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AnAwon ZuupepPOovIwyY

MuwoBoc : Youpyeio Yyelag kot Kowvwvikriic AAAnAnyyung
Epeuvntika MpwtokoA\a
— Pfizer, ®apuaocepp Lilly, Servier, JnJ
Ou\iec o€ ouvedpLa
— QappuoaoceppP Lilly,Novis Hellas,Servier,JnJ
Yrnioothnpen Taédlwyv

— Lundbeck, AstraZeneca,Janssen, Sanofi-Aventis, Qapuaocepf;
Lilly, Pfizer, Servier, BMS, GAP, Anabiosis, Rafarm

Eknaibevon
— Novis Hellas, Boehringer Ingelheim, Rafarm , Novartis









2xlloppevela: 5etnc nopeia

e FéalpeTika MOLKIAN

—13% : 1 enewcodio ( povadiko)

— 30% moAAamAa entetcodla- eEAaxlotn avamnnplo

— 10% ouyvec umtotpomec ( kol UPEDELC ),
UTTOAELMMOTIKA OUUITTWHLOLTAL

— 47% vunotpornialovoa TTopela ETIL TA XEiPW - cofoapn
avarneLa Kot opvNTLKA OUUITTWHLOTOL

Hegarty JD et al., Am J Psychiatry, 1994



Apa...LaAAov yvwpiloupe To TL oupPBaivel otnv
nopeila tn¢ oxtloppeveLaC IPOC TNV XPOoVLOTNTA

e AA\a bev yvwplloupe oxeOOV TUTOTE yLa T
YOPOKTNPLOTLKO, KOlL TOV pUOUO emmaveloaywync
veodlayvwodevtwy pe oxl{oppeveLA



H ¢uon tnc unotpomnng otnv oxtloppevela

Elvat SUokoAo va avayvwploBouv oL Tpo¢ UTIOTPOTIH

Moocoota unotponwv
uYnAd peta ano dlakorn
Bepameiag akoun Kal o
aoBeveig 1°V emelcodiov

Makpa Beparneia npiv anod
TNV SLaKOT TNG SEV UELWVEL
Tov Kivéuvo urotponng

MoAAot aoBeveig
vrtotpontalouv MMOAY
FPHIOPA peta amno Stakormnn
Bepaneiag

H petaBoon amo tnv udeon
OTNV UTOTPOTIA UMOPEL va
glval moAU anotoun

Evw moAAol aoBeveic
avtamokpivovtal , o Babuog
NG TOWKIAAEL . AANONG
aotoyia otnv 9<pancia
ouuBaivel o€ i
urntoouada aocdsvwv

Otav enevepdavilovial
CUMMTWHOTO oUTA
uotadouv moAu ue ta
CUUTTTWUATO TOU TIPWTOU
eneloodiov




[MT0COOTO UTTOTPOTIWV O TtPOodata SLOYVWOUEVOUC
aoBevelc uto avTupuxwWTKA *

e KAwiwkn anavinon pe 20% tovAaxiotov peiwon tng PANNS : 46/50 aoBeveic
Melwon toulaxlotov 50% : 42 /50 (84%)

e 4 (8%) «umotpormiooav Katd TNV SLAPKELA TNG LEAETNG
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*Patients treated with risperidone long-acting injectable;
*In three cases, relapse was related to clinical deterioration or hospitalization, and in one case, a suicide attempt
PANSS, Positive and Negative Syndrome Scale

Emsley et al. J Clin Psychopharmacol 2008;28:210-213
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Kane. CNS Spectr 2007;12(10 suppl 17):21-26; Robinson et al. Arch Gen Psychiatry 199%;56:

241-247; Law et al. J Clin Psychiatry 2008;69:47-53; Thornicroft et al. Lancet 2009;373:408-415
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[MocooTA UTTOTPOTINC UOTEPQ OO HeTaBaon o€
dlakormrtopevn Bepareia LeTA arto U0 €T CUVEXOUC

Cumulative proportion surviving
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Beparmeiog

