpenopbuBa ce mocTeneHHo
CIUpaHe Ha JEUYEHUETO ChC CTUMYJIAHTH (BXK. TOUKa 4.5).

JIEBKOIICHMS, HCYTPOIICHHS M arpaHyJIOIUTO3a

[Ipu neuenue ¢ Xeplion, ce choOIIaBa 3a ClIyyad Ha JICBKOIICHHUS, HCYTPOIICHUS U arpaHyJIOIUTO3a.
ArpaHnyJonurosa ce ¢ho0IaBa B MHOr0 peaku ciydan (<1/10 000 mamueHTH) IO BpeMe Ha
MOCTMAapKETHHTOBOTO HabmroeHue. [lanueHTy ¢ aHaMHe3a 3a KITHHUYHO 3HAYMM HUCHK Opoi Ha
OenuTe KPhBHU KICTKH WIIH JICBKOTICHUS/HEYTPOTICHHS, MHYIIpaHa OT JIEKapCcTBa, TpIOBa Ja ce
MPOCIIEIABAT MIPe3 MbPBUTE HAKOJIKO MECEIa OT TepalusaTa U TpsiOBa J1a ce OOMHCIIH TIPEYCTaHOBSIBAHE
Ha JieuyeHneTo ¢ Xeplion pu MbpBHUs MPU3HAK HA KIMHUYHO 3HAYMMO TTOHIDKaBaHe Ha Opos Ha Oenute
KPBBHH KJICTKHU MPH OTCHCTBUETO HA IPYTH MPUUNHHO-CICICTBEHU (akTopu. [Tal[MeHTH ¢ KIMHUYHO
3Ha4YUMa HCYTPOIICHUA Tp5[6Ba BHHUMATCIIHO J1a C€ MPOCICaABaT 3a TPECKA UK APYyru CUMIITOMUA WUIIN
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NpU3HAIM Ha HHGEKIHS U 1A ce JIEKyBaT CBOEBPEMEHHO MPH M0sSBaTa HA ITOA00OHU CUMITOMH WIN
npusHai. [TanuenTu ¢ Texka HeyTporenus (abcomoren 6poit Ha Heytpoduure < 1 x 10%/1) Tpsa6Ba
Jia IPeyCTaHOBSAT JieueHHeTo ¢ Xeplion u OposT Ha OeuTe UM KPBBHH KJIIETKU TPsIOBA J1a ce
IpOCIeNsABa 10 TIXHOTO Bh3CTAHOBSIBAHE.

Peaknum Ha CBPBXYYBCTBUTCIIHOCT

[To Bpeme Ha MOCTMAPKETHHTOBHUS OMHT PSAAKO CE€ ChOOIIaBaT aHA()MIAKTUYHN PEaKUX IPU
NaKueHTH, KOUTO IPear TOBa ca MOHACSIHN A00pe epopalieH pUCTIEPUIOH HIIH MEpopasieH
nanunepuion (Bx. Touku 4.1 u 4.8).

AKO BB3HUKHAT pEaKkIiu Ha CBPBXIYBCTBUTEIHOCT, IIPEyCTaHOBETE NMpHUiIaraHeTo Ha Xeplion;
3aM0YHEeTE OO MOTbPKAIIA MEPKH, KAKTO € KITMHUIHO YMECTHO U HAOJII01aBaiiTe manruenHTa a0

OT3By4YaBaHE Ha MPHU3HALUTE U CHMOTOMHTE (BXK. TOUKH 4.3 1 4.8).

XunepriaivukeMusi U 3axapeH auabder

[Ipu nevyenue ¢ manunepuoH ce choOIIaBa 3a caydan Ha XUIEPTIUKEMHUS, 3aXapeH auadeT u
o0ocTpsiHE Ha BeUe CHIIECTBYBAII AUA0ET, BKIIOYUTEIHO JHadeTHa KOMa U KEeTOAIH103a.
[IpenopbunTETHO € MOAXOAANIO KIMHIYHO MOHUTOPHPAHE B CHOTBETCTBHE C IIPUETHUTE
AHTUIICUXOTUYHHU HACOKH 3a JeueHue. [lanuenty, nexyBanu ¢ Xeplion, TpsiOBa ia ce mpociensBart 3a
CHUMIITOMH Ha XUTIEPTIUKEMHS (KaTO MOIUANTICHS, TIONNYPHs, Toardarus U oTmaaHaiocT), a
MAIMEHTH ChC 3aXapeH auadeT TpsiOBa peIOBHO Jia ce TMPOCe/sBaT 3a BIOIIABaHEe Ha TIIIOKO3HUS
KOHTPOIL.

TloBuIIaBaHe Ha TETJIIOTO

Crob1maBa ce 3a 3HaYMMO MOBHILIABAHE HA TETJIOTO MpH ynorpeOdaTa Ha Xeplion. TerioTo TpsdBa aa
C€ U3MEPBA PEJOBHO.

yHOTD€6a OpH JaMCHTH C MPOJJaAKTHH-3aBUCHUMHU TYMOPHU

HpOy‘IBaHHHTa C TbKaHHHU KYJITYPH IMOKa3BaT, Y€ paCTCKbT Ha KJICTKUTC Ha TYMOPHU HA I'bpaaTa IIpu
YOBCKA BCPOATHO € CTUMYJIMPAH OT MMPOJIAKTHH. HezaBucumo ge OpU KIIMHWUYHA U CIUICMHUOJIOTHIHN
U3MUTBAHUA 10 MOMCHTA HC € JOKa3aHa sICHAa BPpb3Ka C IPHUJIAraHCTO HAa aHTUIICUXOTHUILH, CC
IIpEropbYBa MOBUIICHO BHUMAHUC IIPU MAUCHTUTE CbC CbOTBETHATA aHAMHE3aA. HaJII/IHepI/II[OH
Tpfl6Ba Ja c¢ npuiara ¢ NMOBUIICHO BHUMAHUEC IIPU NAIMUCHTHU C BEYC CHLIICCTBYBAll TYMOp, KOKTO
MOIXKE [1a € IPOJIaKTUH-3aBUCHUM.

OprocTaTyHa XUIOTOHUS

[ManumepumoH MoXke Ja Mpean3BUKa OPTOCTATUYHA XUIIOTOHUS NIPY HAKOM MAIUEHTH, TIOpaan
Onokupane Ha anda-perenTopure.

BB3 ocHOBa Ha cOOpHU TaHHU OT TPH MJIaIe00-KOHTPOIUPAHH, 6-CEIMUYHH N3MUTBAHUS C (PUKCHpaHa
Jto3a IepopalieH MaTuepua0H Ta0IeTKH ¢ YIBIKEHO ocBoOokmaBane (3, 6, 9 u 12 mg), 3a
OpPTOCTAaTUYHA XUIIOTOHUS ce choOImaBa rmpu 2,5% 0T MalueHTHTE, JIEKYBaHH C IepopaieH
NaIUIEepUIOoH, B cpaBHeHue ¢ 0,8% mpu manueHTuTe, JeKyBaHu ¢ miamnebo. Xeplion TpsOBa aa ce
M3I0J13Ba C OBUIICHO BHUMAaHHUE MIPU HALMEHTH ChC U3BECTHHU CHPACYHO-CHA0BH 3200 sIBaHUS (HATIP.
ChpJ/IeYHa HEJJOCTATHYHOCT, MHPAPKT Ha MHOKap/Ia WK UCXEMHS, IIPOBOIHU HAPYIIICHHS ), MO3BYHO-
Ch/I0Ba OOJIECT WM ChCTOSHUSA, KOUTO MpeApa3noiaraT nareHTa KbM XUIOTOHHA (Harp.
00€3BOTHSIBAHE WJIM XUIIOBOJIEMHUS).

I'spuoBe

Xeplion TpH6Ba Ja €€ U3M0JI3Ba C MIOBUIICHO BHUMAHUC IIPU MAIUCHTHU C aHAMHE3a 3a I'bPpYOBC WIN
APYTU CbCTOAHUSA, KOUTO MMOTCHIHUAIHO ITOHMXXaBaT I'bpYOBHA IIpar.
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B’L6DC‘IHO YBPCXKAAHC

[Ipu manuenT ¢ OBOPEYHO yBpPEXKIaHE TIA3MEHUTE KOHIICHTPAIIMM Ha AJIMIICPU/IOH Ca MIOBHUIIICHH,
MopaJi KOETO ce TPENopbhiBa KOPUTUPAHE Ha J103aTa MPH MAIEeHTH C JIEKO ObOPEYHO YBpEeXKIaHe.
Xeplion He ce mpenopbyYBa NpU MAMMEHTH C YMEPEHO WA TEXKKO OBOPEYHO yBpexkIaHe (KpeaTHHUHOB
kiupbHC < 50 ml/min) (Bx. Touku 4.2 u 5.2).

I’IGDHO)ILDO6HO YBPCKIAAHE

JluricBaT JaHHU MPH MAIMEHTH € TeXKO YepHopoOHo yBpexkaane (Child-Pugh knac C). [Ipenoprusa
ce MMOBHIIICHO BHUMaHHKE, aKO MAIHIIEPUIOH Ce M3II0JI3BA NIPU TaKKBa AllUCHTH.

ITammenTu B cTapyecka Bb3pacT ¢ JICMEHIIHS

He ca npoBexnanu npoy4sanus Ha Xeplion npu nanueHTH B cTapyecka Bb3pacT ¢ AeMeHnus. Xeplion
TpsOBa J1a ce M3MO0JI3Ba C MOBUILECHO BHUMAHKE IPH MALEHTH B CTapUecKa Bb3pacT C JeMEHLHS, IPU
KOHMTO UMa PUCKOBH (haKTOpPH 32 MO3bUEH yap.

OnuTsT ¢ pUCnCpruaoH, HUTUPAH IMO-A0J1y, CC CMATA 34 BAJIUACH U 3a MAJIMIICPHUIOH.

Obwa cmvpmuocm

Mera-aHanu3bT Ha 17 KOHTPOJIMPAHU KIIMHUYHYU W3MUTBAHUS ITOKA3Ba, Y€ MAMCHTHTE B CTapyecKa
BB3pAcT C JACMEHIHS, JICKYBaHHU C JAPYTH aTHITUYHH aHTUIICUXOTHUIIN, BKIFOUHTEIIHO PUCTICPHUJIOH,
apUIHUIPa30J1, OJAaH3AMWH U KBETHAITHH, Ca MMAJTH MOBHUILICH PUCK OT CMBPTHOCT B CPAaBHEHUE C
HNalUeHTHTE, TpreMalTy riane6o. CMBbPTHOCTTA MPH MAIUEHTHTE, JISKYBAaHH C PUCTICPUIOH, € 4%
capsimo 3,1% 3a mane6o.

Mo3vuno-cb008U Hexcenanu peaxkyuu

Ha6J’IIO,I[aBa ce HpI/I6J'II/I3I/IT€J'IHO 3—KpaTHO IMMOBUIICHUC HA pUCKA OT MO3bYHO-CbAOBU HCIKCIIaHU
p€aKknunu 1mpu paHaoMU3HupaHu, HHa]_[e60-KOHTp0JII/IpaHI/I KIIMHUYHHA MIPOYYBaHUS IIPU ITOIIYyJIalluATa Ha
MaoUEHTUTE C ICMCHI M, JICKYBAHU C HAKOU aTUIINUYHU aHTUIICUXOTUIU, BKIIFOUUTCIIHO PUCTICPUIOH,
APUITAIIPA30J U OJIaH3aIllhH. MexaHu3MBT 3a TO3U IIOBUILICH PHUCK € HCU3BCCTCH.

Bbosect na IlapkuHcoH 1 feMeHIM ¢ Tenna Ha Lewy

Jlexapure TpsiOBa BHUMATEHO J1a PEIIEHAT PUCKA CIIPSMO IT0J13aTa, KoraTo npeAmnucear Xeplion Ha
nanueHTy ¢ 6omnect Ha [lapkuncon wim ¢ gementus ¢ tenma Ha Lewy (JTJI), Twit kaTo u pu ABeTe
TPYIX MOKE Jla ©Ma TIOBUIIICH PUCK OT PAa3BUTHE HAa HEBPOJICTITUYCH MAJIUTHEH CUHAPOM, KaKTO U
MOBUIIEHA YyBCTBUTEIHOCT KbM aHTUIICUXOTULIU. [IposBUTE HA Ta3U MOBUILIEHA YYBCTBUTEIHOCT
MOYe J]a BKITIOUBAT O0BPKAHOCT, 3aMbIJICHO Ch3HAHHE, TOCTypallHa HECTAOMITHOCT C YECTH MaJaHus B
JIOTTBJTHEHNE KbM €KCTparipaMuIHa CHMIITOMATHKA.

IIpuanuzsem

Cro01maBar ce ciyvau 3a HHAYLHMPaHE Ha NPUAU3bM OT aHTHUIICUXOTUYHH JIEKAPCTBECHH MPOILYKTH
(BKIIOYUTEIHO PUCTIEPUIOH), OJ0KHpany anda-agpeHepruaaute peuentopu. [1o Bpeme Ha
MOCTMAapKETHHTOBOTO HAOJIO/ICHHE Ce ChOOIaBa 3a MPUAIU3bM H IIPU TIePOPajICH MaUIIePH/IOH,
KOMTO € aKTHBHHUSAT METa0ONHT Ha pucriepuioH. [lanmenTure TpsOBa na ObaT HHPOPMUPAHU
He3a0aBHO 2 MOTHPCST MEIUIMHCKA IIOMOILI, aKO TO3U NPHANU3bM HE OT3BYYH 10 4 Jaca.

Perynupane Ha TenecHaTa TeMIeparypa

AHTUTNICUXOTUYHHTE JICKAPCTBEHH MIPOYKTH UMAT CBOHCTBOTO Jla HApYIIaBaT CIIOCOOHOCTTA Ha
opraHmM3Ma Jia HaMaJjisiBa TejecHara TeMieparypa. [IpenopbuBar ce MoAXOIAIIM IPUKH, KOT'aTo
Xeplion ce mpeanucBa Ha NAIMEHTH, KOUTO IIe OBJAT U3JI0KECHU Ha YCIIOBUS, TOMPUHACSIIH 3a
MOBHIIIEHUE HA TelleCHATa TeMIIepaTypa, HalpuMep yCHIeH! (PU3UUecKy yIpakHEHUs, U3JIaraHe Ha
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MMPCKOMCEPHA I'OpCIINHA, U KOUTO MMOJIy4YaBaT CbIIbTCTBAILlA TCPAIIUA C JICKAPCTBCHU MPOAYKTH C
AHTUXOJIMHCPTUYIHO ,I[eﬁCTBI/Ie, HJIK Ca ACXUApaTUpaHu.

BenozeHn tpomboeM00Iu3bM

Crob1maBa ce 3a ciay4au Ha BeHo3eH TpomOoemOoan3bM (BTE) npu anTUnICHXOTHYHHTE JIEKApCTBEHN
npoxykTH. Thil KaTo MAMEHTHTE, JTEKYBAaHH C aHTHUIICUXOTHIIN, YECTO ca C MPUIOOUTH PUCKOBH
¢axropu 3a BTE, Bcuuku Bp3MokHH prcKoBH (paktopu 3a BTE Tpsa6Ba na 6bpaat uaeHTudumnpanu
Npeay U 10 BpeMe Ha JiedeHueTo ¢ Xeplion, KakTo 1 aa ObAaT NpeanpueTy IPEBaHTUBHU MEPKH.

AHTHemernyeH edexr

[pu npeAKITMHAYHATE U3MUTBAHMS C MTANUTICPUIOH € HaOIII0JaBaH aHTHEMETHYEH e(heKT. AKO TO3H
edeKT ce MosBY MPU X0pa, TOW MOXKe Ja 3aMacKupa MpH3HAIUTE ¥ CHMIITOMHTE Ha Tpelo3upaHe Ha
OTIpeIeNICHH JIEKAPCTBEHH MIPOAYKTH WK Ha ChCTOSHUS, KATO YpeBHA OOCTPYKLUS, CHHIPOM Ha Reye
Y MO3BYEH TyMOP.

IIpunoxxenue
TpsiOBa 1a ce BHMMaBa 3a J1a ¢ U30eTrHE CIIy4aliHOTO MHYKEKTUpaHe Ha Xeplion B KPbBOHOCEH Ch.

Hurpaoneparusen duonu upuc cuaapom (MOUC)

HN®DUC e HabnrogaBaH 1o BpeMe Ha orepaiys Ha KaTapakTa Ipy HallMeHTH, JISKyBaHH C JICKapCTBEHH
NPOLYKTH C e()eKT Ha oja-aApCHEPTUUCH aHTaroHUCT, kKaTo Xeplion (Bxk. Touka 4.8).

NOUC morxe 1a MOBUILY pUCKa OT OYHH YCIOKHEHHUS TI0 BpeMe Ha | ciell onepanusara. HacrosiaTa
WY TIpeJIMIIIHA YIOTpeOa Ha JeKapCTBEHU MPOAYKTH ¢ anda la-apeHepruueH aHTarOHUCTHICH eeKT
TpsI0Ba /1a ca M3BECTHU HA OYHHMS XUPYPT Mpeu onepanusaTa. [loTeHuanHaTa moisa oT CIHPaHeTo Ha
anda 1-0nokupaiiiata Tepanus Mpeay onepanys Ha KaTapakTa He € yCTaHOBEHa U TpsiOBa 1a Objie
NpeleHeHa CIpsMO PUCKa OT CIIMPaHe Ha TepanusITa ¢ aHTUIICUXOTHIIH.

Tlomonrau BCIICCTBA

To3u nexapcTBeH NPOAYKT ChIbpxkKa Mo-Maiako oT 1 mmol HaTpuit (23 mg) Ha 1032, T.€. IPAKTUIESCKH
HE ChIbpKa HATPUH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

[IpenopbuBa ce MOBUILIEHO BHUMaHKE, Korato Xeplion ce peAnuicea ¢ JIeKkapcTBa, 3a KOUTO €
M3BECTHO, e yabmkaBaT QT unTepBana, kato kiac [A aHTHapUTMHUYHH CpecTBa (HAIp. XMHUIUH,
musonupamun) u kinac 11l anTnaputMuyHu cpeactsa (Hamp. aMHOAAPOH, COTAIOI), HIAKOH
AHTUXMCTAMHUHH, HIKOU APYTH AHTUIICUXOTHULH, KAKTO M HAKOM aHTUMAJIAPUHHH CPeACTBa (HaIP.
MeduioxuH). To3u CUCHK € MHAWKATHBEH U HE € N34epIIaTelicH.

HOTGH]_II/IaJ'I Ha XCDHOH Ja IIOBJIWABA JPYIH JICKAPCTBA

He ce ouakBa MaJIUNCPUAOH a MPEAN3BHUKBA KIIMHUYHO 3HAYNMU Q)apMaKOKI/IHeTI/I‘IHI/I
B3aHMOILefICTBPIH C JICKapCTBa, KOUTO CC MeTa6OJ’II/I3I/IpaT Upe3 MUTOXPOM P-450 uzocH3umure.

Karo ce nma npeaBux OCHOBHUAT e(DEeKT Ha MAJTUIICPUIOH BbPXY IICHTpaJIHATa HEPBHA CHCTEMA
(IHC) (Bx. Touka 4.8), Xeplion TpsOBa a ce U3IOI3Ba C MOBHUINIEHO BHUMAaHNE B KOMOWHAIIUS C
JIPYTH JeKapcTBa, KouTo aeiictear Bepxy LIHC, kaTo aHKCHOMUTHIIN, TIOBEYETO aHTUTICUXOTHIIH,
ChHOTBOPHHU, OIIMATHU U T.H., WM C AJIKOXOJ.
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[ManumepumoH MoXke a aHTaroHU3upa e)ekra Ha JIEBOJIOMA U IPYTH IOTIAMUHOBH arOHUCTH. AKO ce
cMsiTa, 4e Ta3u KOMOHMHAIUs € HeoOX0[uMa, 0COOCHO B KpallHUS cTaauil Ha 6onectTta Ha [lapkuHCOH,
TpsiOBa Ja ce IpeKcBa Hal-HUCKaTa e(peKTUBHA J103a OT BCSIKO JICKAPCTBO.

ITopanu moTeHnMaNa Ha JIEKAPCTBEHUS MTPOAYKT Ja MIPEIN3BUKBA OPTOCTATUYHA XUTIOTOHUS (BIK.
Touka 4.4), mpu punaraseTo Ha Xeplion 3aeHO ¢ IPYTH TEparieBTUYHU CPEACTBA, KOUTO CHIIO UMAT
TaKbB MOTCHIHAJI, HATIP. IPYT'H aHTUIICUXOTHUIH, TPULIUKINYHA aHTHICIIPECAHTH, MOXKE J1a Ce
HaOII01aBa aIUTUBEH e(PeKT.

[IpenopbuBa ce MOBUILIEHO BHUMAaHHUE, B CIIy4al Y€ MaJTUIICPHIOH C€ KOMOWHUPA C IPYTH JICKapCTBa,
3a KOMTO ce 3Hae, ue MOHIKABAT Tpara Ha I'bpyoBeTe (Harp. GeHOTHA3UHU Wi OyTHpO(EeHOHH,
TPULUKIAYHN aHTUACTIPECAHTH HIIH CEIEKTUBHU HHXUOUTOPH Ha 00paTHOTO 3axBalllaHe Ha
cepotonuHa (SSRI), Tpamamos, MeQIIOXUH H 1Ip.).