Survival function
e Complete and censored

EvoLapecog XpOVOG UTIOTPOTIAG UCTEPQ ATIO TNV
puetaBaon :15 eBSouadec

12 pnveg 24uRVeC 36 UNVEC

Noocooto
UTTOTPOTIAG 79% 94% 97%
(%)

0.0

10 20 30 40 50 60 70 80
Survival time (eBéopadeg)

EVWV UTTOTPOTLA{OUV UOTEPA QIO dUO XPOVLA SLOLKOTITOEVNG

Oepaneiog

Adapted from Emsley et al. J Clin Psychiatry 2012;73:e541-e547



ATIAVTNON LETA OITO UTTOTPOTTN : TOCOOTA
avOekTIKOTNTAC OTNV Bepareia o voopada aocBevwv
(14.4%)

20- -o- Qaon Bep/meiag Mpo UTOTPOTIAG
@®adon Beparmneiag LETA Ao UTIOTPOTH , ,
Post hoc avaAuon 97 acBeveig mou

s
]
e __ 101 I umotporniacav uno placebo otnv
= L 7 ’ ’
& 4 I T T l Olapkela peAetng npoAnlng
Q 0- T -|- ’
£ UTTOTPOTT
e § T 1 poris
E’nﬁ -10- 1
8 g e OLUTOTPOTLACAVTEC £lxov pia
= Ped HKPAaAAQ onpavtik avénon (2.2
s . Bal.) otnv PANSS total petd amno 8
o N % N R S\ HNVEG
Q) QS W W@ W &
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Week v e 14/97 acBeveic avayvwplodBnkav wg
Mpo unotporis n: 14 14 14 14 14 14 14 14 Un aravtroavieg otny Beparneia otnv
) 14 14 V 14
Meta tnv urtotpomnn n: 14 13 10 8 6 4 4q 3 ¢acn HE-Ea Tr] UT[OTpOT[n

Ou acBeveic evedpavicav pakpac dStapkeiag duompayia peta
TNV UTOTPOMA HE Hia utoopdda va mapouotalet

ekeoeonpacpéEVn EAAEWP N andvinong otnv Oepaneia

PANSS, Positive and Negative Syndrome Scale; SE, standard error

Emsley et al. Schizophr Res 2012;138:%—34
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Avtupuxwtikn Bepamneia : mpoAnn UMOTPOTNG

Ta MOCO0oTA UTTOTPOTHG HETA Al 7-12 uiveg ntav 64% acBeveic untd placebo kat 27% ywa

aoBeveic uno avipuxwtikn Oepancia ( petavaivon, N=24)

Cl, confidence interval; NNTB/H, number needed to treat to benefit or harm; AE, adverse event; MD, movement disorder
*Weighted by sample size of individual trials;tBecause of space limitations, the authors did not use the display suggested by Altman

Leucht et al. Lancet 2012;379:2063-2071; Leucht et al. Cochrane Database Syst Rev 2012;5:CD008016



Moocoota vrtotpornc petaév LAl kat P.Os Beparteac

Study or subgroup Wei . 1
ght Risk ratio
Events Total Events Total (%) M-H, random, 95% CI

Arango 2005 10 26 6 20 5.2

Barnes 1983 3 19 3 17 1.9

Del Guidice 1975 21 27 30 31 22.8

Falloon 1978 8 20 5 24 4.2

Gaebel 2010 54 355 102 355 18.6 -

Hogarty 1979 22 55 32 50 148 — T

Li 1996" 32 155 52 137 15.1 [ =

Potapov 2008 4 20 8 20 36 - ——1

Rifkin 1977 2 23 3 28 14 |

Schooler 1979 26 143 35 147 12.4 D

Total (95% Cl) 843 829 1000 ; """"""""

Total events 182 276 I I I 1
Reproduced with permission 0.01 0.1 1 10 100

Awyotepol aoBeveic uno depot (21.6%)

uUnotporniacav o cUYKPLON KE aAUuToUG UTto Beparmneia anod tov otopatog (33.3%)

*In Li et al. the allocation of 28 out of 320 participants was unclear, reducing the total number of participants from 1700 to 1672; *Fluphenazine depot, risperidone long-acting
injectable, haloperidol decanoate and zuclopenthixol depot; *Fluphenazine, pimozide, zuclopenthixol, quetiapine, olanzapine and any antipsychotic;
LAI, long-acting injectable; M—H, Mantel-Haenszel estimate; Cl, confidence interval

Leucht et al. Schizophr Res 2011;127:%5—92



MetavaAuon ( vewtepa TAEOV EUNTAOUTIOMEVO OTOLXELD ) TWV
UTTOTPOTIWYV OTO OTTWTEPO XPOVLKO ONMUELO TNG MEAETNG

LAI OAP

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% ClI

1.7.1 Relapse (estimated rate preferred, longest time point) - Fluphenazine depot

Barnes 1983 3 19 3 17 1.0%
Crawdford 1974 2 14 6 15 1.0%
Del Guidice 1975 21 27 59 61 9.5%
Falloon 1978 8 20 5 24 2.1%
Hogarty 1979 22 55 36 50 6.8%
Kaneno 1991 8 127 9 132 2.2%
Rifkin 1977 2 23 3 28 0.7%
Schooler 1980 54 107 61 107 8.8%
Subtotal (95% Cl) 392 434 32.1%
Total events 120 182

Heterogeneity: Tauz = 0.02; Chiz = 9.06, df = 7 (P = 0.25); 12 = 23%
Test for overall effect: Z = 2.33 (P = 0.02)

0.89[0.21, 3.85]
0.36 [0.09, 1.48]
0.80[0.65, 0.99]
1.92[0.74, 4.95]
0.56 [0.38, 0.80]
0.92[0.37, 2.32]
0.81[0.15, 4.45]
0.89[0.69, 1.14]
0.79 [0.65, 0.96]

1.7.2 Relapse (estimated rate preferred, longest time point) - Haloperidol depot

Glick 2005 5 9 9 16 3.1%
Subtotal (95% CI) 9 16 3.1%
Total events 5 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

0.99 [0.48, 2.04]
0.99 [0.48, 2.04]

1.7.3 Relapse (estimated rate preferred, longest time point) - Olanzapine LAI

Detke 2011 102 264 104 260 9.4%
Kane 2010 58 599 23 322 5.5%
Subtotal (95% CI) 863 582 14.9%
Total events 160 127

Heterogeneity: Tau? = 0.03; Chi2 = 1.77, df = 1 (P = 0.18); 12 = 44%
Test for overall effect: Z = 0.45 (P = 0.65)

0.97 [0.78, 1.19]
1.36 [0.85, 2.16]
1.08 [0.78, 1.47]

1.7.4 Relapse (estimated rate preferred, longest time point) - Risperidone LAI

Bai 2007 2 23 (o] 25 0.2%
Gaebel 2010 65 327 122 326 8.6%
Kamijima 2009 18 147 5 51 2.1%
Keks 2007 25 247 27 300 4.9%
MacFadden 2010 90 177 82 172 9.4%
NCT00246259 11 32 5 31 2.1%
Potapov 2008 4 20 8 20 1.8%
Rosenheck 2011 86 187 90 182 9.4%
Schooler 2011 75 146 62 150 8.8%
Subtotal (95% CI) 1306 1257 47.4%
Total events 376 401

5.42[0.27, 107.20]
0.53[0.41, 0.69]
1.25[0.49, 3.19]
1.12[0.67, 1.89]
1.07 [0.86, 1.32]
2.13[0.84, 5.43]
0.50 [0.18, 1.40]
0.93[0.75, 1.15]
1.24[0.97, 1.59]
0.98 [0.74, 1.28]

Heterogeneity: Tau? = 0.10; Chi2 = 31.71, df = 8 (P = 0.0001); 12 = 75%

Test for overall effect: Z = 0.16 (P = 0.87)

1.7.5 Relapse (estimated rate preferred, longest time point) - Zuclopenthixol depot

Arango 2006 10 26 6 20 2.6%
Subtotal (95% Cl) 26 20 2.6%
Total events 10 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

Total (95% CI) 2596
Total events 671 725

2309 100.0%

1.28[0.56, 2.93]
1.28[0.56, 2.93]

0.93[0.80, 1.08]