EnnoBpemMeHHOTO Ipuiiarane Ha nepopalieH MaIUNepUI0H TaOlIeTKU C yIBJKEHO 0CBOOOKIaBaHE B
CTaLlMOHAPHO cheTosHUE (12 mg BEAHBK AHEBHO) C AUBANIIPOCKC HATPUI TAOJIETKU C YABIKCHO
ocBoboxaaBane (500 mg o 2 000 mg BeTHEXK THEBHO) HEe OKa3Ba ehekT BbpXy (hapMakOKHHETHKATA
B CTallHOHAPHO CHCTOSIHUE HA BAJIIPOATa.

He ca npoBexmanu mpoy4yBaHus 3a B3aNMOJICHCTBUATA MEXTy Xeplion H JINTHIA, BBIIPEKH TOBA
CBII[ECTBYBA MaJIKa BEPOSITHOCT OT (DapMaKOKUHETUYHU B3aHMMOJICHCTBUSI.

IToTrenuman Ha APYIU JIEKApCTBA J1a HOBJIUABAT Xeplion

[IpoyuBanus in vitro nokassar, ye CYP2D6 u CYP3A4 morat na uMaT MUHEMAJIHO y4acTUE B
MeTaboIM3Ma Ha NATUMIEPUIOH, HO HUTO in Vitro, HUTO in Vivo MMa NpU3HAIHM, Y€ T€3U H30€H3UMHU
UTpasT 3HauuMa poJis B MeTabosin3Ma Ha majgunepuioH. EMHOBpeMEeHHOTO NpuIiiarane Ha IepopajcH
MAUTIEPUIOH C MAPOKCETHH — MolleH naxuourop Ha CYP2D6, He oka3Ba KIMHUYHO 3HAYUM €(eKT
BBPXY (papMaKOKHHETHKATa Ha MaJUIIEPUIOH.

EnHoBpeMeHHOTO Mpuitarane Ha mepopaieH NATUIIEPUIOH ¢ YABHKCHO 0CBOOOKIaBaHEe BETHBK
JTHEBHO ¢ kapOamaszenud 200 mg 1Ba IbTH JHEBHO BOJU 10 HAMaJsIBaHE C MPUOIM3UTENHO 37% Ha
MexanHHaTa Cmax B cTaliMoHapHO cbeTosiHue 1 AUC Ha nanunepuaoH. ToBa HamaneHue B
3HAYUTEIIHA CTEIICH CE MIPUYUHSIBA OT yBearuaBaHe ¢ 35% Ha ObOpeUYHHS KIUPBHHC HA TATUIICPHIOH
BEPOSATHO B Pe3yJTaT Ha HHIyIHpaHe Ha ObOpeurn P-gp ot kapbamazenud. OT IEKOTO HaMalIsIBaHEe HA
KOJIMYECTBOTO HA aKTUBHOTO BELIECTBO, EKCKPETUPAHO HEMPOMEHEHO B YpUHATA, MOXKE J1a €€
MIPEINOJIONKH, ue € uMaio ciad edekt Bbpxy CYP Merabonu3ma miv OMOHATIMYHOCTTA Ha
MAJIUIICPHUIOH IO BpEMe Ha €IHOBPEMEHHOTO MpuiiaraHe Ha kapbamasenuH. [Ipu mo-BUCOKH 1034 Ha
KapOaMasernuH MoraT Jja ce Ioy4aT ITO-ToJIEMH HaMaJIeHUs Ha IUIa3MEHUTE KOHIIEHTPAIH Ha
nanunepuoH. [1pu 3amouBaneTo Ha kapbama3enuH qo3aTa Ha Xeplion TpsOBa j1a ce nmpepasrie/ia u
YBEIN4H, aKo € HeoOxoquMo. CHOTBETHO MPH CIIMPAHETO Ha KapOamaszenuH jo3ara Ha Xeplion TpsOBa
Jla ce mpepasriiefia 1 Hamalli, ako € He00X0IUMO.

EnHoBpeMeHHOTO IpWIIarane Ha eIMHIYHY JI031 TIEpOPaJICH NATUIIEPHIOH Ta0JIIETKH C YIBIKEHO
ocBoOOXKAaBaHe 12 mg ¢ qTUBANIIPOEKC HATPUH TaOIETKH C YIBIIKEHO OCBOOOKIaBaHe (J[BE TaOIETKH
ot 500 mg BeHBK JHEBHO) BOAM 10 yBenudaBaHe Ha Cuax 1 AUC Ha manunepumoH ¢ MpuOIHM3UTEITHO
50%, K0eTo BEpOSTHO Ce Ab/DKU Ha yBEIMUYeHATa NepopaiHa abcopOuus. Twit kaTo He ce HaboaaBa
e(eKT BbPXY CHCTEMHUS KIIMPHHC, HE C€ OYaKBa KIMHUYHO 3HAYMMO B3aHMO/ICHCTBUE MEXKTY
JUBAIIPOCKC HATPUH TaOJETKH C yIBIDKEHO 0CBOOOXK1aBaHe U Xeplion HHTpaMyCKyJTHA WHIKEKITHS.
He ca npoBexnanu mpoy4BaHus 3a ToBa B3aumoieiicteue ¢ Xeplion.

E,I[HOBDCMeHHa VHOTDC63, Ha XCDHOH C pUCTICEPHUAOH MW MECPOPAJICH NATUIICPHUIAOH

Tbli KaToO MaTHIIEPUAOH € OCHOBHUST aKTUBEH META0OIUT HAa PUCTICPHUJIOH, TPSOBa Jia ce BHUMAaBa IpU
€THOBPEMECHHOTO MpUIIOKeHHe Ha Xeplion ¢ prCIEpHIOH WITH C TIEPOpaICH MaTHIICPUIOH 3a
NPOIBIDKHUTEINICH MEPUOJ OT BpeMe. JlaHHuTe 3a Ge30macHOCT npu ynorpedara Ha Xeplion ¢ npyru
AHTHUIICUXOTHUIN Ca OTPAHUYCHU.
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ExnoBpemenna yrorpeba Ha Xeplion ¢ IICUXOCTUMYJIAHTH

EnnoBpemenHara ymorpeba Ha IICHXOCTUMYJIAHTH (Harp. MeTHI(GEHNAT) C MATUIIEPUIOH MOKE J1a
JIOBEIC JI0 CKCTPAMPaMUJIHU CUMIITOMH NIPU MPOMSHA Ha €{HATA WM U Ha JBETE TEpanuu (BXK.
Touka 4.4).

4.6 DepruauTeT, )PEMEHHOCT U KbpPMeHe

BpemeHHocT

Hsma noctarsuno gaHHU 3a ynorpebaTa Ha MAIMIEPUIOH 1O BpeMe Ha OpeMeHHOCT. HTpaMycKymHO
WHXCKTUPAHUAT NAJTUIICPUAOHOB IMMAJIMUTAT U MICPOPATTHO IMMPUITOKCHUAT NATTUIICPUIOH HAMAT
TCPATOTCHCH e(i)eKT B ITpOy4YBaHUATA IPH )KUBOTHH, HO C€ Ha6J'IIOIIaBaT APy BUAOBE PCIPOAYKTUBHA
TOKCHYHOCT (B3X. Touka 5.3). [Ipu HOBOpOIeHH, H3JI0’KEHH Ha MAIUIEPUIOH NIPE3 TPETHsI TPUMECTBP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIAaHH JICKAPCTBEHHU PEaKIMi, BKIIIOYBALIHN EKCTPATMPaMUIHH
CHUMIITOMH I/I/I/IHI/I CUMIITOMHU Ha OTHEMAHE CJICA PAXKAAHETO, KOUTO MOrar Jia Bapupar 1o TEXKECT U
NOPOIBIDKUTENHOCT. JIoKIaqBaHy ca cIy4au Ha Bb30yna, XUIEPTOHHUS, XUIIOTOHHS, TPEMOD,
COMHOJICHTHOCT, PECIIMPATOPEH JUCTPEC MM XPAHUTEIHU Pa3CTPOUCTBA. 3aTOBa, HOBOPOACHUTE
TpsiOBa J1a ObJIaT BHUMATEIHO MOHUTOpHPaHU. Xeplion He TpsiOBa Jia ce U3IO0JI3Ba TI0 BpeMe Ha
OpEeMEHHOCT, OCBEH B CiIydail Ha KaTeropuiHa HEOOXOANMOCT.

Kopmene
IIpunoskeH B TepaneBTUUHU JO3U Ha KbPMEILH KEHH, MaJTUIEPUIOH CE EKCKPETUPA B KbpMata J0

CTeIleH, IPU KOATO MMa BEPOSITHOCT 32 MOsiBa Ha epeKTu nmpHu KbpMadeTo. Xeplion He TpsiOBa n1a ce
U3I0J13Ba B [1€PU0JIa Ha KbPMEHE.

Peprunurer

He ca HaGmojaBaHu chbOTBETHH €)EKTH TIPU HEKJIMHUYHU MPOYYBAHHS.

4.7 EdexTn BbpXy crioco0HOCTTA 32 oupaHe u padoTa ¢ MAIIUHA

[Nanunepumon Moe Ja MOBIUsIE B MallKa MM YMEPEHA CTENEeH CIIOCOOHOCTTA 3a mogupaHe u padboTa
C MalllMHH, IOpaay MOTEHIHATHUTE e()EKTH BbPXY HEpBHATA CHCTEMa U 3pEHHETO, KaTo ceaanus,
COMHOJICHTHOCT, CHHKOII, 3aMbIJIEHO 3peHue (Bxk. Touka 4.8). [lopaau ToBa, Ha TallMEHTUTE TPAOBa 1A
ce mpernopbya Jia He modupar u paboTAT ¢ MAIIMHY, IOKATO HE CTAaHE U3BECTHA TAXHATA
MHIMBUIyaTHa 9yBCTBUTEIHOCT KbM Xeplion.

4.8 Hexenanu JekapcTBeHH peakINU

O0600611IeHMEe Ha podriia Ha OE30IIaCHOCT

Hexxenanute peakuuy, KOUTO ca JOKJIaJABaHU HAH-4€CTO NPH KIMHIUYHH MPOYUIBAHUS Ca HHCOMHUS,
riaBo0osue, 0e3MOKOHCTBO, MH(EKIMY Ha TOPHUTE AUXATEIHU IIBTHILA, PEAKLUsI Ha MSICTOTO Ha
WH)XEKTHpaHe, TapKUHCOHU3BM, MTOBHUINIABaHE HA TETJIOTO, aKaTHU3UA, aXKUTAIHs,
celanyst/COMHOJIEHTHOCT, raJieHe, KOHCTHITAIS, 3aMaiiBaHe, MyCKYJTHOCKeTleTHa 00JIKa, TaXUKapIusl,
TpeMop, aboMruHanHa 0oJKa, HOBpbLIaHe, quapus, ymopa u auctonus. Ot tesu HJIP akatusus u
Celanyst/COMHOJICHTHOCT c€ OKa3BarT J103a-3aBUCHUMH.

TabauyeH CIUCHK HA HEXKCIAHUTE PCAKIINN

CrnieiBaT BCUYKH HEKEIAHU PEaKIIUU, KOUTO C€ ChOOIABAT C MAJMIICPHUIOH 10 YSCTOTHH KaTerOPHH,
OIICHCHU B KIIMHUYHH MTPOYYBAHUS C MAINCPUIOH MAIMHUTAT. M3110/13BaT Ce CACIHUTE TEPMHUHHU 32
yectoTtara: MHOTO yectd (> 1/10); wectu (> 1/100 mo < 1/10); mewectu (= 1/1 000 no < 1/100); peaxu
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(= 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000); u ¢ Hen3BecTHa YecToTa (OT HATUYHUTE JaHHU
HE MOJKe J1a Ob/ie HallpaBeHa OLICHKa).

Cucremo-

HexxenaHnu peakuuu

OpraHeH KJac YectoTa
Mmuoro Yectn Hevectn Penxn C Hen3BecTHA
4eCcTH gecrora®
Wudexmnun u WHQEKIUs Ha ITHEBMOHHS, OPOHXWUT, HHpEKIH Ha
uHdecTan TOPHHTE AUXATENHH | WH(EKIHs Ha ouuTe,
BTHIIA, MHPEKIHs | JIMXaTETHUTE MHTHUIIA, aKapoJepMaTHT
Ha IMKOYHHUTE CHHY3UT, [IUCTHT,
IITbTULLA, TPUIT HH(EKIUA Ha YXOTO,
TOH3MUJIUT, OHUXOMHUKO3HU,
LENYJINT, TOIKOKEH
abcrec
Hapymienust Ha HamaieH Opoit 6enun HEYTPOIIECHHUSI, arpaHyJonUTo3a
KPBBTA U KPBBHH KJIETKH, aHEMHUSI TPOMOOLUTOTICHN
nmuMdHaTa s, TIOBUILICH OpOi
cHCTEMA eo3uHO (UM
HapyI_HCHI/If{ Ha CBp'bX'-lyBCTBI/ITCHHOCT aHa(bI/l.]'laKTI/l‘lHa
MMYHHATa CUCTEMA peaxnui
Hapymienus Ha XHIIEPITPOIAKTHHEM HEIOIX OIS
€HJOKpUHHATa ns® CeKpenus Ha
cHcTeMa AHTHUILYPETHYCH
XOPMOH, HAINYHE
Ha 3axap B
ypHHaTa
Hapymienust Ha XHUIEPTITUKEMUS, 3axapeH auabet’, nuaderHa BOJIHA
MeTabom3Ma 1 [IOBUILIABAHE HA XUIIEpUHCYJINHEMUS, KEeToalu103a, MHTOKCUKaLUs
XpaHeHeTO TCrjaorTo, TIOBHUIIICH AIICTHUT, XUIIOTJIMKECMHMU I,
IIOHUXXAaBaHC Ha aHOpeKCI/IH, IIOBUILICHU TIOJINAUIICUSL
TEMIOTO, HAMAJIEH TPUTIHLEPUIN B KPHBTA,
aneTuT MOBHILICH XOJIECTEPOII B
KpPBBTa
HCI/IXI/I‘IHI/I UHCOMHUSA" AXHUTanui, Hapymel-lm[ Ha CbHI, KaTaTOHMUs, pa3CTpOﬁCTBO Ha
HapymeHHH Jacnpecus, MaHUus, HaMaJICHO ChCTOAHHUEC HA XPpaHCHETO,
06Ee310KONMCTBO JTUOUI0, HEPBHOCT, 00BPKAHOCT, CBBP3aHO ChC
KOLUMapI/I COMHaMGyJ’lI/I?{bM, CBbHA
MpUTHIIEHA
9yBCTBUTEIHOCT,
AHOpra3Mus
Hapymienust Ha MApKHHCOHU3BM®, TapAWBHA TUCKUHE3NS, HEBPOJICIITHYCH nrabeTHa KoMa
HepBHaTa cCUCTEMA aKaTI/I3I/I$[B, ceaauuﬂ/ CHHKOII, IICUXOMOTOpPHA MAJIMTHCH
COMHOJICHTHOCT, CBp'bXaKTPIBHOCT, Cl/IHllpOM,
IlHCTOHPIﬂE, l'[OCTypaJ'lHa 3aMasgHOCT, HUCXEMUS Ha
3aMaiiBaHe, HapyIICHHE HA MO3bKa, JUIICa Ha
JIUCKUHE3NS®, BHUMAHHUETO, TU3APTPUS, | Peakuus Ha
Tpemop, JUACTEY3Usl, XUIIOECTE3UsI, | CTUMYIIH, 3ary0a
riaBooosne napecresus Ha Ch3HAHHE,

TIOHIDKEHO HHUBO
Ha Ch3HAHUE,
KOHBYJICUW”,
HapylleHue Ha
PaBHOBECHUETO,
abHOpMHA
KOOpIMHALHS,
TpeMop Ha
TJIaBaTa

Hapymenus na
ouuTe

3aMBIJICHO 3PpCHUC,
KOHIOHKTUBUT, CyX0Ta B
OUYHUTEC

rIaykoma,
HapyIIeHUs Ha
JBIKCHHATA Ha
ouHTE, BEPTCHE
Ha O4HTe,
thorododus,
MTOBHIICHO
CBJI300T/EISIHE,
OKyJ1apHa
XUIEPEMHUS

Gutonu upuc
CHUHJIIPOM
(MHTpaonepaTHBe

H)
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Hapymenus na

BEPTHUIO, IIYM B YILIUTE,
0oJKa B yXOTO

YXOTO U
nabupuHTa
Copreunu TaXUKapaust aTPUOBEHTPUKYJIAPEH IpeACHPAHO
HapylIeHus 610K, HapyIIeHA MBXKJIEHE,
MIPOBOIUMOCT, YABIDKEH CHHYCOBa
QT-unrepBan Ha APUTMHUSE
EIIEKTPOKAPIUOTPaMa,
CHHPOM Ha MOCTypajHa
OpTOCTaTUYHA
TaxuKapaus,
Opanukapaus, abHOpMHa
eJIEKTpOKapanorpama,
MaJIIHTAI|
CbaoBHU XHUIIEPTOHUSI XUIIOTOHHS, 6enonpoben HCXEMUS
HapyLIEHUS OpPTOCTATHYHA XUITOTOHHS | eMOOIH3HM,
BEHO3HA
Tpombo3a,
3auepBsABAHE Ha
JIUIETO
Pecniupatophuy, KallUIMLA, Ha3alHa JIUCIIHES, CHH/IPOM Ha XHUIIEPBEHTUIIAINS
IPBIHU U KOHI'€CTUS (apuHTONApHHTEaTHA ChHHA aIHes, , ACIUPAUOHHA
MeTUaCTUHATHY 00J1Ka, EMUCTAKCHC OenoapoOHa [THEBMOHHSI,
HapyIIeHHs KOHIE€CTHS, nuchoHus
KOHI'€CTHA HA
peCIupaTOpHUs
TPAaKT, XPUIIOBE,
Xle'lTeHe
CromaniHo- KOpeMHa 0oJIKa, KOpeMeH IUCKOM(OPT, MaHKPEeaTuT, nIeyc
4peBHH MOBPBILAHE, racTPOCHTEPHT, YpeBHA
HAPYILEHHs rajicHe, qucdarus, Cyxora B HETPOXOUMOCT,
KOHCTHUIIAIUS, ycraTa, GpuaTyIeHInsI II0J{lyBaHe Ha
JUapusl, TUCTICTICHS, e3uKka, (exanHa
36000011 WHKOHTUHCHIINS,
(dekanoma,
XCHIHT
XenatoOuanapHu [TOBUILIEHU MOBUIIIEHA KBITCHULIA
HapyIICHUS TpaHCaMHUHA3U raMariyramuiTpancdepa
3a, MOBUILEHU
YCPHOAPOOHU CH3UMHU
Hapymienus Ha YPTHKApHsl, IPYPHUTYC, JICKapCTBEH CHHIIPOM Ha
KOXKaTa u 00puB, ajomnenus, ek3ema, | 0OpHB, Stevens-
OJKOKHATA cyxa KoXka, epuTeMa, akHe | XHUIIepKeparosa, Johnson/Toxcuuna
TBKAH cebopeeH enuaepManHa
JIEPMATHUT, ITBPXOT | HEKPOIH3a,
aHTHOEIEM,
l'lpOMS[Ha B IIB€Ta
Ha KOJXKaTa,

Hapymenus na
MYCKYJIHO-
CKeleTHara
cucrema,
ChEIUHHUTEIHATA
TBHKaH U KOCTUTE

MYCKYJIHO-CKeJIeTHa
6oJika, OoJika B
repba, apTpairus

IOBHIIICHA
kpeatuHpochoknHasa B
KpBBTa, MyCKYJIHH
Cra3MH, CKOBaHOCT B
CTaBUTE, MyCKYJIHA
cimaboct

pabaomuon3a,
[o/lyBaHe Ha
CTaBUTE

HeoOMyaiiHa mosa

Hapymenus na
O0BOperuTe U
MUKOYHUTE
BTHIIA

He3aJbpKaHe Ha ypHHAa,
TIOJTAKUYPUsL, TU3YPUSL

peTeHIys Ha
ypHHA

ChbCTOSHMS,
CBBP3aHH C
OpeMeHHOCTTa,
POIOBHUS U
MIOCJICPOIOBHUS
TIEPUOT

HEoHaTaJIeH
CHHJIPOM Ha
OTHEMaHe (BXK.
Touka 4.6)
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Hapymenus na

aMCEHOpes,

epeKTUIIHA AUCQYHKITHS,

npuarmn3bMm,

BB3IIPOU3BOAUTE] HapyHICHUC Ha AHCKOMDOPT B .
HaTa CUCTEMa U CiAKyJlanuATa, HEpEAOBHA I'bpaaTa, 3aCTOU B
rbpaaTa MEHCTpyanus’”, T'bPANTE,
TUHCKOMACTHA, YrojiceMsBaHEC Ha
raJlakTopest, CeKcyaHa I'bpAUTE,
nuchyHKuus, 6oiKa B BarMHaJIHO
repaara TCUCHUC
O06mm HapyLICHUs MIAPEKCHs, ACTCHUSA, | OTOK Ha JIMIETO, OTOK", XUIIOTEPMHS, MOHM)KEHA
u e(beKTI/I Ha yMOpa, peaKkuusd Ha IIOBHUIIICHA TCICCHaA BTpUCAHEC, Kax/1a, TCJICCHA
MSICTOTO Ha MACTOTO Ha TEeMIICpaTypa, HapylICHa CHHAPOM Ha TeMIieparypa,
NPHITOKEHIE HMH)XEKTUpPaHE 10XO0/1Ka, OOJIKa B OTHEMaHe, abcuec | HeKpo3a Ha
I'bPANTE, TUCKOMQOPT B Ha MICTOTO Ha MSCTOTO Ha
obyacTTa Ha I'bPIMTE, UHXKEKTUPAaHeE, UHXXEKTHpaHe,
HEPA3IOJI0XKECHUEC, LEJIYJIAT Ha A3Ba Ha MACTOTO
UHAYypanus MACTOTO Ha Ha MHXXCKTHUPaHE
HUHXCKTHUPAHEC,
KHCTa Ha MACTOTO
Ha WHXXCKTUPAHC,
XEéMaToM Ha
MACTOTO Ha
UHXKCKTUpaHe
HapansBanus, nagaHe
OTpaBsIHUA U
YCIIO)KHEHHS],

BB3HUKHAIIN B
pesyarTaT Ha
MHTEPBEHINHI

a

UYecToTata Ha HEXKEJIAHUTE p€akuuu € onpeacii€Ha Kato Kare€ropus ,,C HCM3BECTHA ,,‘leCTOTa”, 3a10TO HE ca HaGJ'IlO)laBaHPI B

KIIMHIYHH NIPOYYBAHMS Ha MAIUIICPHIOHOB MAIMHTAT. Te ca MoIy4eHH OT CIIOHTAaHHH IIOCTMAPKETHHTOBU CHOOIIECHUS 1
YeCTOTaTa MM He MOXe Ja ObJie OIpeeNieHa WM ca yCTAHOBEHU OT AAHHUTE OT KIIMHWYHU W3IMUTBAHUS W/HIN
MIOCTMapKETUHTOBY CHOOIEHHUS Ha PUCTICPUIOH (BCHYKH JICKAPCTBEHH (YOPMH) HIIH TIepOpajIeH MalUIepHIOH.