Heterogeneity: Tau2 = 0.05; Chi2 = 48.15, df = 20 (P = 0.0004); 12 = 58%

Test for overall effect: Z = 0.94 (P = 0.35)

Test for subaroup differences: Chiz = 3.96. df = 4 (P = 0.41). I2 = 0%

LAI, long-acting injectable; OAP, oral antipsychotic; M-H, Mantel-Haenszel estimate;

. ;
005 0.2 5 20

Favours LAl Favours OAP

Cl, confidence interval; Random, random effects model; RR, relative risk

2TLC ALYOTEPO
QVTILUTPOOWE
TIPAYLOTLKE
0 Kivouva
LAl/depot ¢
0 (6L

JdaApua
KOOPTNAC

* (Studies=21, n=C>»
Cl 0.80-1.08, p=0.35)

Kishimoto et al. Schizophr Bull 2013. Jan 2 [Epub ahead oflr?rint]



NatoupaAloTikn LEAETN aoBevwy Tou voonAelOnKov PE TTPWTO
eTELOOOLO OXL{ODPEVELOC

e [lpoorrtikn HEAETN KOOPTNC He 2588 aoBeveic mpwTtou emelcodiov
(LeTagL 2000 kat 2007 otnv OwAavdia ); M.O. follow-up €tn

e  AHR &wakomnr¢ Bepameiag kal emavavoonAeiag yla acBeveic mou tou xopnyndnkav ta TEcoEpa cUXVOTEPQ
xpnotpomotoUpeva avilpuxwtikd LAl og cuykplon He LoOSUVAUN IO TOU OTOUATOG Hopdn Tou Ldilou

dapuakou
Slakomnn
AHR p value AHR p value
Any depot vs any oral 0.41 <0.0001 0.36 0.007
Haloperidol 0.27 0.03 0.12 0.06
Perphenazine 0.32 <0.0001 0.53 0.16
Risperidone 0.44 <0.0001 0.57 0.09
Zuclopenthixol 0.75 0.54 0.49 0.35

O Kivduvog Tng etravavoonAeiag o€ aoB. utrdé depot
@dpuaka Arav epitTou 10 1/3 Tou KIVOUVOU Yia acBgveig uTro aTrd Tou

OoTOMATOG BepaTreia

AHR, adjusted-hazard ration; LAI, long-acting injectable

Tiihonen et al. Am J Psychiatry 2011;168:6032609



MeAetn mapatnpnong acbevwy 1°¥ emetcodiou

e MeA€tn kooptn¢ acBevwy 1°V oxllodpevikou enelcodiov (N=2588 ) dlapkeiag 2 eTwv
* AHR (Adjusted Hazard Ratio ) yia diakorr) Beparmeiag kal emavelcaywyn
e Xpnon tecoapwv LAls vs. P.Os AY

Depot vs oral medication All-cause Rehospitalization
discontinuation (AHR)

AHR p value AHR p value
Any depot vs any oral 0.41 <0.0001 0.36 0.007
Haloperidol 0.27 0.03 0.12 0.06
Perphenazine 0.32 <0.0001 0.53 0.16
Risperidone 0.44 <0.0001 0.57 0.09
Zuclopenthixol 0.75 0.54 0.49 0.35

O Kivduvog etTaveicaywyng yia aocBeveig utré Depot : 1o 1/3 évavti autwyv utrd P.Os

Oeparreia

AHR, adjusted-hazard ration; LAI, long-acting injectable

Tiihonen et al. Am J Psychiatry 2011;168:6032609



Preventing relapse in schizophrenia

Preventing relapse is a key goal highlighted in many international
clinical guidelines!—
Medication discontinuation is the top predictor of relapse in
schizophrenia*

— Treatment discontinuation increases relapse risk five-fold*

Other risk factors include:3
— Substance abuse

— Residual symptoms

— Poor insight

Relapse prevention strategies should ensure periods of

non-adherence to medication are minimized3

1. NICE Schizophrenia full guidelines CG82 (update) September 2010,
http://guidance.nice.org.uk/CG82/Guidance; 2. APA Practice Guidelines, 2004.