Buxre no-nony ,, XuneprnposakTHHEMHS .
Buxre no-nony ,,Excrpanupamuiau cumMntToMu’.
B mtare60-KOHTpOIMpaHy U3MUTBAHUS CIyYan Ha 3axapeH auabet ce chobiiasat npu 0,32% 0T nalnueHTUTe, JICKyBaHH C

Xeplion, B cpaBrenue ¢ 0,39% B rpymnara Ha miane6o. O0Iiara yectota OT BCHUKU KIMHHYHK U3nuTBaHus ¢ 0,65% OT BCHYKH

MAIMeHTH, JIeKyBaHH ¢ Xeplion.

1 HHCOMHHS BKJIIOYBA: 3aTPyIHEHO 3aCIHBaHe, IOBBPXHOCTEH ChH. KoHBYIcus BKI0O4YBa: mpunagsk grand mal; Exem
BKJII0YBA: TCHEPAIM3UPAH eieM, IepudepeH eneM, Mek efeM. MeHCTpyaaHo HapylleHHe BKJIIOYBA: 3aKbCHEHUE Ha
MEHCTpYalusTa, HepeJOBHA MEHCTPYAIHsl, OTUTOMEHOpEsL.

Hexenanm peakuu HaGHIOI[aBaHI/I C JICKApCTBCHU d)ODMI/I Ha pUCTICPUJIOH

Tt kaTo NaJIUICPUAOH € aKTUBCH MeTa0OIUT Ha PpUCCpUIOH, HpO(l)I/IJ'II/ITe Ha HCKCJIaHU pCAKINU Ha
TE3W aKTUBHHU BCIICCTBA (BKJ’IIO‘II/ITCJIHO NEpopaIHu U MHKECKIIUOHHA Q)OpMI/I) Cca CbOTHOCHUMH.

Onucanue Ha I/I36DaHI/I HCXCJIaHW pCaKnu

Anaghuraxmuyna peaxyust

ITo BpeMe Ha MOCTMAapPKETHHTOBHS OMUT PSAAKO Ca ChOOMIaBaHM CIydyan Ha aHA(IIAKTUYHA PEaKIIHS
clie]] MHKEKIIMOHHO TIPWIIOKEeHHe Ha Xeplion mpu manueHTH, KOUTO Ipe/d TOBa ca UMalln
MMOHOCUMOCT KbM MIEPOPAICH PUCTIEPUIOH WM NIEPOPAVICH MATUIEPUIOH (BXK. Touka 4.4).

Peaxyuu na macmomo na unscexmupare
Haii-uecto choOliaBaHaTa HeXenaHa peakiiys, CBbp3aHa ¢ MSICTOTO Ha HHXKEKTHpaHe, ¢ 6onkara. [1o-
roJsiMaTa 4acT OT TE3U PEakIiK ce ChOOMaBaT KaTo JIEKH 10 YMEPEHH 110 TeXeCT. BB BCHUKH

npoyuBanus gaza 2 u 3 ¢ Xeplion npu oleHKUTE HA YIACTHULUTE 3a 0OJIKaTa Ha MSCTOTO Ha

MHXEKTUpaHe Ha 0a3aTa Ha BU3yallHa aHAJIOTOBa CKaJla ce HaOIi0jaBa TEHACHIUS 32 HaMaJICHUEe 10
YEeCcTOTa U MHTEH3UTET C TeUeHHEe Ha BpeMeTo. MHkeKunnTe B IENTOMAHUS MYCKYJ C€ Bh3IpUeMaT
KaTO MaJIKO M0-00JIE3HEHH OT ChOTBETHUTE HHXEKINU B CEAATMIIHHUA MYCKyJL. [pyrute peakuuu Ha
MSICTOTO Ha MHXKEKTHPaHE ca MPEAMMHO JIEKH 110 HHTEH3UTET U BKIIIOUBAT MHAYpALHs (4eCTH),
MpYypUTYyC (HEUECTH) U BB3JH (PEIIKH).
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Exempanupamuonu cumnmomu (EIIC)

EIIC BxmoyBat cOopeH aHaU3 HA CIICAHNUTE TEPMUHN: HAPKUHCOHU3BM (BKIIIOUBA XHUIIEPCAINBALIHS,
MYCKYIJTHO-CKEJIETHa CKOBAHOCT, TAPKWHCOHU3bM, H3TUYAaHE Ha CIFOHKA, PUTHIHOCT THT ,,3504aTo
KOJIeN0”, OpaluKUHE3 s, XUTTOKWHE3HsI, MACKOBUJIHO JIMIIE, MyCKYJIHA CKOBAaHOCT, aKUHE3Hs, BpaTHA
PUTHUAHOCT, MyCKYJIHA PUTHIHOCT, TAPKUHCOHOBA ITOXO0/IKA, MATOJIOTMYEH pedlieKc Ha raadenaTa u
NapKUHCOHOB TPEMOP MPHU MOKOH); akaTu3us (BKIIOYBA aKaTH3HsL, O€3[IOKONCTBO, XUIIEPKUHE3US U
CHHJIPOM Ha HECTIOKOMHUTE KpaKa); IUCKUHE3Us (IMCKUHE3Hs, MYCKYJTHH TIOTPEIBaHNS,
X0peoaTeTo3a, aTeTo3a 1 MUOKJIOHYC); TUCTOHHMS (BKJIIOYBA JUCTOHUS, XUIIEPTOHHUS, TOPTHKOJIHC,
HEBOJIEBH MYCKYJHH KOHTPAaKIMHU, MyCKYJIHA KOHTPaKTypa, 61edapocnasbM, OKyJIOrHpanys,
Hapajan3a Ha e3HKa, JIMLEB CIa3bM, JJapUHI0CIa3bM, MHOTOHUS, OITUCTOTOHYC, OpohapHHTeaeH
CIa3bM, IJIEBPOTOTOHYC, CIIa3bM Ha €3UKa U TPU3MYC) 1 TpeMop. TpsabBa na ce orbenexu, ye ca
BKJIIOUEHH TMO-IIMPOK CIIEKTHP OT CUMITOMH, KOUTO HSIMAT HEIPEMEHHO EKCTPAIMPaMHUIECH TPOU3XOI.

Tosuwasane na me2nomo

IIpu 13-cenmMuuno npoyuBane, BKiIrouBanio 150 mg HavanHa 103a, IPH 9acTTa OT MALUEHTHUTE C
aOHOPMHO MOBHILIABAHE Ha TETJIOTO > 7% ce HaboaaBa 1030-3aBUCHMa TEHACHIMS, ¢ 5% uYecToTa Ha
nosiBa B IJ1ane0o rpymnara, B CpaBHEHHE ChC ChOTBETHO 6%, 8% u 13% npu rpymute ¢ Xeplion 25 mg,
100 mg u 150 mg.

[To Bpeme Ha 33-ceIMUYEH OTKPHUT MPEXOICH/TIOIBPKAII TIEPHOJ Ha MTPOYYBAHETO 32 JIBJITOCPOUHA
NpEeBEHIINs Ha MOBTOpHATA MMOsiBa, 12% OT marnueHTure, JeKyBaHu ¢ Xeplion, oTroBapsT Ha TO3U
KpuTepuu (MMOBHUILIABAHE HA TErJIOTO OT > 7% OT ABOMHO-CIIANATa (a3a 10 KpaliHaTa TOYKa); CpeaHaTa
(SD) mpoMsiHa Ha TETTIOTO OT M3XOAHOTO HUBO Tpe3 oTKkpurata ¢asa e + 0,7 (4,79) kg.

Xunepnponaxmunemusi

[pu xIMHWUYHYN pOyYBaHHS ce HAOI0IaBaHa MMOBHIIABAHE HA METHAHATA HA CEPYMHHS TIPOJAKTHH
NpY MAaLMEeHTH OT JBaTa MoJja, KouTo noiydasaT Xeplion. Hexxenanute peakunu, KOUTO MOTaT Ja
IpeAroarat MoBUIIaBaHe Ha HUBATa HA MPOJIAKTHH (HAIp. aMEHOPEs, TalakTopesl, HapyIIeHUs B
MEHCTPYaITHHSI TUKBJI, TAHEKOMACTHSI), ca ChoOIIaBaHu mpu oomo npu < 1% OT marueHTure.

EdexTu 3a TepaneBTHYHNSA KJ1aC

IIpu aHTUTICUXOTHIINTE MOKE JIa BB3HUKHAT yIbikaBaHe Ha QT vHTepBana, BSHTPUKYJIAPHU apUTMUHU
(BeHTpUKYyNapHa (GUOpUIAIUs, BEHTPUKYIApHA TaXUKApP/IHsl), BHE3aTHA HEOOSICHUMA CMBPT, ChpACUCH
apecr u torsade de pointes.

CroO1miaBar ce cirydan Ha BEHO3HA TPOMOOEMOOIIHS, BKIIFOUUTEITHO CIydan Ha O6e10apooeH
eM00IM3bM U TpoMO03a Ha JBJIOOKUTE BEHH MTPH aHTUIICUXOTUYHHUTE JICKAPCTBEHH MPOIYKTH (C

HEU3BECTHA YECTOTA).

C’BO6H_[aBaH€ Ha IMoa03upaHn HEKCIIaHU PCAKITUN

CpoO11aBaHeTo Ha M0I03UPAHH HEXKEJIaH! PEaKIMU ClIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOLYKT € BaskHO. ToBa M03BOIISIBA A2 NPOIBIDKH HAOMIOJCHUETO Ha CHOTHOILIEHUETO MOI3a/PUCK 3a
JIEKapCTBEHUA MPOIyKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a ChoOIIaBaT BCsKa
HOI03MpaHa HeXXeJIaHa PeaKlys uype3 HallMOHalHa CHCTeMa 3a ChoOIIaBaHe, I0COYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

CumnroMu

[To npuHIMII, OYaKBaHUTE NMPU3HAIM ¥ CUMIITOMH Ha IIPEI03MpPaHe Ce U3pa3sBaT B YCUIIBaHE Ha
n3BeCTHUTE (papMaKoIOTHIHN e()eKTH Ha MATHUIICPHUIOH, T.€. ChHIUBOCT U Ceallvisl, TAXUKAPAHS U

XUIOTOHHMSA, YAbkaBane Ha QT nHTEepBana u eKcTpanupaMuaHd cuMnToM. ,,Torsade de pointes” u
KaMepHH GpuOpHIAMK ce ChOOIIaBaT IPHU MAMEHT B CIy4yail Ha IpeI03UpaHe ¢ epopalieH
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NajJunepruaoH. B Cﬂy‘laﬁ Ha OCTPO ONpCAO3HUPAHC TpH6Ba Ja ¢ nMa npcABUa Bb3MOKHOCTTA a ca
MMPUCTHU PA3JIMIHU JICKAPCTBA.

Jleuenue

Koraro ce MpCUCHABAT TCPANCBTUIHUTC HYX KU U IICPUOJa HAa Bb3CTAHOBABAHC, TpSI6Ba Ja CEC uMa
mpeaABuUI €CTECTBOTO Ha JICKAPCTBCHUA MPOAYKT C YABIIKCHO 003060>1<11aBaHe " OBJTUA MOy XKUBOT Ha
CJIIMMUHUPAHC HA NAJTUIICPUIOH. HaJ'II/IHCpI/I,Z[OH HsiMa cneun(bnqu AHTHUAO0T. TpH6Ba Ja €€ IPpHUJI0XKaT
O6II_II/I noAAbpPIKAIIN MCPKH. Tpﬁ6Ba Aa CC OCUTYPAIT U NOAABbPIKAT CBO60,Z[HI/I JANXaTCIIHU ITbTUIIA,
HacHuIIaHC C KUCJIOPO U BCHTHUIIUPAHEC.

Tps6Ba ga 3anoyne He3a0aBHO HAOMIOJCHNE HA CHPACYHO-CHI0BATA CUCTEMA, KOETO J1a BKIIOYBA
TPOJIBIKUTEIHO EIEKTPOKapAHOTpad)cko MOHUTOPHPAHE 33 €BEHTYaTHA apUTMUU. XUIIOTOHUSITA 1
MUPKYJIATOPHUSAT KOJIATIC TPSOBa J1a ObJaT JIEKYBaHH ChC CHOTBETHUTE MEPKH, KATO MHTPABEHO3HU
BJIMBaHUS HA TEYHOCTU M/MJIM CUMIIATUKOMUMETUIH. B ciyyaii Ha TEXXKH eKCTpanupaMuaHu
CHUMIITOMH TpsiOBa a ObAAT NPUIIOKEHN aHTUXOJIMHEPTUYHHU cpencTBa. Hemocpencteenoto
HaOJIIoIeHNe U IIpocieaAsBaHe TpsiOBa Ja MpoabIKAT, JOKATO NAIMEHTHT CE Bb3CTAaHOBH.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

®apmakoTepaneBTiuHa rpymna: Ilcuxonentunu, apyru antuncuxoruuu, ATC kox: NOSAX13

Xeplion ceabprka panieMu4Ha cMec oT (+)- u (-)-IanunepuaoH.

MexaHusbM Ha JIEHCTBUE

[TanunepuoH € CeNeKTUBEH 0JIOKEp Ha €PEKTUTE Ha MOHOAMUHA, YUUTO (hapMaKOJIOTHYHU CBOHCTRA
ca pa3IMyYHU OT Te3W Ha TPAJUIMOHHUTE HeBposenTuiy. [lanumnepunon ce cBbp3Ba 31paBo ChC
ceporonunHepruyaute 5-HT2- u nonamunepruunnte D2-penenropu. [lanunepunon 61okupa chiio
anda 1-agpeHepruyHUTE pelenTOpH U B Mo-crnada crened H1-xucramunepruynute u anda 2-
aapeHepruuHute perentopu. GapmakosoruyHaTa akTUBHOCT Ha (+)- U (-) eHaHTHOMEpPUTE Ha
MaJIANIEPUIOH Ca KOJUYECTBEHO U KAUECTBEHO CXOHM.

[TanunepunoH He ce CBbP3Ba C XOIMHEPTHUHUTE pEelenTOpy. Borpekn e nanunepuoH € Moiien D2-
AHTarOHICT, TOPAJIA KOETO CE CMSTA, U TOH OBIIA/IIBa IO3UTHBHUTE CHMIITOMHTE Ha IU30(QPEHHS,
TO MpeAN3BHKBA MO-cllaba KaTaJencus 1 no-caado HamassiBa MOTOPHUTE (YHKLMH B CPAaBHEHHE C
TpaJUIMOHHUTE HeBpoJenTUIH. [IpeobiafaBamusT EHTpaieH aHTarOHU3bM CIPSMO CEpOTOHUH
MOJK€E J1a HaMaJIy IMOTEHIMANa Ha NAJIUIEPUIOH J1a IPUYMHSBA CKCTPANMPAMUHU HEXKEIIAHU PEAKLUY.

Kinnanuna edukacHoCT

Ocmpo neuenue na wuzogpenus

Eduxacuoctra Ha Xeplion 3a ocTpo jeueHne Ha MNU30(PPEHHS € YCTAaHOBEHA B YETUPH KPATKOCPOUYHH
(emHO 9-cemMuuHO ¥ TpU 13-CEIMUYHU), TBOHHO-CIICTH, PAHAOMHU3UPAHH, TIAe00-KOHTPOIUPaHH
npoy4BaHus ¢ GUKCHpaHa 1032 3a JieueHHe Ha XOCIIHTATN3UPaHN Bb3PACTHH MAIUEHTH C OCTBD
pEeLMIONB, KOUTO OTTOBApAT Ha KpUTepuuTe 3a mu3odperns no DSM-1V. @ukcupanure no3u Xeplion
TIpU TE3W MPOYUBAHU ca MpujlaraHu Ha JieH 1-Bu, 8-Mu u 36-TH B 9-ceIMHYHOTO MPOYYBaHE U
JIOTTBITHATETHO Ha JAeH 64-Tn oT 13-cenqmuunanTe npoyuyBanus. [1o Bpeme Ha OCTPOTO JICUCHHE Ha
mu3odpenus ¢ Xeplion He ce Hajara JOIIBIHUTENIHO A00ABSIHE HA TIEPOPATTHH AHTUIICUXOTHIIH.
[IppBHYHaTa KpaiiHa TOUKa 3a e(hpUKacCHOCT € HaManeHne Ha o0 ckop no Ckanara 3a O3UTUBHU U
HeratuBHu cumnromu (Positive and Negative Syndrome Scale (PANSS)), kakTo € noka3aHo Ha
cnensamiara Tabiumna. PANSS npezacrapnsBa Banuaupad MHOTOEIEMEHTEH CIIMCHK, ChCTaBEH OT MET
(akTopa 3a OLEHKA HA MIO3UTUBHUTE CUMIITOMH, HETraTUBHUTE CUMITOMH, HEOPTaHU3UPAHUTE MHUCIIH,
HEKOHTPOJIUpaHa BpaKaeOHOCT/BB30Ya U TpeBOKHOCT/Aenpecusi. DyHKIIMOHHPAHETO € OI[EHEHO C
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MOMOIIITa Ha cKanaTa 3a JIndna u cornmanza aktuBHOCT (Personal and Social Performance scale
(PSP)). PSP e Banunupana ckana, OleHsABaHa OT JeKapsl, KOSTO H3MEPBa JMYHOTO U COLUAIHOTO
(hyHKIIMOHUPAHE B YeTUPH ChEepH: COLMATHO I0JIe3Ha aKTUBHOCT (paboTa u 00ydYeHHE), TUYHU U
COLIMAITHY BPB3KH, TPIKH 3a ceOe CH, ¥ HeaJleKBaTHO M arPECUBHO MOBEJICHUE.

B 13-ceamuunoTto npoyuBaHe (n=636), cpaBHsABaIO TpH HuKcHUpaHu 1031 Xeplion (mbpBoHaYaIHA
WHXKEKIUS B JICNTOMIHUS MycKya oT 150 mg, mocieaiBana OT 3 T03H B CENATNIIHUS WITH ACTTONTHUS
MYCKyJ wiH oT 25 mg/4 cemmury, 100 mg/4 cenmuru wim 150 mg/4 ceamunm) ¢ mnarne0o, BCHIKUTE
Tpu 1o3u Xeplion npeBb3X0oKaaT mianedo npu nogoOpssane Ha oouus ckop o PANSS. B Toa
NpOyYBaHe MMPH TepaneBTUIHNTE rpynu kKakTo ¢ 100 mg/4 cenmunu, Taka u ¢ 150 mg /4 ceamuiy, HO
He U 25 mg/4 cenMuiy, ce HaOIr0IaBa CTATHCTHYECKO MPEBB3XOJICTBO CIPIMO IIanedo 1mo
oTHomeHue Ha ckopa 1o PSP. Te3u pe3ynratu noTBepKAaBaT ehUKaCHOCTTA 110 BpEME Ha LisaTa
MPOABKUTEITHOCT Ha JICYCHHETO U Noo0psiBaHeTo Ha PANSS, xouTo ce HaboaBar oiie Ha JieH 4-
TH ChC 3HAYMMO OTJCIIAHE OT Iianedo Ha rpynure ¢ 25 mg u 150 mg Xeplion Ha neH 8-mu.