http://www.psychiatryonline.com/pracGuide/loadGuidelinePdf.aspx?file=Schizophrenia2ePG_05-15-06;
3. Barnes. J Psychopharmacol 2011;25:567—-620;
4. Robinson et al. Arch Gen Psychiatry 1999;56:24%1247



Ol amoelc Twv ppovVILIoOTWV yLa TNV

UTTOTPOTN
4 N
982 ppovtiotec aaoUevwv oxl{oPPEVIKOU I

SUTOALKOU paouatoc

AoOceveig : avikavol

yla epyacia .
\ OLKOVOHLKI|G
OLUTOKTOVLKOL, TTOU .
KATAOTOONG TWV

voonAeuOnkav i dbpovTLoTOv
4 Anoyn twv
dpovtioTwy yLa
XAog TG UMOTPOTAG :

TLC OUVETLELEC TNC N MPOCOXN MPEMEL VAL

UTTOTPOTING goTLaoBei otV
HOaKpOXpOVLIAL
dpovrtida ko oL
OTNV QVTLLETWILON
TWV Kploswv

Xelpotépevon tng

XepOTEPELON TNG
vyeiag Twv
dpovtioTwv

World Federation of Mental Health. Keeping care complete: Caregivers’ perspectives on mental
illness and wellness. An international survey. World Federation of Mental Health 2006, availazble at
http://www.wfmh.org/03keepingcare.htm accessed May 3013



[Mpoyvwon TS UTTOTPOTING : TIAPAYOVTEC TIOU
oUVTEAOUV Un cuppopdwon otnv Beparneia

4[ Ixetil{opevol pe Tov aoBevn

* Mponyoupevn pun cUpUOPPWON

e MNtwxn evalcOnoia

* YTIOKELEVLIKN aloBnon suvlwlag

e [vwoTtikA Slatapaxn

* WUXLOTPLKEG K.Ol. CUVVOCNPOTNTEG
e Kataxpnon YPuxotpomnwv

e DUP

o JTlypa

4[ Ixetwllopevol pe tnVv Beparmeia

® ATTOTEAECUOTIKOTNTA KAl avox Twv AW
e MNeputAokoTNTA TOU BEPATIEUTIKOU OXHUATOC
® QepamMEVUTIKA oUppaxia

4[ MeptBalAovTikol mapAyoVTEC

® BaOLOC KOWWVIKAG UTTOOTAPLENG
e Setting unnpeowwv PuxIKNg vyeiag

e/

e/

e/

Ascher-Svanum et al. BMC Psychiatry 2010;10:2; Robinson et al. Arch Gen Psychiatry 1999;56:241-247
San et al. Int J Psychiatry Clin Pract 2013;17:2-9; Thornicroft et al. Lancet 2009;373:408-415



AvoyvwpLon TwV MPOYVWOTLKWYV TIOPAYOVIWV KOKNC EKBaonc

Kaxh Appeveg

npovoonpn
npocapuoyr

Npwipn €vapén

/

MeyaAutepn Kakn cuppopdpwon
Dbup otnv Bepaneia
A
Eyyevig Mewwpévog
avOekTIKOTNTA OYKOG TOU
MVWOTIKA gykedpaiov
SuoAetovpyia

TPOTOmoLNoLUOL TOPAYOVTEC

Robinson et al. Am J Psychiatry 2004;161:473—-479; Emsley et al. J Clin Psychiatry 2006;67:17072—41712




OL aoBeveic ou dlakomtouv TNV Bepamneia
TO KOVOUV XWPLC LATPLKN TopakoAovdnon

NatoupaAlotikl HeEAETN aoOEVWV OE KEVTIPO BETEPAVWV

100 -
90 -
80 -
70 -
60 -
50 -
40 -
30 -
20 -
10 A

Patients (%)

0

100%
27%
ApXN OIO TOU OTOATOG s i
Bepaneia Moapoapovn otnv apxkn
(olanzapine n Osepaneio petd amno 2 £€1n

risperidone)

PR 48 %twv acBevwv SLAKOTTOUV LOVOL TouG TNV Bepameia®

*Medication discontinuation defined as switch between antipsychotics, or
self-discontinuation when a patient is without medication supply for longer than 1 month