Pesynrarute OT Ipyru MpoydBaHUs MOKa3BaT CTATUCTHYECKU 3HAYMMU PE3yINITaTH B 1mon3a Ha Xeplion,
¢ U3KJII0YCHUE Ha J03aTa oT 50 mg npu eIHO npoy4uBaHe (BK. TaOJMIIaTa mo-10J1y).

0611 ckop no CkanaTa 3a HO3UTHUBHU U HeraTuBHU cuMIToMu (PANSS) — npomsiHa OT U3X0JHO HUBO 110
KpaiiHa Touka — [Tocnenno m3pbpmeno nadomozaenue (LOCF) 3a m3nutBanus R092670-SCH-201, R092670-
yIa 33 MbPBUYCH aHAJIN3 Ha eUKACHOCTTA

PSY-3003, R092670-PSY-3004 u R092670-PSY-3007: I

[Tnanebo 25 mg 50 mg 100 mg 150 mg
R092670-PSY-3007* n=160 n=155 n=161 n=160
Cpenno n3xoaHo HHUBO (SD) 86,8 (10,31) 86,9 (11,99) 86,2 (10,77) 88,4 (11,70)
Cpenna mpomsiHa (SD) -2,9 (19,26) -8,0 (19,90) -- -11,6 (17,63) -13,2 (18,48)
P-croitrOCT (crIpsiMo 1uTa1e0o) -- 0,034 <0,001 <0,001
R092670-PSY-3003 n=132 n=93 n=94 n=30
Cpenno n3xoaHo HEBO (SD) 92,4 (12,55) 89,9 (10,78) 90,1 (11,66) 92,2 (11,72)
Cpenna mpomsiHa (SD) -4,1 (21,01) -- -7,9 (18,71) -11,0 (19,06) -5,5(19,78)
P-croitrOCT (cripsiMo 1uTa1e0o) -- 0,193 0,019 --
R092670-PSY-3004 n=125 n=129 n=128 n=131
Cpento n3xoaHo HUBO (SD) 90,7 (12,22) 90,7 (12,25) 91,2 (12,02) 90,8 (11,70)
Cpenna npomsina (SD) -7,0 (20,07) -13,6 (21,45) -13,2 (20,14) -16,1 (20,36) --
P-croitHoCT (cripsiMo 1u1aie6o) -- 0,015 0,017 <0,001
R092670-SCH-201 n=66 n=063 n=68
CpenHo n3xoaHo HEBO (SD) 87,8 (13,90) 88,0 (12,39) 85,2 (11,09)
Cpenna mpomsiHa (SD) 6,2 (18,25) -- -5,2 (21,52) -7,8 (19,40) --
P-croitrOCT (cripsiMo TuTa1e00) -- 0,001 <0,0001

*  3ampoyusane R092670-PSY-3007 e npuioxkeHa HauanHa 103a oT 150 mg Ha BCHYKM Y4aCTHHIM B TEPANCBTUYHHUTE FPYIIH C

Xeplion Ha fieH 1-Bu, mocieBaHa ciIe TOBa OT ONpeeieHaTa 103a.
3abenexka: OTpunarenHara IpoMsIHA B pe3yITaTa 03Ha4aBa MmogoOpeHue.

Tlooovpoicane Ha KOHMPOIA HA CUMPMOMUME U OMIAZAHE 8b8 BPEMeMO HA PEeYUOUs npu WuU30Pppenus
Eduxacnocrra Ha Xeplion 3a nogrbppkaHe Ha KOHTPOJIa HA CHMIITOMHUTE M OTJIaraHe BbB BPEMETO Ha
pelUANB NPy MU30(PPEHNs € yCTaHOBEHA MTPU TO-IIBITOCPOYHO, IBOWHO-CIISTIO, IJamnebo-
KOHTPOJIMPAHO MPOYyYBaHe C He(UKCHpaHa 1032, BKIOUYBANIO0 849 BB3pacTHU MAIIEHTH, KOUTO HE ca B
CTapuecKka Bb3pacT U OTTOBapsIT Ha Kputepuute 3a mu3odppenus no DSM-IV. Tosa npoyusane
BKITIO4Ba 33-CEIMUYHO OTKPUTO OCTPO JICUEHUE U cTabman3upaiia ¢gasza, paHI0MHU3UPaHa, TBOWHO-
cIisina, Tianebo-KOHTpoIMpaHa (a3a 3a HaOJII0ICHUE 3a MOsABA HA PEIMIUB U 52-CEAMUYHO OTKPUTO
npoxsipkenue. Jlozute Ha Xeplion B ToBa mpoy4Bane BKiIrouBat 25, 50, 75 u 100 mg, npunaranu
MECEYHO; J103aTa OT 75 mg € MO3BOJIEHA CaMO TI0 BpeMe Ha 52-CeAMHYHO OTBOPEHO MPOIBIIKEHHE.
[IppBOHAYATTHO YHACTHHUIIUTE NOTy4aBaT HeuKcHpanu 103u (25-100 mg) Xeplion no Bpeme Ha 9-
CeMUYHHUS IPEXO/ICH epHO/, IIOCIEBAHH OT 24-CeIMUYEH MOAIbPIKAIL TIEPUOI, IIPU KOUTO Ce
U3HUCKBa ydyacTHULUTE Aa uMmat ckop o PANSS ot < 75. Kopekuuu Ha A03UTE ce JOMyCKAT caMo Mpe3
mbpBUTE 12 ceaMUIM Ha o bpsKamius nepuoa. Oomo 410 crabuiu3upaHy NalMeHTH ca
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pannoMusupanu uin Ha Xeplion (MeanaHa Ha npoAbKUTeAHOCT 171 aHUM [auana3oH 1 geH mo

407 nuu)), wim Ha marebo (MeanaHa Ha poabinkuTeTHOCT 105 mHU [Muana3on 8 quu no 441 nHU)),
JIOKATO TIOJTy4aT PEIMINB HA CHMITOMHTE Ha IU30(pEHHUs B IBOWHO-CIIANATA (ha3a ¢ MPOMEHIINBA
npoabIKATENHOCT. [IpoydyBaHeTo € nMpeycTaHOBEHO MO-paHo 10 MPUYUHM Kacaeln ehUKacHOCTTa,
THU KaTo ce HabIr0AaBa 3HAYMMO MO-IBIBI fiepuon 10 peunaus (p < 0,0001, ¢urypa 1) npu
NalnKueHTHTE, JeKyBaHH ¢ Xeplion, OTKOJIKOTO MpH Te3u ¢ mianedo (koeduuneHt Ha puck = 4,32; 95%
CI: 2,4-7,7).
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®urypa 1: Kpusu Ha Kaplan-Meier 3a Bpeme 10 peuuans — MexxauHeH aHamu3 (MoImyams 3a
MeXIIMHEH intent-to-treat aHamu3)

(1) 3umncnen npoueHT y4acTHUIU Oe3 periIuB

(2) duu cnex panmoMu3anusTa

(3) Inane6o N = 156

(4) Xeplion N =156

(5) JlorapurmMudHo ipeoOpazyBaH-paHToB TecT, P-croiiHoct < 0,0001

HGZ[I/IaTDI/ILIHa nonmyjganusa

EBpomneiickara areHIys o jekapcTBaTa 0CBOOOKAaBa OT 3aIb/DKEHHETO 32 IIPEIOCTaBSIHE Ha
pe3yaTaTuTe OoT NpoyuBaHusTa ¢ Xeplion BbB BCHUKH NOATPYIH Ha MEeAUATPUYHATA TOMYIaLus IPH
mm3odpenus. Bukre Touka 4.2 3a nHGOpMaIHs OTHOCHO yroTpeba B eIuaTpusra.

5.2 ®apmMakoKHWHEeTHYHH CBOJCTBa

A0OcopO1ys ¥ paslpeaeicHue

ITanunepuaOHOB NAIMUTAT € €CTEP HA NAIMUTHHOBATA KUCEIMHA - IPEAJIEKAPCTBO HA MAIUIIEPUIOH.
ITopaau M3KITIOYUTENHO cllabaTa My Pa3TBOPUMOCT BBB BOJIa, MATUTICPHIOHOB MAJIMUTAT CE pa3TBAPS
0aBHO clle]] MHTPAMYCKYJTHO HHXEKTHPaHE, MPEH 1a ObIe XUAPOIU3UPAH J0 MATUTICPHIOH U
abcopOupaH B CUCTEMHOTO KpbBooOphiIieHne. Ciell eTHOKpaTHA MHTPAMYCKYJIHA 1032 TUTa3MEHUTE
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KOHIICHTPAIIMH Ha MAJUTNIEPUIOH TIOCTENICHHO CE MOBUIIABAT JI0 IOCTUTAHE HA MAKCHUMAITHU
CTOWHOCTHY NIPU MEMAaHa Ha tmax 13 mHU. OCBOOOXK/TaBaHETO HA AKTUBHOTO BEIIIECTBO 3aIl0YBa OIIE Ha
JleH 1-BU ¥ TIpoIbIKaBa Hali-Majko 4 Mecera.

Cren MHTPaMyCKYJIHO IPUIIOKEHHE Ha eAMHUYHY 1034 (25-150 mg) B nentonHus MyCKyJl CPEIHO ce
HaOmronaBa 28% mo-BHUCOKA Cax B CPABHEHUE C MHXKEKIHS B CENANUIIHUS MYCKYJI. JIBeTe HaYaTHU
WHTPaMYCKYJTHH UHXXEKITUU B ASNTOMIHMS MycKya oT 150 mg Ha nen 1-Bu u 100 mg Ha neH 8-Mu
criomaraT 3a Obp30 MOIydaBaHe Ha TepaNeBTUYHN KOHUEeHTpauuu. [Ipodunst Ha ocBOOOXKIaBaHe U
cxemara Ha nmpuiarane Ha Xeplion BOAAT 10 MOCTOSHHYU TE€PaNeBTUYHN KOHLEeHTpauuu. Obmara
EKCTIO3UITHS Ha TAJMIIEPUIOH ciie]l mpriarade Ha Xeplion e mponopiuyuoHaiHa Ha 103aTa B JI030BUS
nmramnasoH 25-150 mg u mo-Manko OT enponopIHOHATHA Ha J103aTa 38 Cmax TP T03H, HAJBUIIIABAIITH
50 mg. CpeaHoTo CHOTHOIIEHHE MUK-CIIaJ B CTAIIHOHAPHO ChCTOsHME 3a 103a Xeplion ot 100 mg e
1,8 cnen mpunarane B CeJAIUITHUS MyCKYJ U 2,2 clie/] IpHIarane B AeATOMAHUA MycKyJl. Meananara
Ha MMPHUBUIHHUS TIOTYKUBOT Ha MAIMIICPUIIOH Clie/I priarane Ha Xeplion B 030BHS AHANa30H

25-150 mg Bapupa ot 25-49 nuu.

AOcooTHaTa OMOHAIMYHOCT HA MAHUIICPHIOHOB AIMUTAT cjien npuiarane Ha Xeplion e 100%.

Cren npuiaraHeTo Ha MATUIECPUIOHOB MATMHTAT (+) U (-) CHAHTHOMEPUTE Ha MAJMIIEPUIOH Ce
B3aMMONPEBPbIIAT, nocTuraiku chotHomeHne Ha AUC (+) kbM (-) oT npudausutento 1,6-1,8.

CBBp3BaHETO € IJIA3MEHU MIPOTEUHU HA PALIEMUYEH NaTUnepusion € 74%.

BI/IOTDaHCd)ODMaHI/ISI " CJIMMHUHHUPAHC

Enna ceqMuIia ciel IpuilaraHeTo Ha eIHOKpaTHa nepopata ao3a | mg "“C-namunepuaon ¢
He3a0aBHO 0cBOOOKIaBaHe 59% OT 103ara ce eKCKpeTUpa HelTPOMEHEHa ¢ YpHHATa, KOETO NIOKa3Ba,
ye MaJUICPUI0H HE CE METa00IM3Upa EKCTEH3UBHO B YepHus Apo0. [Ipudausutento 80% ot
NPUIOXKEHaTa paAHMOaKTUBHOCT ce OTKpHBa B ypuHaTa U 11% BbB pexanuure. Unentuduuupanu ca
YeTHPU METa0OJIMTHH IIBTS in Vivo, KATO HUTO €JIMH HEe € OTTOBOPEH 3a 1moBeue oT 6,5% oT no3ara:
JIeaNIKWIINpaHe, XUIPOKCHIIpaHe, IEXUPOTeHUPaHe U OTIelsTHe Ha OEH3MCOKCa301. Bripeku ue

in vitro npoyuBanusiTa npeamnonarat pois Ha CYP2D6 u CYP3A4 B merabonu3ma Ha MaluIepUaOH,
in vivo HsIMa JaHHH, Y€ Te3W U30CH3UMH UIPasiT 3HAYMMa PoJisl B MEeTa0O0IM3Ma Ha MANTUIICPUIOH.
[MomynanuonanTe GpapMakOKMHETUYHN aHAIM3Y HE TIOKa3BaT 3a0eeMa pa3jinuKa B IPUBUIHUS
KJIMPBHC Ha HATUIEPUIOH ClIe/l NpuIaraHe Ha IepopajicH NaJUIepUIOH MEXAY eKCTCH3UBHU U C1a0H
metabonmuzaropu Ha CYP2D6 cyberpat. In vitro TecToBeTe ¢ YOBELIKH YepHOAPOOHH MUKPO30MU
MOKAa3Bart, ue MaJuIepruI0H He HHXHONpA B 3HAYUTEIIHA CTETICH MeTaboJIM3Ma Ha JIEKapCcTBaTa,
MeTabonu3upanu Upe3 mutoxpom P450 uzoenzumure, BkmounterHo CYPIA2, CYP2AG,
CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4 u CYP3AS.

[IpoyuBaHusTa in Vitro mokasear, 4e NaJIUIEPHIOH € cyocTpar Ha P-gp u ciiab uaxudurop Ha P-gp
MIPH BUCOKH KOHIIEHTpaluu. JInmcear JaHAM in vivo B KIIMHUYHATA 3HAYMMOCT € HEU3BECTHA.

JbparoaciicTBaIl MATUIICPHUIOHOB NAIMHUTAT 32 MHKCKIIMOHHO MPHUJI0KEHUE CIIPSIMO IIepOpaJICH
DaJIunepruaoH C YIABJIKEHO OCBO60)K):[aBaHe

Xeplion e npeHa3HAYEH J1a JOCTABs MATUTICPHUIOH 32 TIEPUO]] OT SIUH MECEIl, TOKATO TePOPATHHST
NAMIIEPHUIOH C YABIDKEHO OCBOOOXKIaBaHe ce Mpuiiara exeqHeBHo. HauamHara cxema 3a Xeplion
(150 mg/100 mg B nenTouAHUS MYCKYJI Ha JIeH 1-BU/IeH §-MH) € MpeaHa3HaueHa 3a Obp30
HoJTy4aBaHe Ha KOHIICHTPAIMU Ha MAIUIICPUIOH B CTAIIMOHAPHO ChCTOSIHUE, KOTaTO TEpaIHsiTa ce
3aroy4He 0e3 yrnorpedarta Ha MEPOPATHO JIEKAPCTRO.

[To mpuHIHI, HAYaTHUTE TUIA3MEHHU HHBa ¢ Xeplion ca B paMKHTE Ha JUamma3oHa Ha eKCIIO3UITHS,
HaOmoaBaH ¢ 6-12 mg nepopayieH MaJunepuIon ¢ YABIIKEHO 0CBOOOK TaBaHe. M3mon3BaHeTo Ha
HayaiHa cxema Ha Xeplion Mo3BoJisiBa MAIEHTHTE J1a OCTAHAT B TO3H MPO30PEIl Ha EKCIIO3HITUS OT
6-12 mg nepopajeH NaIUIIEPUIOH C YIBIKEHO OCBOOOXKIaBaHE IOPHU B IHU Ha CIIaj IIPean
cienBaiiara jgo3a (neH 8-mu u e 36-tu). [lopaau pasnukara B MeIMaHUTE HA TTapaMETPUTE HA
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(hapMakOKMHETHYHHUTE PO Ha BaTa JIEKAPCTBEHU POAYKTa, TpsiOBa 1a ce 00phILa 0COOCHO
BHUMAaHUE [P U3BBPIIBAHETO HAa AUPEKTHO CPaBHEHHUE HA TEXHUTE (apMaKOKHUHETHYHH CBOHCTBA.

YepHoapoOHO VBpeXKIaHe

[Nanunepunon He ce MeTaboIM3upa eKCTEH3UBHO B UepHUs Ipod. Berpeku ye He ca mpoBexIaHu
npoyuBaHus Ha Xeplion Mpu NanueHTH ¢ 4epHOAPOOHO YBPEKAaHe, HE ce Hajlara KOpUrupaHe Ha
J103aTa MpH NalKUeHTH C JIEKO 10 YMEPEeHO yepHoapoOHO yBpexkaane. [Ipu enno npoyusane ¢
nepopasieH NATMIEPUIOH IIPU Xopa ¢ yMepeHo uepHoapooHo yBpexaane (Child-Pugh kiac B),
TUTa3MEHUTE KOHIEHTPALMH Ha CBOOOIHUS MATHIIEPUIOH ca MO00HU Ha Te3U NPH 3/IpaBH NMAIUEHTH.
He ca npoBexnanu mpoy4YBaHusi Ha TATUIIEPHUIOH TIPH MAIIMEHTH C TEXKO YePHOAPOOHO YBPEKIIAHE.

Bbr0Opeuno yBpexaane

OTnensHeTO HAa eIMHUYHA MIEpOpalIHa 033 NATUIIEPUIOH Ta0JIETKH 3 Mg C YABIKEHO
0cBOOOKIaBaHE € MPOYYEHO NPU YYACTHHULM C Pa3IMyHa CTereH Ha ObOpeuHa QyHKIHs.
EnmumuHMpaHeTo Ha manumnepu0H HaMallsiBa ¢ HaMaJIsIBAHETO Ha N3YKMCIICHUS] KPEAaTHHUHOB KIIUPHHC.
OOuWAT KNMPBHC HA MAJMIIEPUIOH € HaMaJIeH P Xopa ¢ yBpeaeHa Ob0peuHa yHKIUs CPEAHO ©
32% mpu nexo (CrCl = 50 o < 80 ml/min), 64% mpu ymepeno (CrCl =30 mo < 50 ml/min) u

71% mpu Texko (CrCl = 10 go < 30 ml/min) 660pevHO yBpeKIaHEe CHOTBETHO HAa CPETHO YBEINYCHUE
Ha excriosunmsTa (AUCiqy) ot 1,5, 2,6 1 4,8 mbTH B cpaBHEHHUE ChC 3paBy YIaCTHHUIM. Bb3 ocHOBA Ha
orpaHnueH Opoii HaOmoneHus ¢ Xeplion, mpyu y4aCTHUIHM C JIEKO ObOpEedHO yBpEKIaHE U
(hapMaKOKMHETHYHH CUMYJIALlUK Ce TPETOphuBa HaMalieHa 71032 (BK. Touka 4.2).

CTapquKa BB3pacT

[omynanuoHHUAT PapMaKOKMHETHYEH aHAIN3 He IMOKa3Ba JJAHHU 32 CBBP3aHU C Bh3PacTTa Pas3iIHKH
BbB (PapMaKOKWHETHKATA.

HNunexc Ha tenecua maca (MTM)/TeniecHo Terio

DapMaKOKHHETUIHUTE MTPOYUYBAHHUS C MATUIEPUIOHOB MAJIMUTAT MIOKa3BaT Majko no-Hucku (10-20%)
IUTa3MEHH KOHIIEHTPAIMK Ha MATUIEPUAOH IPU MAUEHTH C HAAHOPMEHO TEIJIO WM 3aTIbCTABAHE B
CpaBHEHHE C MalMEHTH ¢ HOPMAIIHO Teryo (BXk. Touka 4.2).

Paca

DapMaKOKMHETHYHUSAT MOMYJIAllMOHEH aHAIN3 Ha JAHHU OT POYYBaHU C NEPOpaJIeH MaIUIEePHI0H
HE JaBa JaHHU 3a Pa3Inyus, CBbP3aHH C pacara, BbB (PapMaKOKHHETHKATa HAa TATUIIEPHIOH ClIe]
npunarane Ha Xeplion.

Hon

He ce Ha6JIIO]laBaT KIIMHUYHO 3HAYMMHU PA3JIUMKHU IIPU MBKETC U )KCHUTC.

TroTIOHOIYIIEHE

B®3 ocHOBa Ha Mpoy4BaHus in Vitro ¢ U3MON3BaHE HA YEPHOIPOOHU €H3UMH OT YOBEK € YCTAaHOBEHO,
ye nanunepuoH He e cyoctpar Ha CYP1A2, cnegoBateHo TIOTIOHOMYLICHETO HE TPsAOBa Ja uMa
edeKT BbpXy (papMaKOKHHETHKATA HA MaNUIepHI0H. EQEeKTHT Ha TFOTIOHOMYIIEHETO BBPXY
(hapMaKOKMHETHKATa Ha TAUIIEPHUIIOH He € npoyyBaH ¢ Xeplion. [lonyiannoHHUST
(hapMaKOKMHETHUYECH aHAU3 Bb3 OCHOBA HAa JaHHU C MEpOpaJieH NANTUNEPUAOH TaOJIETKU C YIBIKCHO
0CcBOOOJKIaBaHE MOKa3Ba HE3HAYUTEIIHO MO-MaJIKa €KCIIO3HLINS Ha TaJUIIEPUIOH NPH MyIIadyuTe B
CpaBHEHHE C HelynraquTe. Majiko BepOSITHO € Ta3H pa3jiuKa Jja € OT KIMHUYHA 3HAYUMOCT.

42



5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

UznuTBaHMATa 32 TOKCHYHOCT P MHOTOKPATHO WHTPAMYCKYJTHO MPHUJIOKECHUE HA MTAHIIEPUI0OHOB
nanmMurar (JiekapcTBeHa opma 3a MpuiIoKeHUe BEHBK MECEYHO) U TIIEPOPATHO MpHUJIaraHe Ha
HaJHUIICPUIOH TIPH TUTBXOBE U Ky4eTa MOKa3BaT IJ1aBHO (papMaKOJIOrHYHU e(eKTH, KaTO CeAalust U
NPOJAKTUH-MEIUUPAHH €PEeKTH BbPXY I'PBIHNTE KJIC3H U TeHUTaunTe. [Ipy )KUBOTHH, TPETUPAHU C
NATMTICPUIOHOB MMAJIMUTAT, c€ HaOJI0JaBa Bh3MAMTEIHA PEAKIUs Ha MACTOTO HA HHTPaAMYCKYJTHATa
umkekyst. [lonsikora ce oOpa3ysa abcrec.

B npoyuBaHus 3a perpoayKIMsITa IPH IUTHX0BE C MEPOpaieH PUCIICPUIOH, KOMTO €KCTEH3UBHO CE
MPEBPbBINA B HATUIICPUIOH IIPU IUTHXOBE U X0pa, ce HaO/II0AaBaT HeKeIaHu e(heKTH BbPXY TETJI0TO
MIPH paKIaHe U BbPXY MPEKHUBIEMOCTTa Ha IOTOMCTBOTO. He ce HabromaBa eMOPHOTOKCUYHOCT WIITH
Ma(opMaluy Clie] FHTPaMyCKYJIHO MPUIaraHe Ha MajJuIepUI0HOB MaIMHUTAT Ha OpEMEHHHU ILTbXOBE
Io Haii-Bucokute 1034 (160 mg/kg/nen), cboTBeTCTBRAINO Ha 4,1 TBTH HUBOTO HA SKCIIO3UIIMS MTPH
XOpa Ha MaKCUMAaJTHaTa MpenoppuuTenHa n1o3a ot 150 mg. pyru nonaMuHOBH aHTaroOHHCTH,
MIPUIIOKEHN Ha OpEMEHHH KUBOTHH, IPUYNHSABAT HETATHBHH €(DEeKTH BHPXY CIIOCOOHOCTTA 32 YUeHE U
JIBUTATEIHOTO Pa3BUTHE MIPH MOTOMCTBOTO.

[TanunepunoHOB MaIMHUTAT U NATUIIEPUIOH HE ca FeHOTOKCHYHU. [Ipn n3nuTBanus 3a
KapIMHOTCHHOCT Ha TIepOpaJieH PUCIIEPUJIOH NP TUTHXOBE M MUIIIKH ca HAOJII0IaBaHH yBEIHUEH Opoii
aJIecHOMH Ha Xuno(u3HaTa kJie3a (IpU MUIIKK), aJICHOMH Ha MaHKpeaca (TpH IUThX0BE) U aJICHOMH Ha
MIIeYHATa %Jie3a (M IpH ABaTa Buaa). KapurHOHOTEHHUAT MOTEHIMAT HA HHTPaMYCKYJIHO
WH)KEKTHPaHU MaJUIEePUI0OHOB MAJIMUTAT € OLIEHEH MpH TUIbXoBe. [IpH keHCKH TIIBXOBE ce
Ha0JTI0/]aBa CTATUCTUYECKH 3HAUMMO YBEIMYSHHE Ha aJIEHOKapIIMHOMH Ha MJledHaTa >kie3a npu 10,
30 u 60 mg/kg/mecen. IIpu MBKKUTE IUTBXOBE € HAOMIOAABa CTATUCTUYECKN 3HAYUMO YBEIUYCHUE HA
aJIcHOMH M KapLIMHOMH Ha MiledHaTa »Je3a npu 30 u 60 mg/kg/mecen, koeto e 1,2 1 2,2 IbTH HUBO
Ha eKCTO3MIIKS IPU MaKCUMAIIHO MpEenopbuuTeNnHaTa mpu xopa go3a ot 150 mg. Te3u Tymopu morat
Jla ce CBBPKAT ¢ MPOABILKUTENHUA AoTTaMUH D2 aHTaroHU3bM U € XUIIEPIPOJTAKTHHEMHSTA.
3HAYEHUETO HA TE3W HAXOJKH IIPH IPU3ayH 110 OTHOLIEHHE Ha PUCKA IIPU XOPa € HEM3BECTHO.

6. DOAPMALIEBTUYHU JAHHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA
[onmucop6ar 20

Makxkporon 4 000

JluMoHeHa KHCeNHHAa MOHOXUAPAT
Hunatpues xunporeHgocdart, 6e3B0aeH
Harpues nuxunporengochat MoHOXHApAT
Harpues xunpokcun (3a kopekius Ha pH)
Bopa 3a umxexuun

6.2 HecnbBMecTHMOCTH

To3zu nexkapcTBeH MPOAYKT He TpsiOBa 1a ce cCMecBa C APYTH JEKapCTBEHHU MPOAYKTH.
6.3 Cpok Ha roaHOCT

2 TOINHU

6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe

[a He ce cpxpansBa Hax 30°C.
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6.5 Buau cpabpxaHue Ha OMAKOBKATA

100 mg
1 ml cycrieH3us B IpeIBAPUTEITHO HAITBIHEHA CIPHUHIIOBKA (IIHKIO-0IE(HHOB CHIIOIUMED) CBC

3amymanka OyTaso, mpeanasuren 1 kanauka (OpomoOyTunosa ryma) ¢ 22G, 172-unuoBa obe3omnacena
uria (0,72 mm x 38,1 mm) u 23G, 1-uayoBa obe3omacena uria (0,64 mm x 25,4 mm).

150 mg
1,5 ml cycnieHs3ust B mpeABapUTEIHO HATBJIHEHA CIIPUHIIOBKA (LIUKJI0-01e()UHOB CHIIOTUMED) ChC

3amyIrajgka OyTalio, mpeana3uTell U kanauka (OpomoOyTmiioBa ryma) ¢ 22G, 174-un4oBa obe3omnaceHa
uria (0,72 mm x 38,1 mm) u 23G, 1-un4oBa obe3onacena uria (0,64 mm x 25,4 mm).

Bunose ommakoBku:
OrmakoBkaTa ChIbpka | TpeaBapuTEeIIHO HAThJIHEHA CITPUHIIOBKA U 2 UTJIN.

OmnakoBKa 3a 3alI0YBaHE HA JICUCHUETO:
Bcesika onakoBka chabprka 1 onakoBka Xeplion 150 mg u 1 omakoBka Xeplion 100 mg.

6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBbPJIsIHE

Hewusnon3sauusar MMPOAYKT WJIM OTIHHAABYHUTEC MAaTCpUaAJIU OT HETO Tp$I6Ba la C€ U3XBBPJIAT B

CHOTBETCTBHE C MECTHUTE M3UCKBAHMUS.

7. HNPUTEXKATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/672/006

9. JATA HA I'bPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PAPEHIEHUETO 3A
YIHOTPEBA

Jara na mepBo paspemanane: 4 mapt 2011 1.

Hata na nociaenno nonHossiBane: 16 nekemspu 2015

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[TonpoGHa uHpOpMaLKs 3a TO3M JICKAPCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIIMs 10 JieKapcTBaTa: http://www.ema.europa.cu/.
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HNPUJIOKEHUE 11

MPOU3BOJUTE.], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHNUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIIOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT
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A. TIPOMU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKXJABAHE HA ITAPTUIHN

HMe m aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HAa MAPTHIUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

b. YCJIOBHUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MIPOAYKT €€ OTIIyCKa IO JIEKAPCKO IPEAIUCAHUE.

B. JPYI'U YCJOBUA U N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upaHu aokjaaau 3a oezonacuoct (IIA/IB)

WznckBanmsirta 3a nonasane Ha [IA/Ib 3a To3u JlekapcTBEH MPOAYKT ca MOCOUYEHH B CIHCHKA C
pedepentHute natu Ha EBponetickus c¢pio3 (EURD cnuchk), npeasuziceH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIIN aKTYTU3UINH, TyOJIUKYBaH Ha €BPOIICHCKHUS
yeOnopTai 3a JIeKapcTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. ILnaun 3a ynpasJjienue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tpsa6Ba na n3nbiaHABa U3UCKBAHUTE IEHHOCTH U
JIEWCTBUS, CBBP3aHU C TIpOCie/siBaHe Ha JIeKapcTBeHaTa 6e30MacHOCT, TocoueHH B 0J00penus [TYP,
npeacTaBed B Moay 1.8.2 Ha Pa3spernienuero 3a ynorpeba, KakTo U MPH BCHUYKH CIICIBAIIM 0J00PCHH
akTyanu3anuu Ha [TYP.

Axrtyanusupan [IYP Tps0Ba na ce moxasa:

. II0 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBaTa;

. BUHAry, KOraTo ce U3MEHs cUcTeMara 3a yIpaBJIeHHE Ha pUCcKa, 0OCOOEHO B pe3yiTaT Ha
NoJy4aBaHe HAa HOBa HH(POPMALUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHE Ha BaXKEH eTal (BbB BPb3Ka C IPOCieIIBaHe
Ha JIeKapCTBeHaTa 0€30MacHOCT WM CBEKIAHE HA PUCKA JO MUHIMYM).
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HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 25 mg MHXEKIHMOHHA CYCICH3HS C YABIDKEHO OCBOOOXKIaBaHE
NaJMIEPUIOH

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika npeaBapuTeHO HaTbJIHEHA CIIPUHIIOBKA ChABPKA NATUIEPUIOHOB MaJIMHUTAT, EKBUBAICHTEH
Ha 25 mg manuIepuIoH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

[Momomam Bemectra: nmonucopodar 20, makporoin 4 000, TMMOHEHa KHCENMHA MOHOXHUIPAT, THHATPHEB
xuaporeHdocdar, 0e3BOCH, HATPUEB AUXUAPOreH(PochaT MOHOXHUAPAT, HATPUEB XUIPOKCHJI, BOJA 32
WHYKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

WmxekunoHHa CycrieH3usl ¢ YIbKEHO 0OCBOOOXK/IaBaHe
1 mpenBapuTeaHO HabJIHEHA cripuHLOBKa 0,25 ml
2 uram

5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
MHTpaMyCKyJIHO MPUIIOKEHUE

6. CHEHOUAJIHO HPEAYIIPEXKIEHUE, YE JJEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBIIHO 3a [CLaA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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10.

CIIEHUAJIHUA ITPEAITAZHU MEPKU ITPU U3XBBPJIISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/672/001

13.

IMAPTUJEH HOMEP

ITaptuna:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIINUA HA BPAJIOBA A3BYKA

xeplion 25 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYESH YHUKAIECH HACHTU(HUKATOD

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EANHUYHU
IIbPBUYHU OITAKOBKH

HPEJABAPUTEJIHO HAITBJIHEHA CITPUHLHOBKA

| 1. MME HA JEKAPCTBEHUSI MPOJYKT Y IbT(MIIIA) HA BbBEXKIAHE

Xeplion 25 mg uHXKeKIHs
NaJMIEPUIOH
im.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

25 mg

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 50 mg MHXEKHMOHHA CYCICH3HS C YABIKEHO OCBOOOKIaBaHE
NaJMIEPUIOH

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika npeaBapuTeNHO HATbJIHEHA CIIPUHIOBKA ChIbPIKa MAaJUIIEPUIOHOB NAIMHUTAT, EKBUBAICHTEH
Ha 50 mg manunepuIoH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

[Momomam Bemectra: nmomucopodar 20, makporoin 4 000, TMMOHEHA KHCENMHA MOHOXUAPAT, TUHATPHEB
xuaporeHdocdar, 0e3BOCH, HATPUEB AUXUAPOreH(PochaT MOHOXHUAPAT, HATPUEB XUIPOKCHJI, BOJA 32
WHYKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WmxekunoHHa CycrieH3usl ¢ YIbKEHO 0OCBOOOXK/IaBaHe
1 mpenBapuTeaHO HabIHEHa cripuHioBKa 0,5 ml
2 uram

5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
MHTpaMyCKyJIHO MPUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHABa Ha MACTO, HCAOCTBIIHO 3a [CLaA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIIAAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/11/672/002

13. NAPTHUIEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 50 mg

‘ 17. YHHUKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

NNPEIABAPUTE/IHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITBT/ITbTUIIA HA BBBEKJIAHE

Xeplion 50 mg uHXKEKIH
HAUTIEPUIOH
im.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

50 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 75 mg MHXEKIHMOHHA CYCIICH3HS C YABIKEHO OCBOOOKIaBaHE
NaJMIEPUIOH

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEILIECTBA

Bcsika npeaBapuTenHO HaIMbJIHEHA COPUHILIOBKA ChABPKa NATUIICPUIOHOB MAIMUTAT, CKBUBAJICHTCH
Ha 75 mg naaunepuJioH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

[Momomam BemecTra: nmomucopodar 20, makporoin 4 000, TMMOHEHa KHCENWHA MOHOXUIPAT, THHATPHEB
xuaporeHdocdar, 0e3BOCH, HATPUEB AUXUAPOreH(PochaT MOHOXHUAPAT, HATPUEB XUIPOKCHJI, BOJA 32
WHYKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

WmxekunoHHa CycrieH3usl ¢ YIbKEHO 0OCBOOOXK/IaBaHe
1 mpenBapuTeaHO HabJIHEHA cripuHLOBKa 0,75 ml
2 uram

5. HAYMH HA ITPUJIATAHE U ITBT/II'BTUIIIA HA BBBEK/IAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
HHTpamMmycKyTHO IPUIIOKEHHE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA

EU/1/11/672/003

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

xeplion 75 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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56



MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EJUHUYHU
IIbPBUYHU OITAKOBKH

HPEJABAPUTEJIHO HAITBJIHEHA CITPUHLHOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITBT/ITbTUIIA HA BBBEKJIAHE

Xeplion 75 mg uHXKeKIH
NaJMIEPUIOH
im.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

75 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 100 mg nHXEKUMOHHA CYCIICH3H C YABIKEHO OCBOOOXKIaBaHE
MaJIANIEPUIOH

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEILIECTBA

Bcesika npeaBapuTeHO HaTbJIHEHA CIIPUHIIOBKA ChABPKA NATUIEPUIOHOB MaJIMHUTAT, EKBUBAICHTEH
Ha 100 mg mamunepumoH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

[Momomam BemecTra: nmomucopodar 20, makporoin 4 000, TMMOHEHA KHCENWHA MOHOXUIPAT, TUHATPHEB
xuaporeHdocdar, 0e3BOCH, HATPUEB AUXUAPOreH(PochaT MOHOXHUAPAT, HATPUEB XUIPOKCHJI, BOJA 32
WHYKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHxXeKImMoHHa CYCIIeH3Us C YABIDKEHO OCBOOOXK/IaBaHE
1 mpenBapuTETHO HATBITHEHA CITPUHIIOBKA 1 ml
2 Uran

5. HAYMH HA ITPUJIATAHE U ITBT/II'BTUIIIA HA BBBEK/IAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
MHTpaMyCKyJIHO MPUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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10. CHENUWAJHHU INPEAITASHU MEPKHU ITPU N3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/672/004

13. NAPTHUIEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH HIACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
IIbPBUYHU OITAKOBKH

HPEJABAPUTEJIHO HAITBJIHEHA CITPUHLHOBKA

‘ 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U ITBT/ITbTUIIA HA BBBEKJIAHE

Xeplion 100 mg umxeKus
NaJMIEPUIOH
im.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

100 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 150 mg nHXEKUMOHHA CYCIICH3HS C YABIKEHO OCBOOOXKIaBaHE
MaJIANIEPUIOH

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEILIECTBA

Bcesika npeaBapuTennHO HaTbJIHEHA CIIPUHIIOBKA ChIAbpPrKa MATUIEPUIOHOB MaJIMHUTAT, EKBUBAICHTEH
Ha 150 mg manunepumoH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

[Momomam BemecTra: nmomucopodar 20, makporoin 4 000, TMMOHEHa KHCENWHA MOHOXUIPAT, THHATPHEB
xunporeHdocdar, 6e3BojieH, HATPUEB TUXUAPOreHpochaT MOHOXUIPAT, HATPUEB XUIPOKCHJI, BOJIA 32
WH)KEKLUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WmxekunoHHa CycrieH3usl ¢ YIbKEHO 0OCBOOOXK/IaBaHe
1 mpenBapuTEIHO HATBJIHEHA CIIpUHIOBKA 1,5 ml
2 uram

5. HAYMH HA ITPUJIATAHE U ITBT/II'BTUIIIA HA BBBEK/IAHE

ITpenn ynorpeba mpoyereTe JINCTOBKATA.
MHTpaMyCKyJIHO MPUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHELOUAJIHUA HPEAYIIPEXKJIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIIAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/672/005

13. NAPTHUIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 150 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
IIbPBUYHU OITAKOBKH

HPEJABAPUTEJIHO HAITBJIHEHA CITPUHLHOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITBT/ITbTUIIA HA BBBEKJIAHE

Xeplion 150 mg umxekus
NaJMIEPUIOH
im.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

150 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA
OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHUETO
BBHUIIEH ETUKET (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 150 mg

Xeplion 100 mg

MHXEKIIMOHHA CYCIICH3HS C yIBIDKCHO 0CBOOOXKIaBaHEe
HaTUTICPUIOH

2. OBSABSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIIECTBA

Xeplion 150 mg: Besika nmpeBapuTeIIHO HAITBJIHEHA CIPUHIIOBKA ChABPIKA MATATICPUIOHOB
MaJIMUATAT, EKBUBAJIEHTEH Ha 150 mg manmunepuaoH.
Xeplion 100 mg: Besika mpenBapuTeIIHO HAITBJIHEHA CHPUHIIOBKA ChABPIKA MATATICPUIOHOB
nmajJMuTaT, ekBuBajgeHTeH Ha 100 mg maaumnepuoH.

3. CIIMCBK HA IOMOIIIHUTE BEIHIECTBA

[Momomam Bemectra: nmomucopodar 20, makporoin 4 000, TMMOHEHA KHCENMHA MOHOXUIPAT, TUHATPHEB
xunaporeHdocdar, 6e3B0eH, HATPUEBIAUXUAPOTreH PpochaT MOHOXUAPAT, HATPHUEB XUAPOKCH, BOJA 32
WH)KEKLUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

WmxekunoHHa CycrieH3usl ¢ YIBKEHO OCBOOOXK/IaBaHe

OnaxoBKa 3a 3al104BaHe Ha JIEYEHUETO

Bcesika omakoBka chIbprKa 2 IpeABapUTEIHO HATBJIHEHU CTIPUHIIOBKH

1 mpeaBapuTEIHO HATBJIHEHA CIIPUHIOBKA ¢ nanunepuaoH 150 mg B 1,5 ml u 2 urnm
1 mpeBapHUTENHO HAITBIHEHA CIPUHIIOBKA ¢ anunepunon 100 mg B 1 ml u 2 urnum

5. HAUYMUH HA ITPUJIATAHE U ITBT/ITBTULIA HA BBBEKJIAHE

ITpenn ynorpeba mpouereTe JINCTOBKATA.
MHTpaMyCKyJIHO IPUIIOKEHHE

6. CIHEHUAJIHO MIPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a [CLaA.

‘ 7. APYI'U CHEOUAJIHA HPEAYIIPEXXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 30°C.

10. CHELOUAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIHN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

EU/1/11/672/006

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 100 mg
xeplion 150 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
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JAHHHU, KOUTO TPABBA A CbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUA (150 mg TIPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA,
KOMIIOHEHT HA OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHUETO — BE3 BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 150 mg HHKEKIIMOHHA CYCIEH3HS C YABIDKEHO 0CBOOOKIaBaHE
MaJIANEPUIOH

2. OBSBABAHE HA AKTUBHOTO BEIIECTBO/AKTUBHUTE BEILIECTBA

Bcesika npeaBapuTeHO HaTbJIHEHA CIIPUHIIOBKA ChABPKA NATUIEPUIOHOB MaJIMHUTAT, EKBUBAICHTEH
Ha 150 mg mamunepumoH.