Mpooappoouévo amno Kilzieh et al. J Clin Psychopharmacol 2008;28:74—77
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Emaveioaywyrn HETA TO MPWTo
oXLW{ODPEVIKO EMELOODLO
NOPAYWV KAKNC EKPaonc

pe



WU XOKOLVWVLKEC GUVETIELEC TNC UTTOTPOTIAG

ToAaumwplia otou¢ acBeveic kot GpOVTIOTEG

Awokortr) otnv ekmaibevon, anaoXOAnon , OXECELG

AUTO- KOl ETEPOKATACTPOPLKN) cupTepldbopd

ZTIYHOTIONOG




Mapayovtec mou MPOoBAETOUY TNV YN CUUHOPPWON

Tpeic ave€aptnTol MOPAYOVTEC CUVELODEPOUV OTNV UN CUUHOPPwWON

,f.‘,» May caygy
o Dizzingg
A May cause
& headach_e
10 NOT take wity
Jo Nitrates, g |

DOCTOR

ON DEMAND

MpooBaon os
Juxlatpo
AuokolOTepN N

eniokePn o€ €LOLKO :
EUKOAOTEPN N UN

AE : a.oBeveic ou
avadépouv otL oL AE
TOUC QTTOTPEMOUV OO
v ANy n papudkou
ouppopdouvTaL
Suokolotepa

NewTtepol aoBeveig
SuokoAoOTtepo va
ouppopdwBouV

oupudpdwan

McCann ,2008



OEPATEVTIKEC ETILAOVEC : A0BEeVELC MPWTOU
emelocoblov vs. MoANATTAWY ETELCOOLWV

Npwto enelcodlo NoAAarntAd enelco81a

[Molol mapayovieg
* AobBevei ou bev EXOUV | | gyvelodépouv otV

{avarnapel UTTOTPOTIH , TTOU UITOPEL VL

dapuakobeparneia EMNPEAOEL TNV EMAOYN TOU
* Mpocoxn atnv xopnynon | | vt uxwtikol ?

avTU UXWTIKWV

* Mn ocuppopdwaon otnv
Oeparneia

¢ JTPECOOYOVA YEYOVOTQ

¢ Kataxpnon Yuyotponwv




Aedopevou OtL to 80% TwV < 7
oxlloPppeVvikwv vTtotpormntalouvv HECO OE
5 €1n...

Kot ouvnBwc dev mpookoAAwvTtol otnv
Bepamnceia....

YIapxeL ovAyKn va XPNOLUOTIOLOUVTOL
Bepamevtika oxnuoata , onwe ta LAls
nov va e€aodpaAilouyv :

e BeAttwpevn appaKOKLVNTIKNA

e KaAutepn cuppopdwon

Robinson et al. Arch Gen Psychiatry 1999;56:241-247)



1 I

Ta amoteAeopata Twv Oepameiwv
HAKPAC dpaong ewval evaiodnta oto
OXEOLAOMO TNC EKAOTOTE HEAETNC.

» AuvEnuevo evdladEpov yla To TIWE
dpouv ta LAIs o€ TIPpOYLOTIKEC
ouvOnkeg o veoOLayvVwoBeVTEC
oXL{oPPEVLKOUC

» [Mou urtopouv va wpeAndouv amno

TNV EVECLUN UAKPOC OLOPKELOC
\ Ueparneia /




[Tl eveolpec LATs ?

-

g

ALOTL....AlyOTEPOL ATIO TOUC MLOOUC aoBevelc
emmaveAafav tnv cuvtayn €€0dou amo to
VOOOKOUELO HECA OTOV ITPWTO PRV

e JuvnNOwc n xpnon touc mepLopiletal oc aoOeVELC
IOV OEV CUUMOPDWVOVTOL ETOPKWCE

e Mg HOKPO LOTOPLKO N OCUMUOPPWONC LLE TA ATIO
TOU OTOUOTOC

e Aev u@ioTatal EMAPKNC yvwon yla Tnv xpnon
TWV EVECIUWV O aoVeVEiC o€ oeia (paon