3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

[Momomam BemectBa: nmomucopodar 20, makporoin 4 000, TMMOHEHa KHCETHHA MOHOXUAPAT, TUHATPHEB
xuaporeHdocdar, 0e3BOCH, HATPUEB AUXUAPOreHPOochaT MOHOXHUAPAT, HATPUEB XUIPOKCH]I, BOJA 32
WHYKEKITUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WnxekunoHHa CycrieH3usl ¢ YIBDKEHO OCBOOOXK/IaBaHe
Hen 1

1 mpeaBapuUTENHO HATBIHEHA CIIPUHIIOBKA 1,5 ml

2 urnm

5. HAYUH HA ITPUJIATAHE U ITBT/I'BTUIIA HA BBBEKJIAHE

[Ipenun ynotpeba npoyerere IMCTOBKATA.
MHTpaMyCKyJIHO MPUIIOKEHUE

6. CHEHOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 30°C.

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJIS HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/672/006

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 150 mg
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA (100 mg IIPEABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA,
KOMITIOHEHT HA OITAKOBKA 3A 3AIIOYBAHE HA JIEYEHUETO - BE3 BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Xeplion 100 mg HHKEKIIMOHHA CYCIEH3HS C YABIDKEHO OCBOOOXKIaBaHE
MAJTUTIEPHUIOH

2. OBABSABAHE HA AKTUBHOTO BEIIECTBO/AKTUBHUTE BEIHIECTBA

Bceska MMPEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA CHbAbpPiKa MaJIUIICPHUIOHOB MAJIMUTAT, CKBUBAJICHTCH
Ha 100 mg mamunepumoH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomam Bemectra: nmomucopodar 20, makporoin 4 000, TMMOHEHa KHCETHHA MOHOXUAPAT, TUHATPHEB
xunporeHdocdar, 6e3B0eH, HaTpUEB JUXUAporeHpochaT MOHOXUAPAT, HATPUEB XUAPOKCU, BOJA 32
WHXXCKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

WHxeKIMoHHa CYCIIeH3Us C YABIDKEHO 0CBOOOXK/IaBaHE
Jen 8

1 mpenBapuTETHO HATBITHEHA CITPUHIIOBKA 1 ml

2 UTIIH

5. HAUYUH HA ITPUJIATAHE U ITBT/IBTUIIA HA BBBE/KJIAHE

[Ipenun ynotpeba npoyerere IMCTOBKATA.
MHTpaMyCKyJIHO IPUIIOKEHHE

6. CIHEHUAJIHO MPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELITA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 30°C.

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/672/006

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

xeplion 100 mg
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b. IUCTOBKA
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Xeplion 25 mg UH:KeKIMOHHA CYCIIEH3HUsI ¢ YABJIZKEHO 0CBOO0KIaBaHe
Xeplion 50 mg MH:KeKIMOHHA CYCIIEH3HsI ¢ YABJKEHO 0CBO00KIaBaHe
Xeplion 75 mg HH:KEeKIMOHHA CYCIIEH3HsI ¢ YABJKEHO 0CBO00KIaBaHe
Xeplion 100 mg nHKeKIMOHHA CyCHeH3Hs C YIbJIKEHO 0CBOOOKAaBaHe
Xeplion 150 mg MHkeKIMOHHA CYCHEH3Hs € YIbJIKEHO 0CBO0OKAaBaHe

Mamunepunon (Paliperidone)

HpoqueTe BHUMATEJHO LIslJIaTa JUCTOBKA, IIPEeIH a 3alI0OYHETE /1a M3110J13BaTe TOBA

JIEKaApCTBO, Thil KaTO TH CbABbpPiKa BaKHa 3a Bac I/IHQ)OpMaIH/IH.

- 3amasere Ta3u JUMCTOBKA. Moke Jla C€ HAJIOKHU a A IMPOYETETE OTHOBO.

- Axo0 nmaTe HIKaKBU AOII'BJIHUTCIIHUA BBIIPOCH, nonuTante Bammms JICKap, q)apMaueBT i
MCIOUIIMHCKA CEeCTpa.

- Axo IMMOJIYYUTEC HAKAKBH HCXKCIJIAaHU JICKAPCTBCHU PCAKINU, YBCIOMETEC Bamus JICKap,
(I)apMaLIGBT WM MCAWIIMHCKA CeCTpa. ToBa BKII0YBa M BCHYKH BH3MOXXHH HEXKEIaHHU pcakuuu,
HEOINMCAaHHU B Ta3u JUCTOBKA. BikTe Touka 4.

KakBo cbIbp:Ka Ta3u JUCTOBKA:

Kakso npescrasisiBa Xeplion 1 3a KakBo ce W3M0JI3BA
KakBo Tpsi0Ba na 3HaeTe, peau Ja U3no3BaTe Xeplion
Kak na nznonzsate Xeplion

BB3MOXHU HEKENTaHN PeaKIUuH

Kak na cpxpansiBate Xeplion

ChIrbprkaHue Ha OTIAKOBKATA U OIIBJIHUTEIHA HHPOpMAIIUS

AR e

1. Kaxkgo npeacraBiassa Xeplion u 3a kKakBo ce U3M0J13Ba

Xeplion cbabprka aKTUBHOTO BEIIECTBO NAJUIIEPHIOH, KOETO MPHHAICKU KbM IpyIiaTa Ha
AHTUIICUXOTUYHUTE JIEKAPCTBA U C€ U3II0NI3BA KATO MOAAbPIKAIIO JICUCHHUE 3a CUMIITOMUTE Ha
30 pEeHst PU Bb3PACTHHU MAIUEHTH, CTAOWIIN3UPAHU C TIAJTUIIEPHIOH HITH PUCIICPUIOH.

AXO B MUHAJIOTO CT€ OKA3aJIU MOBJIHSABAHE OT MATUIICPUIOH WM PUCTIEPUIOH U UMATE JICKH JI0
yMEpeH! CHMITTOMH, Banmsit nexap Moxe Ja 3anovse jiedenue ¢ Xeplion 6e3 npeasapuTerHo
CTAOWIIM3HPAHE C TTAIUIIEPUIOH WM PUCTICPHIOH.

Iluzodpenusra ¢ 3adosBaHe C ,,[IO3UTUBHU U ,,HCTATUBHHU * CAMITOMH. ,,II03UTHBHU 03HAYaBA
MPOsiBa Ha CUMITTOMH, KOMTO HOPMAJIHO He ce HaOsroaaBat. Hanpumep 4oBek ¢ mm3odpeHus Moke J1a
YyBa IJIaCOBE WJIM JIa BIDK/IA Hella, KOUTO HE CHIECTBYBAT (HApeUSHH XaIFOIMHAIIN ), 1a BIPBa B
HEIlla, KOUTO HE Ca BEpHU (M30Ma4€HO BH3MPUEMaHEe Ha ISHCTBUTEITHOCTTA) WIIH J]a CE€ YyBCTBA
HEeOoOMUYaliHO MO03pUTENIEH KbM JAPYTHTE. ,,HeraTuBHU 03HaUaBa JIMIIca HA TIOBEICHUE MJIH YyBCTBA,
KOUTO HOPMAJTHO ChIecTBYBaT. Hampumep 4oBek ¢ mm3o(peHnst MOXKe Ja U3TIIekKAa yeIUHEH H
M3001110 /1a He pearrupa eMOIMOHATHO WK J1a UMa 3aTPyIHEHHS J1a TOBOPH I10 SICCH U JIOTUYCH HAYHH.
Xopata ¢ ToBa 3a00JIIBaHE MOXKE J1a C€ TyBCTBAT JECMPECUPAHH, Ja U3MUTBAT TPEBOKHOCT, TYBCTBO 3a
BUHA WM J1a ca HAIIPETHATH.

Xeplion Moxe J1a TOMOTHE 3a 00JicK4yaBaHe CUMITOMUTE Ha Barero 3a0osiBaHe 1 1a Ipei0TBpaTH
TSAXHOTO Bb30OHOBSIBaHE.
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2. Kakso Tps0Ba 1a 3Haerte, npeau Aa npuemere Xeplion

He u3nonzsaiite Xeplion

- aKo CTe aJIeprUuHU KbM MMAJUIEPUIOH WM KbM HSAKOS OT OCTaHAITUTE ChCTaBKH HA TOBA
JieKapcTBO (M30pOeHH B TOUKa 6).

- aKo CTe aJEePruuHU KbM JPYrO aHTHUIICUXOTUYHO JICKAPCTBO, BKJIIOYUTEIHO BEIIECTBOTO
PUCIIEPUIOH.

IIpenynpesxaeHusi U peana3sHu MepPKH

ToBopete ¢ Bamms nekap, hapMarieBT Wi MEJUIIMHCKA CecTpa, pean Aa npuemere Xeplion.

ToBa JlekapcTBO HE € MPOYUYEHO TIPH MAIMEHTH B CTapuecKka Bb3pact ¢ qemennus. Obaue, npu
NalKMeHTH B CTapyecKa Bh3pacT ¢ AEMEHIIHS, KOUTO ca JEKyBaHH C IPyTy MOA00OHU BUIOBE JIEKAPCTBA,
MOJKE /1a UMa TTOBHUIIIEH PUCK OT MHCYIIT WK CMBPT (BIKTE Touka 4, Bb3MOXXKHH HEXXETTaHU PeaKIliH).

Bcenukn JICKApCTBAa UMAT HEIKCJIaHU PCAKIIUHU, 4 HAKOU OT HCKCIIAHUTC PCAKIIUN HAa TOBA JICKAPCTBO
MOrart Aa BJoLIaT CUMIITOMUTC Ha APYyTU 3a00JIIBaHUs. Hopazu/l Ta3u MpUYIMvHA € 0CO0EHO BaKHO Ja
O6CLI[I/ITe ¢ Bamus JICKap BCAKO OT IMMOCOYCHUTE ITO-A0JTY ChCTOAHUSA, KOCTO ITIOTCHIIMATTHO MOXKE 1a CE
BJIOMIX ITO BPEMC Ha JICUCHUCTO C TOBA JICKAPCTBO:

- aKo UMarte MapKUHCOHOBa OoJecT

- ako Hskora Bu e Onia moctaBeHa uarHo3a 3a 3a00JsiBaHe, YUUTO CHMIITOMH BKJTFOUBAT BHCOKA
TEMIIepaTypa U CKOBaHOCT Ha MYCKYJIMTE (II03HATO OLIE KATO 3JI0KAYECTBEH HEBPOJICHTUYCH
CUH/IPOM)

- aKo HSKOTa CTe MMM HeOOWYaliHY JIBDKEHHS Ha €3WKa WITH JIMIIETO (TapJBHA JUCKUHE3HS),

- ako Bu e n3BecTHO, 4Ye B MHHAJIOTO CTE MMalM HUCKH HUBA Ha OeMUTE KPbBHU KIIETKH (KOETO
MOXe J1a € OWIIo WiM Ja He € OMIIo CIeICTBHE OT APYTH JIEKapCTBA)

- aKo uMare JauadeT WK CTe MPepasnoIoKeH! KbM auadeT

- aKo CTe UMM paK Ha I'bpJIaTa WM TyMOp Ha Xurnodu3HaTa kiie3a B MO3bKa,

- aKO MMaTe ChPAEYHO 3200 sIBaHE WIIH JICUCHHE Ha CHPACYHO 3a00JsIBaHE, KOETO BOAM 10
npeapasnoiokeHnue KbM HUCKO KPHBHO HaJSITaHEe

- aKo UMaTe HUCKO KPhBHO HAJSITaHe NIPY BHE3AITHO IPEMHUHABAHE OT JIETHAJIO B CEJHAJIO HIIH
M3IPaBEHO TOJI0XKEHHE

- aKO UMaTe eMUJICTICUS

- ako umare npoodyemu ¢ 6BOpenuTe

- aKo mMate IpodIeMu ¢ YepHHS TPoo

- aKO MMaTe NPOIBIDKUTENIHA U/WUIK O0JIe3HeHA ePeKLUs

- aKo uMare poOJIEMH ¢ KOHTPOJIMPAHETO Ha TeJecHaTa TeMIIepaTypa WK MperpsBaHe,

- aKo uMate HeoOMYaliHO BUCOKM HHMBA Ha XOPMOHA IPOJAKTHH B KPHBTA UK aKO BEPOSTHO
uMare NPOJaKTUH-3aBUCUM TyMOP

- ako Bue nnu Hako# apyr BbB BalieTro cemMeicTBO MMa aHaMHE3a 33 KPbBHU ChbCUPELIU, Thi KaTo
AHTUTICUXOTUYHUTE JIEKAPCTBA Ce CBBP3BAT ¢ 00pa3yBaHETO Ha KPBBHU CHCHPEIIH.

AKO uMare HSIKOe OT Te3u 3a00IsBaHus, MOJIsl, MHGOpMUpalTe Bammms nexkap, Thil KaTO TOW/TS MOXKe
Jla kopurupa no3ata Bu niu n1a Bu HaOnronaBa 3a H3BeCTHO BpeMe.

B MHOrO peaku ciyuau npu NauueHTUTE, IpUEMalli TOBa JIEKAPCTBO, ce HaOIr01aBa OacHO HUCHK
Opolii Ha ompe/iesieH BUJ] Oelii KpBBHU KIIETKH B KPBBTa, HEOOX0 MU 3a 60pOa ¢ HHPEKIMHTE U
3aroBa Bammsit nexap Moxe aa poepu Opost Ha Oenute By KpbBHU KIIETKH.

Psimko mMorar ja Bb3HMKHAT alleprUYHM PEaKI|K CiIe] IodyJaBaHe Ha HHKeKIuy Xeplion, T0py U ako
MIPEId TOBa CTE MOHACSIIM JOOpEe NepopajieH PUCIICPUIOH WK IepopalicH maaunepuaoH. [lorepcere
MEAMIIMHCKA TTOMOIII BeJ{HAara, ako MOJIyYyuTe 0OpHB, IMOAYBaHE HA THPIIOTO, ChPOEK UITH MPOOIeMH C
JIUIIAHETO, Th KaTO TOBA MOKE Ja ca MPU3HALM HA CEPUO3HA aJlepruyHa peaKiysl.

Toga JiekapcTBO MOKE J1a TOBEIE A0 MOBUIIaBaHe Ha Barero Termo. 3HaUUTETHOTO YBEIMUCHUE HA

TETJI0TO MOXeE Ja UMa HeOaaronpusaTeH eeKkT BpXy 3ApaBeTo Bu. BamusaT gekap TpsiOBa pegoBHO 1a
U3MepBa TenecHoTo Bu Terio.
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[Ipu nauveHTH, npreMaly ToBa JEKapcTBO, ce HaOJI0JaBa MOBABA Ha 3aXapeH AUadeT WiIu
BJIOIIaBaHE Ha CHINECTBYBAIIl 3aXapeH auabeT u 3aToBa Bamusr nekap tpsidBa na Bu npernena 3a
NPU3HAIM Ha BUCOKA KPBbBHA 3axap. [Ipu ManueHT ¢ yCTaHOBEH 3aXapeH auadeT TpsiOBa peaoBHO J1a
ce CcIIeIM HUBOTO HA TIII0K03aTa B KPBBTA.

Twit kKaTO TOBa JICKapCTBO MOXKCE a IMOTHUCHE IMMO3UBUTE 3a MOBPBHUIAHE, UMa BEPOATHOCT TO Aa MaCKHpa
HOPMAJIHUA OTTOBOP Ha OpraHu3Ma KbM MOTIBIIAHCTO HAa TOKCHUYHHA BCIICCTBA WU APYTHU
MCIUIIMHCKHU CHhCTOSAHUA.

ITo BpeMme Ha omeparsi Ha OKOTO 3a MOMBTHSABAHE Ha JiemaTa (KatapakTa UiH [epjie), 3eHulaTa
("uepHUAT KpBI B cpefaTa Ha OKOTO), MOXKe Jja HE c€ YBENW4H A0 HeoOxoanmus pasmep. ChILo Taka,
10 BpeMe Ha OTepaInyisi UpUChT (OI[BETEHATA YaCT HAa OKOTO) MOXKeE Jia 3aryOr TOHYC, KOETO MOXKe J1a
JIOBEJIC JI0 YBpEXkKIaHe Ha ounTe. AKO TUIaHUpaTe ONepaIysi Ha OKOTO, He 3a0paBsiTe aa
uHpopmupare Bammst ouen jgexap, ye mpremMare ToBa JIEKapCcTBO.

Jlena u roHOIIM
ToBa JlekapcTBO HE € NpeJHA3HAYEHO 3a X0pa 1o 18-roauiHa Bb3pacT.

JApyru nexapctsa u Xeplion
WNudopmupaiite Bamist gekap, ako npremare, HACKOpO CTe MPUEMAaITH WIIH € Bb3MOXKHO Jia TIPHEMETe
JIpYTH JIEKapCTBa.

Axo npremare TOBa JIEKapCTBO ¢ kKapOamasenuH (aHTHETIWIICIITUYHO JICKApCTBO M CTAOMIM3aTOp Ha
HACTPOCHHETO), MOKE J]a CE HAJOKK IMPOMSHA Ha J103aTa Ha TOBA JIEKAPCTBO.

Twit kKaTO TOBa JICKapCTBO HeﬁCTBa OCHOBHO B MO3bKa, BIUAHHUETO HAa APYTH JICKAPCTBA, KOUTO CHIIO
,Z[el\/'ICTBaT B MO3bKa, MOXKE€ Ja JOBEAC N0 YCHUIIBAHC HAa HEKCIaHU p€aKIMU KaTO CbHIUBOCT WX OAPYTU
PCaK Ha MO3bKa, HAIPUMEP APYI'U JICKApPCTBA 3a ICUXUYHU pa3CTpOﬁCTBa, OIIMOM U,
AHTUXUCTaAMHWHU U JICKAPCTBa 3a CHH.

Twii kaTo TOBa JICKaApCTBO MOXKC a MOHWXXU KPBBHOTO HAJIATAHC, TpSI6Ba Ja Cce 06’BpHe 0CcO00€eHO
BHHUMAHHUEC, KOT'aTO TOBA JICKAPCTBO CC U3IIOJI3BA C APYI'H JICKAPCTBA, KOUTO IMOHUKABAT KPBBHOTO
HaJIATaHe.

ToBa nekapcTBO MOXe JJa HaManu e(heKTa Ha JIeKapCcTBa MPOTHB MaPKUHCOHOBA OOJIECT U CHHIPOMA Ha
HECITIOKOMHUTE Kpaka (HarmpuMep JICBOJIOMA).

ToBa nekapcTBO MOXe Jja MPEAU3BUKA MATOJIOTUYHHU MPOMEHH B enekTpokapaunorpamara (EKD),
IPOSIBSIBALLY C€ KaTO IbJIBI IEPUOJ 3a IPEMHUHABaHE Ha UMILYJIC IIpe3 OIpeieieHa 4acT OT ChPLETO
(u3BecTHO KaTo ,,yabokaBane Ha QT uaTepBana®). JIpyru nekapcTsa, KOUTO UMAT TO3U e(eKT,
BKJIFOUBAT HAKOH JIEKApCTBA, N3MOJI3BaHU 3a JICUEHUE Ha PUTHhMHH HapylLIEHHs Ha ChPILETO W 3a
JieyeHne Ha UHQEKUNH, KAKTO U APYTH aHTUIICUXOTHIIH.

AXO cT€ CKIIOHHU KbM Ppa3BUBaHC HA I'bpYOBEC, TOBA JICKAPCTBO MOKC [1a YBCIINYN BCPOATHOCTTA Aa '
IMOJIy4uTeC. I[pym JICKapCTBAa, KOUTO UMAT TO3U Gq)CKT, BKJIFOYUBAT HAKOMU JICKApPCTBA, U3IIOJI3BAHU 3a
JICYHCHUC Ha ACTIPECU UIIN Ha I/IH(I)CKHI/II/I, KaKTO U APYTrrU aHTUIICUXOTHUILIH.

Xeplion Tps0Ba Aa ce U3MONA3Ba C MOBUIIEHO BHUMAHUE C JIEKAPCTBA, KOUTO IMOBUILABAT aKTUBHOCTTA
Ha [IEHTpalTHaTa HepBHA cucTeMa (ICHXOCTUMYJIAHTH KaTo MEeTHII(EHHIAT).

Xeplion ¢ ankoxoua
Ymorpebara Ha aqKoxoJ TpsIOBa /1a ce n30sTrBa.

BpemeHHOCT M KbpMeHe

AKo cTe OpeMeHHa WTH KbpMUTE, CMSTAaTe, Y€ MOXKE J1a CTe OpeMeHHa WU TUIaHupaTe OpeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap i papmarieBT npeau ynorpedaTta Ha ToBa JiekapcTBo. He TpsOBa
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Jla M3II0JI3BaTe TOBA JIEKApPCTBO MO BpeMe Ha OPEMEHHOCT, OCBEH aKO HE CTe€ 0OChAMIM ToBa ¢ Bamms
nekap. CienHUTE CHMIITOMH MOTaT J1a Ce MOSIBAT PH HOBOPOJIEHHU, YUUTO MAWKY Ca U3MOI3BAIN
HaJMIICPUIOH TIPe3 MOCIEAHUS TPUMECTHD (IIOCIEAHUTE TPU Mecela OT OPEeMEHHOCTTA): TpernepeHe,
CKOBAHOCT Ha MYCKYJIUTE H/WIH c1a00CT, ChHIMBOCT, Bb30y1a, IPOOIeMH ¢ AUIIAHETO U 3aTPyAHEHUS
B XpaHeHeTo. Ako npu BaieTto 6ebe ce mposiBH HAKOH OT Te3H CUMIITOMU OThpceTe Bamms nekap.

ToBa JekapcTBO MOXKeE J]a MPEMUHABa OT MalikaTa KbM 0e0eTo MoCpeZICTBOM KbpMaTa U MOXKe J1a
HaBpeau Ha aereto. [lopaau ToBa He TpsOBa Aa KBPMUTE, KOTaTO W3IOI3BATE TOBA JIEKAPCTBO.

Ilodupane u padoTa ¢ MAIIUHU

[To BpeMe Ha JIEYEHHETO C TOBA JIEKAPCTBO MOYXKE J]a Bh3HUKHAT 3aMaifBaHe, CHIIHA YMOpPa U MPOOIIeMH
cbe 3peHueTo (Bx. Touka 4). ToBa cienBa na ce Ma npenBUA B CIIlydauTe, KOraTo e U3HMCKBA ITBJIHO
BHUMaHUE, HApUMeEp MpH Iopupane Wi pabora ¢ MalluHH.

Xeplion cbabprka HATPHi
ToBa nekapcTBO ChIBPIKa MO-MaNko oT 1 mmol Hatpu#t (23 mg) Ha 7032, T.€. MOXKE Ja ce Kaxe, e
MIPaKTUYECKU HE ChABPKa HATPHIL.

3. Kak na uznoJaszBarte Xeplion

ToBa JekapcTBO ce mpuiara oT Bamms ekap Win Apyr MEAUIMHCKY crienuanucT. Bamuar gexap mie
Bu kaxke kora umate Hy>/1a oT Bamara cienBania nHxekius. BaxxHo e 1a He nponyckare Bamiara
TUTaHHpaHa 703a. AKO He MOKeTe Jla Clia3uTe yroBopeHusa Bu yac mpu jexaps, yBepeTe ce, ue cTe
MO3BBHUIIM CBOEBPEMEHHO Ha Baius nexap, 3a 1a ce yroBopu APYyr 4yac Bb3MOXKHO Hal-CKOPO.

Bue mie nmonyunte mepBata nmkekus (150 mg) u Bropara umxkekius (100 mg) ot ToBa 1eKapcTBO B
ropHarta JacT Ha pbKaTta npubimsuTenHo npe3 1 ceamuna. Cien tosa me Bu 6b1e nocrassHa
ukekuys (ot 25 mg 1o 150 mg) BeAHBX MECEYHO WM B TOpHATa 4acT HA PbKaTa, WK B
CeaIMIIETO.

Axo Bammst nexap cMEHM Je4eHUETO BU OT pUCIIEpUIOH MHXKEKIMS C POABIKUTEIHO JEHCTBHE Ha
TOBa JIEKapcTBO, Bue 11e momyunrte mppBaTa cu HHXEKIKS OT TOBa JeKapcTBo (0T 25 mg 1o 150 mg)
WM B TOpPHATa YacT Ha pbKaTa, WK B CENaMIIETO B ICHS, 3aIUIaHyBaH 3a CJe/BallaTa HHKEeKIIHsL.
Crnen ToBa me Bu 0b1e mocraBsiHa mHkeknus (0T 25 mg no 150 mg) BeAHBXK MECEYHO MM B TOpHATA
4yacT Ha pbKaTa, UM B CEAATUILETO.

B 3aBucumocT ot cumnromute Bammsat JICKap MOKE Ja YBCJIMYW WM HaMaJIh KOJIUYCCTBOTO Ha
JICKApCTBOTO, KOCTO MMOJIy4aBaTe, C CAHO HUBO HaA 1034aTa IO BpEMC Ha IUIaHUpaHaTa Bu meceuna
NHXCKIHA.

HanuenTu ¢ 6606peynn npobdaemu

Bammsr nexap Mosxe Ja KOpUrupa Jo3ara Ha TOBa JISKapcTBO Ha 0azaTta Ha ObOpeuyHaTa Bu ¢yHKIms.
Axko uMmare jiekn Ob0pedHu npobiemu, Bamust nekap Mmoxxe na Bu nane mo-aucka qo03a. AKO ©Marte
YMEPEHHU WU TEXKH ObOpedHu MpoOieMH TOBa JIEKApCTBO HE TPAOBa Ja ce M3II0JI3BA.

ITanyeHnTH B cTapyecka Bb3pacT
Bammsr iekap Moxe ja HaMali Jo3aTa Ha ToBa JIEKapCcTBO, ako ObOpeunara Bu ¢yHkuus e
HaMmaJeHa.

Axo Bu e npuio:keHna nopede otT Heodxogumara 103a Xeplion
ToBa nekapcTBo 11e Bu 0b21e NpUII0&KEHO O] MEAUIMHCKO HAOIIOIEHHE U 3aTOBA € MaJIKO BEPOSITHO
na Bu 6bae npuiioskeHo moBede OT He0OXO0AUMOTO.

[TarueHTH, Ha KOUTO € OMJI MPUIIOKEH TBBPJIC MHOTO MATUIICPUI0H, MOXKE Ja MOJIydaT CIACTHUTE
CUMITOMU: CHHJIMBOCT HITM CENaIusl, YCKOPEH ChPJICYeH PUTHM, HUICKO KPBBHO HaJlsiraHe, abHOpMHaA
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CJICKTPpOKapaAruorpamMa (npocnez[ﬂBaHe Ha CIICKTpHUYCCKAaTa aKTUBHOCT Ha C’LpL[GTO) WU 3a0aBEHH WU
HeoOUYaliHH ABWIXCHHA Ha JIMLCTO, TAJIIOTO, PBLUCTC WK KpaKaTa.

AKo cTe cipe/iu M3N0J13BaHeTo Ha Xeplion

AKo cripete J1a mony4asare Bammre nrkekuy, eekTuTe Ha JeKapcTBOTO e ce u3ryost. He tpsiOBa
Jla cTipare ToBa JEKapcTBO, OCBEH ako He Bu e ka3aHo oT Bamus nekap, Tei kaTo cumnromute Bu
Morart aa Cc€ IosABAT OTHOBO.

AKO UMare HIKaKBH JIOMBIHUTEIHHA BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOJIA,
nonuraiiTe Bamus ekap wiu GapmarieBT.

4. Bb3MOKHH HeKeJTaHU pPeakuuu

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKC J1da NTPCAN3BHUKA HCIKCIIAHU PCAKIINH, BBIIPCKU Y€ HC
BCCKMU I'M I1I0JTy4aBa.

He3a0aBHo cbo0mere Ha Bamms nekap, ako:

o NMaTC KPbBHU CHCHUPEIIU BbB BECHUTEC U MO-CIICIIMATIHO B KpaKaTa (CI/IMHTOMI/ITC BKJIFOYBAT
noJyBaHe, OOJIKa U 3auepBsBaHE Ha KPaka), KOUTO MOKE Jla C€ MPHUIBMKAT 110 KPHBOHOCHUTE
ChJIOBE KbM OeiniTe APOOOBE U 1a MPUUYUHAT 00JIKA B TbPIUTE U 3aTPYAHECHO AUIIaHe. AKO
3a0eJexUTe HAKON OT Te3U CUMITOMH, He3a0aBHO MOTHPCETE JICKAPCKH CHBET.

o nMaTe JEMCHIMA U MMOJTYYUTE BHE3aIllHA IPOMAHA B IICUXUYHOTO CbCTOAHUEC UJIX BHE3aIlTHA
€11aboCT, UM CKOBAHOCT Ha JIMLIETO, PhLIETEe WK KpaKaTa, 0COOEHO OT eHaTa CTpaHa, iH
HESCeH TOBOP, IOPU U 32 KpaThK MEpUo OT BpeMe. ToBa MOJKe 71a ca CHUMITOMH Ha yzap.

o uMare TpecKa, CKOBAHOCT Ha MYCKYJIUTE, TIOTEHE WX HOHIKEHO HUBO HA Ch3HAHUETO
(Hapy1uIeHue, U3BECTHO KaTO HEBPOJICNITUYEH MAJIMTHEH CHHIPOM). Moxe Nja € He0OX0auMO
He3a0aBHO MEIUIMHCKO JICUCHHUE.

° CTE MBX M MOJIYYUTE MPOIBIKUTEIHA U O0JIe3HEHA epekiius. ToBa ce Hapuyia IpHUaIu3bM.
Moske Ja ¢ HeoOX0UMO He3a0aBHO MEIULIMHCKO JICUCHHUE.

. MMaTe HEBOJICBU PUTMUYHU JBI)KCHUSI HA €3UKa, YCTaTa U IMLETo. Moxke 1a ce HAIO0XKHU
CIIMpaHe Ha JICYCHUETO C MAUIICPUIOH.

° MOJIYYHTE TEXKKA aJepruIHa peakIrsi, XapaKTepu3upaila ce ¢ Tpecka, oyBaHe Ha ycTara,

JIMLIETO, YCTHUTE U €3HMKa, HEeJOCTUT Ha BB3AYX, ChPOEK, KOXKEH 00pHUB, a OHSIKOTa U CIIaJaHe
Ha KPBBHOTO HaJIsSITaHe (CHMITOMH Ha aHapHIaKTHYHA peakuus). Psako Morat 1a Bb3HUKHAT
AICPIUYHU PCAKIUU CJICA ITOJIyYaBaHC Ha MHKCKIIUN NAJTUIICPUIOH, JOPHU U aKO IMPEAN TOBA CTC
MIOHACSUTH T0Ope IepopajeH PUCTIEPHIOH HITH MTEPOpaNICH MaTHIIePUIOH.

o TUTaHUpaTe ONepalusl Ha OKOTO, He 3a0paBsiiTe na nHpopMmupare Bammst oueH nekap, ye
npuemare ToBa JekapcTBo. [o Bpeme Ha oneparus Ha OKOTO 3a TOMBTHSIBAHE Ha JiemaTa
(xaTapakTa), UpHCHT (OI[BETEHATa YAaCT Ha OKOTO) MOJKE /1a 3ary0H TOHYC TI0 BpeMe Ha
orneparuiaTa (M3BeCTHO KaTo ,,(hJI0MK UPUC CHHIPOM”), KOSTO MOXKE J1a IOBEIE A0 YBPEKIaHE Ha
OKOTO.

. Bu e u3BecTHO, 4ye UMarTe OMacHO HUCHK OpOi Ha ompeieNneH Bi Oenr KpbBHU KIETKH,
HeoOxoaumu 3a 60pOa ¢ nHpEKIUNUTE, B KPHBTA.

Morar Ja CC MOSABAT CIICAHUTC HCKCIIAHU PCAKIUN:

MHOro 4ecTH HeKeJaHU PC€AKIMU: MOJKE 1A 3aC€rHaT rmoBeve ot 1Ha 10 Ay
L4 TPYAHO 3aCIIUBAHC WM MOAABPIKAHC HA CHHA.

YecTHn HexeTaHU peakIuM: MosKe Ja 3acerHar A0 1 na 10 qgymmn

o CHUMIITOMHU Ha HACTUHKA, MH(EKUMs Ha MTUKOYHUTE IIBTULIA, TPUITONON00HO 3200 sBaHe

o Xeplion MoXxe 1a HOBUIIKM HUBOTO Ha XOPMOHA, HAPEUEH ,,IPOJIAKTUH ", KOETO CE YCTAHOBSBA C
KPBbBHU U3CJICABAHUSA (MO)Ke Ja UMa WIN Ja HiIMa CI/IMHTOMI/I). Korato ce mosBSIT CHMIITOMHY Ha
BUCOK IIPOJIAKTHH, TC MOXE J1a BKIIIOYBAT: IIPU MBIKETEC — IIOJAYBAaHC HAa I'bpAUTEC, 3aTPYAHCHO
MOCTHUTaHe U MOAIbPKaHe Ha ePEeKUHMs UIIU IPYTH CEKCyalTHu AUCHYHKLINH; TIPH KEHUTE —
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IUCKOMGOPT B IbPANTE, OTICIISHE HA KbPMa OT I'bPJUTE, IPOIYCHATH MEHCTPYaIHU [UKIU WIH
JpYyTH MPOOJIEMH C MECEUHUS LIUKBII

BHCOKa KpbBHA 3axap, IOBHILIABAHE HA TETJIOTO, 3ary0a Ha TEerjio0, HaMaJleH alleTUT
Pa3Apa3sHUTEIHOCT, IENPECHS, TPEBOKHOCT

NapKUHCOHU3BM: TOBA CHCTOSHHE MOXE Ja BKIIFOUBa: 3a0aBEHH WIH HAPYLICHU IBUKCHUS,
yCellaHe 3a CKOBAaHOCT WJIM HAIIPErHATOCT Ha MYCKYJIHTE (KOETO MpaBH JABMXKEeHUsATa Bu pe3kn),
a MOHSIKOTa 0P yCelllaHe 3a ,,3aCTUBaHe” U MocJie Bh3CTAHOBSIBAHE Ha JABWKEHHUETO. [Ipyru
NpU3HAIY 332 TAPKUHCOHU3BM BKIIOYBAT OaBHA MIOXO/KA C MIPOBJIAYCHU KPAauKH, TPEMOD B
MOKOH, OOMJIHO CIIIOHOOT/EIISHE W/WIIN JIMTaBeHe U 3ary0a Ha U3pakeHUe Ha JIULETO
0E3MOKOWCTBO, CHHIIMBOCT MJIM HaMaJICHO BHUMaHHE

JUCTOHUS: TOBA € ChbCTOSIHUE, TIPH KOETO ce HaOmo1aBat 3a0aBeHu W IPOIBIIKUTEIHI
HEBOJICBH KOHTPAKIIMU Ha MyCKyJHTe. JIUCTOHMATA MOXKE J]a 3aCETHE BCSIKA YacT OT TSUIOTO (U
Jia 1oBeze A0 HeoOnyJaiHa CTOMKa), HO YeCTO ce HaOJtojaBa pH JIMLEBUTE MYCKYJIH, H3pa3eHa
B HEOOWYalHU JBIKEHUS HA OUUTE, yCTaTa, €3MKa WIN YENIIOCTTa

3aMasHOCT

JUCKHHE3US: TOBA € ChbCTOSHHUE, TIPH KOETO ce HaOII01aBaT HEBOJICBH ABMKCHUS HA MYCKYJIUTE
Y MOJKE JIa BKJIFOUBA MOBTAPSIIIH C€, CIACTUYHHU WJIM I'bPUOBH JABHIKCHUS, HIIH TTOTPEIIBAHHS
Tpemop (Tpernepene)

riiaBo0oJme

YCKOPEH ChpJIeYeH PUTHM

BHUCOKO KPBBHO HaJlsiTaHe

KalllJINIIa, 3amyIIeH HOC

KOpEeMHH OOJIKH, TIOBPBIIaHE, TaJIcHE, 3aleK, THapusl, JIOII0 XpaHOCMIIIaHe, 3500001
MOBHUIIIEHU CTOWHOCTH Ha YepHOPOOHUTE TPAaHCAMUHA3H B KPBBTA

00JIKa B KOCTUTE WJIM MYCKYJIUTE, OOJKH B I'bp0a, OOJIKH B CTABUTE

CIMpaHe Ha MEHCTPYTHUS TUKBJT

BHCOKa TeMIIepaTypa, c1adocT, OTImaHaIocT (yMopa)

peakiys Ha MSICTOTO Ha MHXKEKTHPaHe, BKIIIOYBAIA ChpOek, O0JIKa WK TIOAyBaHe.

HevecTn HelkeJIaHM peakIUu: MOKe Ja 3acerHar 10 1 Ha 100 xymm

MHEBMOHHMS, TpbAHA HH(PeKuus (OpOHXUT), MHPEKIMA Ha JUXATEIHUTE IBTUIIA, HH)EKLHUS Ha
CHUHYCHTE, THPEKIHS Ha MUKOYHUS MEXYp, HHPEKIHS Ha YXOTO, ThONMYHA HH(EKIUs Ha
HOKTHUTE, TOH3WINT, THPEKIHS Ha KOXKaTa

HamasieH Opoi Oenu KpbBHU KIIETKH, HaMaieH Opoii Ha Bua Oelli KpbBHH KICTKH, KOUTO
criomaraT 3a 3allluTaTa Cpelly HHPEKIIH, aHEMUs

aJlepruyHa peaxmuus

N0sIBa MJIU BJIOLIaBaHE HA AUA0ET, MOBUIIEHO HUBO Ha MHCYJIMH (XOPMOH, KOHTPOJIHPAILl
HUBOTO Ha KpPhBHATA 3axap) B KPHBTa

MIOBHUIIIEH areTHT

3ary0a Ha aleTHT, BOACIIA A0 HEAOXPaHBAaHE U HUCKO TEIECHO TETJIO

MOBHUIIIEHU TPUIIIMLEPUAN (MACTH) B KPBBTA, IOBHUILEHO HUBO HA XOJIECTEPOJI B KPHBTA
HapyIIeHNE Ha ChHS, MOBUIICHO HACTPOEHHE (MaHUs), HAMAJIEHO CEKCYaJIHO JKeJIaHue,
HEPBHOCT, KOIIIMapH

KbCHA JUCKUHE3US (TIOTPENBAIH WIH PE3KH ABIKEHHS, KOUTO HE MOXETE JIa KOHTPOJIUpaTe, Ha
JIMLIETO, €3UKa WK APYTH 4acTH Ha Tsu10T0). HezabaBHO kaxkere Ha Bamms nexap, ako y Bac ce
MOSIBAT HEBOJIHM PUTMUYHU JIBHOKEHHSI HA €3WKa, YCTaTa  JIUIEeTo. MoXe Jia ce HAIOXKH
CIIMpaHe Ha JICYEHHETO C TOBA JEKapCTBO.

NpUNAIBIN, HEMIPEOIOIMMO JKellaHHe 32 IBUKEHUE Ha YacTH Ha TSUIO0TO, 3aMastHOCT TIPU
M3MpaBsiHe, HapyllleHa KOHLIEHTpaLus, MpobjeMH ¢ peuTa, 3aryda Ha BKyca HIIM IPOMEHEH
BKYC, HAMaJICHA YyBCTBUTEIHOCT Ha KOXAaTa KbM OOJIKa U JIONIUP, YCeIlaHe 32 MpaByUKaHe,
OoIKaHe WM U3TPBIIBaHE HA KOXKATa

3aMBIJICHO 3pEHNE, HHPEKIHS HAa OKOTO WM KOHIOHKTHBHT, CyX0Ta B OUUTE

YYBCTBO 32 CBETOBBPTEXK (BEPTHUTO), IIYyM B yIIUTE, OOJKA B YIIUTE

NpPEeKbCBaHE Ha MPOBOJMMOCTTA MEX/Ty TOPHUTE U JIOJTHUTE YaCTH Ha CHPIIETO, HEOONYalHI
€JIEKTPUYECKH UMITYJICH Ha ChPLETO, yabbkaBane Ha QT uHTepBaa Ha ChPLETO, YCKOPEH
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CBhpACUYCH PUTHM IIPH U3IIPABSIHE, 3a0aBeHa ChpeUeHa YeCTOTa, IPOMEHH B 3amuca Ha
€JIEKTPUYECKUTE CUTHAIN Ha chpLeTo (enexkTpokapaunorpama uin EKD), cppreduene
(manmuTanyn)

HHUCKO KPBBHO HaJIsiraHe, HUCKO KPBBHO HaJISITaHe MU U3NpaBsiHe (3aTOBA HAKOU X0pa,
MIpHeMallli TOBa JIEKapCTBO, MOXKE Jia C€ TIOYYBCTBAT 3J1€, 3aMasiHU U J1a IPUIaJHAT TPy
BHE3AITHO IPEMUHABAHE OT JIETHAJIO B CETHAJIO WJIM M3MPABEHO MOJIOKEHHUE)

3aJyX, Bb3IaJICHO I'bPJIO, KPbBOTEUEHHE OT HOCA

KOpeMeH AUCKOM(OPT, HHPEKIHS HAa CTOMaxXa MK YyepBaTa, 3aTpyTHEHO MPErIbIaHe, CyX0oTa B
ycTara

3aCHJIEHO OTZEIISHE Ha ra3oBe

nouiieHyu croiHoctd Ha I'TT (uepHOIpOOEH eH3uM, HapedeH raMa-TiiyTaMuil Tpancepasa) B
KpPBBTa, MOBHUILIEHN CTOMHOCTH Ha YEPHOAPOOHNUTE €H3UMH B KPBHBTA

ypTHKapus (WK KOIIPHBHA TPeCKa), ChpOek, 0OPHB, KOCOMaJ, eK3eMa, CyXa KOXKa, 3aUepBsBaHe
Ha KO)KaTa, akHe, abcLec MmoJl KoxKarta

nouirenu HuBa Ha CPK (kpeatun gocdoknHaza) B KpbBTa, €H3UM, KOWTO TIOHSIKOTA CE OTAES
IIPU MYCKYJIHa TpaBMa

MYCKYJIHH CIIa3MH, CKOBAaHOCT Ha CTaBUTE, OTCJIA0BaHE HAa MYCKYJIUTE

MHKOHTHHEHIM (M3IyCKaHe) Ha YPHHA, YECTO ypPUHHUPAHE, OOJIKa IIpU yPUHUPAHE

epeKTWIIHA TUCYHKIHS, HAPYIICHA eAKYJIALHsl, IPOIyCHATH MEHCTPYaJIH! LKA WK IPYyTU
npo0JeMu ¢ MeCeUHHs KB (’KEHH ), pa3BUBaHE Ha I'bP/Y NPH MBKETE, CEKCyallHa
mucyHKus, OONKK B I'bpAaTa, OTACISHE HAa KbpMa OT T'bpAHUTE

MoTyBaHe Ha JIMIETO, YCTaTa, OUYUTE WM YCTHUTE, MOAYBaHE HA TSIIOTO, PBIETE WM KpakaTa
IIOBHUIIIEHA TeJIECHA TeMIlepaTypa

MpPOMSIHA B IIOXOKaTa

0oJKa B TBpIUTE, TPBACH TUCKOMMOPT, IPU3IIIBAHE

BTBBP/IIBaHE Ha KOXKaTa

nasiaHe.