Tiihonen ,2011



EXPERT OPINION ON PHARMACOTHERAPY, 2016 Tavior & Franci
VOL. 17, NO. 8, 1043-1053 e aylor & Francis

http://dx.doi.org/10.1080/14656566.2016.1174692 Taylor & Francis Group

ORIGINAL RESEARCH m @ OPEN ACCESS

Once-monthly paliperidone palmitate in recently diagnosed and chronic non-acute
patients with schizophrenia

L Hargarter®, P Bergmans®, P Cherubin<, S Keimd, A Conca®, A Serrano-Blanco, | Bitter?, N Bilanakis" and A Schreiner?
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Post Hoc avaAuon TtOAUKEVTPLKAG, TIPOOTITLKAC ,£€EN LNVWYV, , EVOG OKEAOUC,
QVOLKTNG LEAETNC o€ veodlayvwoBevtec { < 3€tn} ( N=233) kat xpoviouc {>3
€tn} ( N=360) oxwllodpevelc.

Kpttiplo amoteAéopatog : >20 % PBeAtiwon PANNS - non inferiority at
endpoint
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Figure 1. Mean PANSS total score over time (efficacy ITT population).

% < 0.0001 vs. baseline.

"p < 0.0001 for mean change from baseline in PANSS total score for recently diagnosed vs. chronic patients,
Error bars represent 95% confidence intervals.

BL: baseline; ITT: intent-to-treat; PANSS: Positive and Negative Syndrome Scale.
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Figure 3. Functioning outcomes in non-acute schizophrenia patients. Changes in frequency distribution by PSP category over time in recently diac

chronic patients.
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Table 5. TEAEs occurring in =5% of patients in any group (safety ITT
population).

Recently diagnosed (<3 years) Chronic (>3 years)

(n = 233) (n = 360)
Number of patients (%)

Injection-site pain 30 (12.9) 43 (11.9)
Insomnia 23 (9.9) 28 (7.8)
Anxiety 15 (6.4) 25 (6.9)
Headache 14 (6.0) 19 (5.3)
Akathisia 13 (5.6) [ 15 (4.2)
Somnolence 12 (5.2) 14 (3.9)
Weight increased 12 (5.2) 71019
Depression 12 (5.2) 6(1.7)
Psychotic disorder 11 (4.7) 25 (6.9)

ITT: intent-to-treat; TEAEs: treatment-emergent adverse events.

Avaloyec pe tic RCTs
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A Randomized, Placebo-Controlled Study to Assess the
Efficacy and Safety of 3 Doses of Paliperidone Palmitate in
Adults With Acutely Exacerbated Schizophrenia

Gahan J. Pandina, PhD,* Jean-Pierre Lindenmayer, MD,# Julia Lull, MA,* Pilar Lim, PhD,*
Srihari Gopal, MD, MHS,* Virginie Herben, PhD,} Vivek Kusumakar, MD,*
Eric Yuen, MD,* and Joseph Palumbo, MD*

(J Clin Psychopharmacol 2010;30: 235-244)
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Mean Change from Baseline (SE)
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—&—— Paliperidone palmitate 150 mg eq. 160 88.4 (11.70) 75.2 (18.59)
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Clinical and functional response to paliperidone palmitate in early schizophrenia -
a retrospective observational study in newly diagnosed patients treated over a 12-month period

Ludger Hargarter,' Paul Bergmans,? Pierre Cherubin,? Andreas Schreiner’ 3

'EMEA Medical Affairs, Janssen-Cilag, Neuss, Germany; *Biostatistics & Programming, Janssen-Cilag Benelux, Tilburg; The Netherlands; *EMEA Medical Affairs, Janssen-Cilag, Issy-les-Moulineaux, France.

mlmeWhmm-ﬂ Figure 3. Functional response (change in PSP and GAF)
Mean change (S0) 11.9 (15.0), Mean change (SD) 26.1 [12.3),
Mean change (300 -31.6 [21.1), Mean change (50 -2.5 (1.1}, p=0.001 p<0.001
0001 p=00001
§ 140 - m‘ ¥ 601 E‘”" S0
§ 80 & &0
2 ] T 40 2 60 &0 -
= %7 2 301 S 501 % 50
3 604 z 3 404 9 40
E 4D~ 209 & 304 2 30+
c