Penxn HexxenaHu peakuum: Moske 1a 3acersat 10 1 Ha 1 000 qymu

MH(EKIHs Ha OKOTO

KO’KHO BB3NAJICHHUE, IPUYMHEHO OT aKapH, CbpOeX U JIIOCIH 0 CKaNIa WX KoXKaTa
noBuIieH Opoii eo3nHoGUIN (BUA O KPbBHU KIETKH) B KPbBTa

HamaJjeH Opol TpOMOOIUTH (KPBBHHU KJIETKH, KOUTO CIIOMArar 3a CliupaHe Ha KbPBEHETO)
TperepeHe Ha riiaBaTta

HeaJIeKBaTHa CEKpelHs Ha XOPMOHA, KOWTO KOHTPOJIUpa oOeMa Ha yprHaTa

3axap B ypuHarTa

YKHUBOTO3aCTpAIlIABAIX YCIOKHEHUSI HAa HEKOHTPOJUPaH JruadeT

HHUCKa KpbBHA 3aXap

NPEKOMEPEH NPUEM Ha BOJA

JIWIICA Ha JIBKCHUE WM OTTOBOP B OYJTHO CHCTOSTHHE (KaTaTOHUS)

00BpKaHOCT

XOJICHE Ha ChH

JIWTICA HA eMOIIHN

HEBB3MOXKHOCT 32 JIOCTUTaHE Ha Opra3bM

3JI0Ka4eCTBEH HEBPOJICTITHYCH CHHPOM (OOBPKAHOCT, IIOHMYKEHO HUBO WIIH 3ary0a Ha
Ch3HAaHME, MHOTO BHCOKA TEMIIEpaTypa U TeKKa MyCKyJIHa CKOBaHOCT), IPOOJIEMH €
KPBbBOHOCHHTE ChA0OBE B MO3bKa, BKIIOUYUTEIHO BHE3AITHO CIIMPaHEe Ha KPhbBOCHAOISIBAHETO HA
MO3bKa (MHCYJIT WJIM MHHUMHCYJIT), HENOJATIMBOCT Ha CTUMYJIH, 3ary0a Ha Ch3HAHHE,
MOHW)KEHO HUBO HA Ch3HAHUE, KOHBYJICHH (TBPUYOBE), HAPYIICHO PaBHOBECHE

HapyIIeHa KOOPIHHAIHSI

riraykoMa (TIOBHIIICHO HAISITAHE B OUHUTE SIOBJIKH)

npo0JIeMH ¢ ABKECHUETO Ha OYUTE, BHPTEHE HA OUUTE, CBPBXUYBCTBUTEIHOCT HA OUUTE KbM
CBETJIMHA, IPEKOMEPHO CHI3EHE, 3aUEPBSIBAHE HA OUUTE

NpeAChPIHO MBXIeHE (HeoOn4aeH ChbpACUeH PUTHM), HEPABHOMEPEH ChPACUEH PUTHM
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KPBBHU ChCHpENH B Oenute 1podoBe, MpeIN3BUKBAIIHA O0JIKA B THPJUTE U 3aTPYAHEHO IUIIAHE.
AKo 3a0enexuTe HIKOH OT Te3W CUMITOMH, He3a0aBHO MTOTHPCETE JIEKAPCKU ChBET

KPBBHHU ChCUPEIU BBB BEHUTE, 0COOEHO B KpaKaTa (CHMITOMHUTE BKJIFOUBAT I0{yBaHe, 00JIKa U
MOYEPBEHSABAHE HA KpakaTa). AKO 3a0elleXuUTe HIKOM OT Te3H CUMIITOMH, He3a0aBHO MTOTHPCETE
JIEKapCKH CHBET.

3auepBsIBaHE

3aTpyIHEHO AMIIAHE [0 BpeMe Ha ChH (ChHHA aIHesl)

OemopoOeH 3acTol, 3aIyIIBaHe Ha TUXATETHUTE THTUIIA

XpUITIOBE B OenuTe Apo0oBe, XPUTITEHE

BB3MAJICHHUE Ha IMaHKpeaca, olyBaHe Ha e3UKa, He3aIbpKaHe Ha U3MPaKHEHHSI, MHOTO TBBPIN
H3ITPAKHCHUA

3alyIliBaHe Ha yepBara

HallyKaHHu YCTHH

KOJKEH 00pHB, CBBP3aH C JIEKAPCTBOTO, yaeOesBaHe Ha KOXKAaTa, TbPXOT

YBPEKJIaHE HAa MYCKYJIHUTE BJIAKHA U 00JIKa B MYCKYJIUTE (pa0IoMHOIH3a)

IMOoAyBaHC HAa CTaBUTC

HEBBH3MOXKHOCT 332 YPUHUPAHE

,Z[I/ICKOM(i)OpT B I'bpJiaTa, YBCJIMYaBaHC HA MJICYHUTC XKJIC3U, YBEJIMYaBaHC HA I'bPAUTC
BaruHaJIHO TCUCHHEC

MPHANU3BM (IPOIBIIKUTEIHA SPEKIHS, TP KOATO MOXKE Ja C€ HAJIOKH ONEPATUBHO JICUCHHUE)
MHOTO HHCKa TeJeCHa TeMIIepaTypa, BTpUCaHE, KaXIa

CUMIITOMHU Ha CHHAPOM Ha OTHEMaHEC

chOMpaHe Ha THOHM B pe3yiTaT Ha MHAEKIUS Ha MSICTOTO HA HHXXEKTHPaHe, THI00Ka KOXKHA
WH(EKIMS, KHCTAa HA MICTOTO Ha MHXXEKTUPaHe, IOCHHSIBAHE HA MICTOTO Ha HHXEKTHUPAaHE.

C HeH3BeCTHA YeCTOTA: OT HAJIMYHHUTE JAaHHU He MOKe J1a 0bae HamnmpaBeHa OLICHKaA

OI1acHO HUCHK Opoii Ha onpeiesicH BUJI Oen KPBbBHHU KIIETKH, HE00XoIuMH 3a 6opOa ¢
MH(EKIHUNTE, B KPbBTa

TEXKa aJIEprUYHa PEaKLus, KOSITO Ce XapaKTepH3Hpa ¢ BUCOKa TeMIIepaTypa, MoJyBaHe Ha
ycTaTa, JIMIETO, yCTHATA WU €3UKa, 3a]IyX, ChpOek, KOKeH OOpHUB M TIOHSIKOTa Crajl Ha
KPBBHOTO HaJATaHE

OTIacHO MPEKOMEPEH MpHeM Ha BOJa

Pa3CTPOHCTBO Ha XPaHEHETO, CBBP3aHO ChC ChHS

KOMa B pe3yJITaT Ha HEKOHTPOJIUpaH 1uadeT

MOHW)KEHO HUBO Ha KUCIIOPO/] B HAKOM YaCTH Ha TSUIOTO (MOpaay HaMalleH KPHBOTOK)
YCKOPEHO, TUTUTKO JIMIIaHe, THEBMOHUS B PE3YJITAT HAa BUIIIAHA XpaHa, HapYIICHUE Ha riiaca
TIMIICa Ha JIBWKCHUE Ha YpeBHATA MYCKYJIATypa, KOSTO PUYHHSIBA 3aITylIIBaHE

MOXKBATSBAHE HA KOKaTa U 09UTe (KBITCHUIIA)

TEXBK WU JKUBOTO3aCTpalIaBaIl 00pyuB ¢ MEXypH H OeJIeHe Ha KOoXKaTa, KOUTO MOXKe Ja
3aroyHe BBB M OKOJIO YCTaTa, HOCa, OUYMTE U IOJIOBUTE OPTaHH U J]a c€ pa3npOCTPaHU 10 JPyTh
yacTy Ha TsU10TO (cuHApoM Ha CTUBBHC-/[?)KOHCHH WJIM TOKCHYHA €MUACpPMaIHa HEKPOJII3a)
CepHO3Ha aJlepruyHa PEeakLus ¢ IOAyBaHe, KOSTO MOKE J1a 3aCereHe I'bpJIOTO U Aa AOBEAE 10
3aTpyAHEHO JUIIaHe

NPOMSHA B LIBETA HA KOXaTa

HeoOMyYaifHa CTOMKa

HOBOpoJieHuTe OedeTa, poIeHH OT MalKH, KOUTO ca mpuemanu Xeplion o Bpeme Ha
OpEMEHHOCTTA, MOXKE JIa TIOJTy4aT HeXKeJIaH! JIEKapCTBEHN PEaKI[UH /WA CHMIITOMH Ha
OTHEMaHe KaTo pa3Apa3sHUTEIHOCT, 0aBHU WM MPOABIDKUTEIIHH MYCKYJTHH KOHTPAKIINY,
TpernepeHe, CbHINBOCT, MPOOIEMH C TUIIAHETO WIH XPAHEHETO

HaMmaJIeHa TeJecHa TeMIeparypa

MBPTBH KOXKHHU KJIETKH HA MSCTOTO Ha MHXXEKTUPAHE U S3BU HA MSCTOTO HA HHXEKTHPAHE.

Cpo0maBaHe Ha HeKeJIaAHU PeaKIHH
AKXO TIOJTyYHTe HIKAKBY HEXKEIIAHU JICKAPCTBEHN peakluy, yBenroMeTe Bamms ekap, hapmaneBT mim
MCIOUIMHCKaA CECTpa. ToBa BK/II0UBa BCUYKH BH3MOKHHM HEOIMMCAHHU B Ta3H JIMCTOBKA HEKEIaHU
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PCaKkuuu. MoxeTe CbIIO Oa C’LO6H_II/ITG HEXKCJIaHU pC€aKIIU JUPEKTHO YPE3 HallUOHa/IHATa CUCTEMA 3a
C’BO6H.IaBaHC, IIOCOYCHA B HpI/IJ'IO)KCHI/Ie V. Karo C"bO6H.IaBaTe HCXKCJIAaHU PCAKIIUU, MOXKETC Aa NaJICTC
CBOs ITPUHOC 3a MMOJTy4YaBaHC HA ITOBEYEC I/IH(bOpMaHI/IH OTHOCHO 0€30IaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiate Xeplion
[la ce cbxpaHsABa Ha MsCTO, HEJOCTBITHO 32 JELA.

He usmnon3paiite TOBa JIEKapCTBO CJIEM CPOKaA HAa FOJHOCT, OTOE/A3aH BhPXY KapTOHEHATa OMaKOBKa.
CpOKBT Ha TOAHOCT OTTOBAPSI HA MOCJIEIHUS JIEH OT MTOCOYSHUS MECEIT.

[a He ce cpxpansBa Hax 30°C.

He HSXB’LpJ’IHﬁTC JICKApCTBAaTa B KaHAJIU3aluATa WU B KOHTCI)’IHepa 3a JOMAalllHH OTIIaAbIIN.
Ilonuraiite Bamms (bapMaL[eBT KaK J1a U3XBBbPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n
MCPKH III€ CIIOMOIr'HAT 3a OIla3BaHC Ha OKOJIHATa cpcaa.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbpabp:xa Xeplion

AKTHUBHOTO BENIECTBO € MaJTUNEPUIOH.

Bceska Xeplion 25 mg nmpeBapuTEIHO HATBIIHEHA CIIPHHIIOBKA ChIIbpka 39 mg NMaluIepu0HOB
manmuTat B 0,25 ml.

Bceska Xeplion 50 mg npeaBapuTeaHo Ha'bJIHEHA CIIPUHIIOBKA ChIBbpKa 78 mg NaTUIepuI0HOB
majamuTat B 0,5 ml.

Bcesxka Xeplion 75 mg npeaBapuTenHO HAITbIIHEHA CIIPUHIIOBKA ChIbpxka 117 mg nanunepuaoHoB
manmuTat B 0,75 ml.

Bceska Xeplion 100 mg npenBapuTellHO HaITbJIHEHA CIIPUHIIOBKA ChABPKa 156 mg manunepuioHoB
nammurtar B 1 ml.

Bceska Xeplion 150 mg npenBapuTenHO HaIrbJIHEHA COIPUHIIOBKA ChABPKa 234 mg naaunepuaoHOB
maaMuTat B 1,5 ml.

Hpyrure cbcTaBku ca:

[onmucop6ar 20

Makxkporon 4 000

JluMoHeHa KHCeNHHAa MOHOXUAPAT
Hunatpues xunporeHgocdart, 6e3B0aeH
Harpues nuxunporengochar MoHOXUApAT
Harpues xuapoxcun (3a kopekius Ha pH)
Bopa 3a umxexuun

Kak n3rue:xxaa Xeplion 1 KakBo chABbp:Ka OMAKOBKATa
Xeplion e Gsuta 70 MOUTH OsTa MHXKEKIIMOHHA CYCIICH3HS C YIBIKEHO 0CBOOOXK1aBaHE B
MIPEIBAPUTEITHO HAITBTHEHA CIIPUHIIOBKA.

Bcska onmakoBka CbAbpiKa 1 MMpEABAPUTECIIHO HAITbJIHCHA CIIPUHIIOBKA U 2 UIim.

OnakoBKa 3a 3aro4BaHe Ha JICYCHHETO:
Bcesika onakoBka cbibpika 1 onakoBka Xeplion 150 mg u eana omakoBka Xeplion 100 mg,

He BcHuku BHIOBE OMAKOBKKM MOTAT Aa OBJAT MyCHATH B Mpoaaxoa.
IIpuTexkaTtes Ha pa3pelIeHHETO 3a yHoTpeda

Janssen-Cilag International NV
Turnhoutseweg 30
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B-2340 Beerse
benarns

IIpoussoaureJ

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETEC CC C JIOKAJTHUA

NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»oKOHCBH & [IxoHchH bearapus” EOOJ]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALada

Janssen-Cilag ®oppokevtik) Movorpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge

Janssen-Cilag AS

TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvapoc Xotinmavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)

Janssen Sciences Ireland UC
Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha MOCJIECAHO MpepasrjaeckaaHe Ha JUCTOBKaTa

[TonpoGHa uHpOpMaIKs 3a TOBA JICKAPCTBO € IpeJocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Ilocouenara mo-x01y MHpOpManus e MpeJHA3ZHAYEHA CaMO 32 MEANIMHCKH CIIeUATUCTH U
TpsAOBa 1a 0bAe NpoYeTeHa 0T MeJUIMHCKATE CIIeNMAJIMCTH 3aeHO ¢ ITbJIHATAa MHpOpManus 32
npeanuceane (KpaTka xapakTeprucTuKa Ha NPOAYKTA).

I/IH)KGKI_[I/IOHHaTa CyCIICH3uA € CaMO 3a CJTHOKpAaTHa yHOTpe6a. Hpe,I[I/I npujiaraHne TpH6Ba Ja C€ orjcaa
BU3YAJIHO 3a HAJIMYUCTO HA 9Yy>KAU YaCTUIIU. CHpI/IHLIOBKaTa HC TpH6Ba Ja CC U3MO0JI3Ba, aKO CbAbpiKa
BHUIUMH YaCTHIIH.

OmnakoBKaTa ChABbpXa MPEABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA U 2 obe3omacenu uriu (172-uayoBa
urina 22G [38,1 mm x 0,72 mm] u 1-uadoBa urna 23G [25,4 mm x 0,64 mm]) 3a HHTpaMyCKyJTHA
uHKekus. Xeplion ce mpeiara v KaTo ONakoBKa 3a 3all04BaHe Ha JICYEHUETO, KOSITO ChABpPXKA JBE
MpeIBAPUTEITHO HAITbTHEHU CIpUHIIOBKH (150 mg + 100 mg) u 2 TOnBIHUTETHN 00€30I1aceHH HUIIIH.

anﬂBap“TEﬂHDHaﬂhﬂHEHa

CMPpUHUOBKa

| e |

22G X 1V2unua 23G X lunsa

CuB HakpalHMK CHH HaKpaliHWK|

1. Pasknarere eHepruyHO CIpUHIIOBKaTa Haii-Maiko 3a 10 cexyH/u, 3a J1a ce rapaHThpa
XOMOTEHHOCT Ha CYCIEH3UATA.

@

a

2. N3bepere moaxopsIaTa uria.

[IspBara HauanHa q03a Xeplion (150 mg) Tpss6sa na ce npuioxu B Jlen 1 8 IEJITOWHUA
MYCKYJI KaTO ce U3I0JI3Ba noaxoasauara uria. Bropara Hauanna no3za Xeplion (100 mg) Tpsaosa
cbimo na ce npmwioxu B JEJITOUIHUSA myckyn enna cenmunia mo-kbcHO (e 8),
usnon3Baiiku uraa 3a JEJITONIHA umxekius.

AKO MalMeHThT CMEHS JICYEHUETO OT PUCHIEPUIOH HHXKEKIHS C IPOIBIDKUTENTHO ICHCTBHE Ha
Xeplion, mepBata nmkekus Xeplion (ot 25 mg no 150 mg) Moxke n1a Ob1e NPUIIOKEHA WK B
JEJITOUJHU A, unu B TJIYTEAJIHUS Myckyn kaTo ce U3M0I3Ba MOAXOASIIATa UTJIa 32
MSICTOTO Ha IPUJIO’KEHHE, BbB BPEMETO KOTraTo € 3aIylaHyBaHa CJIeABaIaTa MHKEKIHU.
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Cren ToBa MeceuHaTa MOAIbPIKALa MHXKEKIU MOKe J1a ObJie MOCTaBeHa WU B
JEJITOUJHU A, unu B TJIYTEAJIHUS myckyn kaTo ce U3M0I3Ba MOAXOAIIATa UTJia 32
MACTOTO Ha IIPUWIOKEHUE.

3a umwkeknust B AEJITOMIHUSA myckyn, ako mauueHTsT € ¢ Ternno < 90 kg, nznomnssaiite
1-unuoBaTa urna 23G (25,4 mm x 0,64 mm) (urnaTa cbC CMH HaKpaHUK); aKO MallUEHTHT € C
terno > 90 kg, nznonspaiire 15-unvoBata uria 22G (38,1 mm x 0,72 mm) (urnara csC cuB
HaKpailHUK).

3a umxeknust B CEJJAJIMIITHUS myckyn uznonspaiite 1%2-undoBata uria 22G (38,1 mm x
0,72 mm) (uryiata cbC CMB HaKpaHUK).

I[p’B)KTC CIIPHUHIIOBKATAa C Kalma4ykaTad, HaCO4YCHa HAarope, OTCTpaHCTC T'yMCHATA Kalla4yka C JICKO
BBPTCIIUBO ABUKCHUC.

Otnenere [0 MOJIOBMHATA Npeara3Hara 6HI/ICTepHa OITaKOBKA Ha WUrijlaTa. XBaHETe KalmaykaTa Ha
urijara, KaTo U3I10J3BaTe IOJUCTHIICHOBAaTa OTJICIIBAIIla C€ OIIaKOBKA. ﬂp’b)KTe CIIpUHIIOBKATa
HaCo4YCHa Harope. HpHerneTe o0e3omaceHara uria KbM CIIPUHIIOBKATa C JICKO BbPTCIMUBO
JABHO)KCHHUEC, 34 da n30erHeTe 06pa3yBaHe Ha IYKHATWHU WUJIU TIOBPCaa Ha HaKpaﬁHHKa Ha uriara.
Bunarun HpOBepHBaﬁTe 3a IpU3HAIKU Ha MMOBpPCaa WUJIN U3TUYAaHEC MPEAU ITPUIIOKECHUC.
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5. OTCTpaHeTe Kamadkarta OT UIjlaTa, KaTO U3TCIJIUTC MPABO HArope. He BBPTCTC Kalavkara, THH
KaTo urjaTta MOXKe aa CcS pa3xna61/1 OT CIIpUHIOBKATA.

ﬁ

6. I/I3npaBeTe CIIPUHIIOBKATa C MOCTaBCHATA UIJiad, 3a Ad OTCTPAHUTC BB3AyXa. OTCTpaHeTe
Bb3yXa OT CIPUHIIOBKATAa, KATO HATUCHETC BHUMATCIIHO HAIIPE 6YTa.HOTO.

i)

7. UmxekTupaiTe IUI0TO ChABPXKaHWEe 0aBHO HHTPaMYCKYJIHO, IBJIOOKO B N30paHHsl JeATOUACH
WIN CeJANUIIEH MyCKyJ Ha nanuenTa. He mHkekTHpaiiTe HHTpaBacKyJapHO WU
MO/IKOKHO.

8. Cren 3aBbpIlIBaHE HAa MHKEKIUATA U3MOI3BATe WM Majena CH, Wik JpyT MPhCT Ha eHaTa

pbKa (8a, 80) nim rnanka NOBbPXHOCT (8B), 32 J1a aKTUBUpATE MIpe/IIa3HaTa CUCTeMa Ha UIJiaTa.
CucremMaTa € HaITbJIHO aKTHBUPAHA, KOraTo ce dye mpakBaHe. V3XBbpiieTe CIpUHIIOBKATA C
Urjara 1o noaXoAsI] HauKH.
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8a

80

8B

Hewnsnon3sanust MMPOAYKT WJIM OTHIAABYHUTEC MAaTCpUaAIN OT HETO Tp5[6Ba Jia C€ U3XBBPJIAT B
CbOTBECTCTBUC C MCCTHUTC U3UCKBAHUA.
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