2 20 10 1 2 0 § o
04 0.0 4 10 10 4
Baseline Endpoint Baselime Endpoint 04 0

[n=712) m=72) [n=6E] (m=638) Baseline Emdpuoint Baseline Endpoint

[n=45) [n=45) (n=47) {n=47}
S —

MeA€Tn mapatrnpnong ,ontc8odpouikn) ,veodlayvwaoBévtwy e oxlodppevela, N=90

* 96.4 % o)L emavelcaywyn

e 79.2% >20% BeAtiwon otnv PANNS




Early schizophrenia patients treated with once-monthly paliperidone palmitate over
a 12-month period — a retrospective observational study

Ludger Hargarter,' Paul Bergmans,? Pierre Cherubin,* Andreas Schreiner’

'EMEA Medical Affairs, Janssen-Cilag, Meuss, Germany; *Biostatistics & Programming, Janssen-Cilag Benelux, Tilburg, Metherlands; *EMEA Medical Affairs, Janssen-Cilag, Issy-les-Moulineaux, France

69% Twv acBevwyv €Aafav Bepaneia wgto Smpc

150 mg nu.1, 100 mg nu, 8, otov SeAtoeldn

Ao tov 1° unva , 67.9% dev aAhagav tnv doon

* 6 % auvénoave tnv 660N
®28.6% pewwoav tnv 66on




Early schizophrenia patients treated with once-monthly paliperidone palmitate over
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AVETILOUUNTEC EVEPVYELEC

Table 1. ADRs occurring in =22% of patients (55) n=88

Weight increased, n (%) 8(9.1)
Hyperprolactinaemia, n (%) D 5 (5.7)
Sluggishness, n (%) 2(2.3)
Somnolence, n (%) 2(2.3)
Depression, n (%) 2(2.3)
Amenorrhoea, n (%) 2(2.3)

* ADRs occurring in =2% of patients are presented in Table 1
* Seven patients (8.0%) had ADRs requiring a dosage change

* Median body weight increase from baseline to last PP
administration was 1.2 kg, p<0.001 (n=85)
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Subjects in treatment phase
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XpOVOoC HEXPL TNV UTTOTPOTIA : CNUAVTLKA PEYAAUTEPOC YLa TOUC UTO PP vs. P.Os AW
85 % twv acPevwv eAeudepot unotpomnic uro PP yia 469 vs. 249 nuépeg ( p=0.019 )
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— WUXOKOLVWVLIKEC TLOPEUPBACELG
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al. Int Clin Psychopharmacol 2008;23:325-331; 4. Bradford et al. Drugs 2003;63:2265-2283
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Time Since Randomization, d
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No. of Patients Left
3-mo formulation of 160 151 143 131 121 93 67
paliperidone palmitate
Placebo 145 134 124 108 91 66 41

47 30 22 17 10 7 4 2 1

29 20 12 4 3 2 2 1 0

The median time to relapse indicates the time (in days) since randomization at
which the cumulative survival function equals 0.5. Shaded areas indicate 95%
confidence interval for the estimated proportion of patients who remained in
the study without relapse at distinct times after randomization in the
double-blind phase. A, Interim analysis. The median time to relapse was 274
days for placebo and was not estimable for the 3-month formulation of
paliperidone palmitate. B, Final analysis. The median time to relapse was 395
days for placebo and was not estimable for 3-month paliperidone palmitate. Of

the 160 patients randomized to 3-month paliperidene palmitate in the
double-blind phase (175 mg eq: & patients [4%]; 263 mg eq: 15 patients [9%];
350 mg eq: 78 patients [49%]; and 525 mg eq: 61 patients [38%)]), a total of 25
patients (16%) continued at week 36. A greater proportion of patients receiving
525 mg eq of 3-month paliperidone palmitate (14 of 61 patients [23%])
continued in the study to double-blind phase week 36 vs other dose groups
(175 mg eq: O of & patients; 350 mg eq: 8 of 78 patients [10%]; 263 mgeq: 3 of
15 patients [20%]).
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