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MEBZAFESERY ©
_ ) Center For Drug Evaluation

23 risperidone LAI 4p*:

B 5 = 3% non-inferiority 7@/ 3#% (PSY-3002 ~ PSY-3006 ~ PSY-3008) ; # ¢ =
] —“Ff = B p % » PSY-3008 & B *xifieidsk o

B O & rcdp ik PANSS Ap 40 A # 8 chee L A2 & 0 PSY-3006 &% ¢
paliperidone palmitate # % >* risperidone LAI » iz PSY-3002 :#% © d %
paliperidone palmitate i eiE 2% £ iF 1< > F] XL EP o PSY-3008 5%
% per-protocol 4 7.4 % P|3% % paliperidone palmitate # ¥ >* risperidone
LAI -

B =0 & foedp ik @ CGI-S v PSP g i % < 3 47 iu PANSS hig % - 7
WP RS 0 5 B dp R A PSY-3006 2 PSY-3008 = sk ¢ A e iyt
Fend B oo ofe i PSY-3002 385 ¢ Rt S dn HRd 115 (favouring)
risperidone LAl > ® & %28 + 3 % o
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m  paliperidone 2 4p #&3% risperidone LAl %2 43 43R =% Jf R 2 e % -
B AE %2 withdrawal 59 & f= J5 % g i -
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0.5ml-7,254 /% | 25 mg/ml 3,696 = 3mg-91 ~
0.75ml-9,794 /% | 37.5mg/ml - 4,897 = 6mg - 162 =
1ml-9,794 ~/4 50 mg/ml — 6,647 ~ 9mg- 178 =
15ml 13,294 =/
FERER | T RAE MY 25-50 mg / 2 312 D
2> K . - m 3 - m ’
MESTE | g ae 150 mg/ 9re 9Q
RAE | F sl B | F 2wl %o e
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B xust 2 A3 AY s %+ (conventional or typical antipsychotic agents) (* #-
» ¥ — gt A o & 4 first-generation antipsychotics [FGAs])» & § & % 5 fr @
# v%’ pE-(lethargy) ~ 42# (sedation) ~ %8 & 3 4¢ (weight gain)fe 2 # &t FHi# (sexual
dysfunction) % B ;£ ehgis* > H 3 § B 3F i parkinsonism 2_i& # % 34 (movement
disorders) ~ # & 7 s¢ (akathisia) ~ "~ p “fséaﬁi ¥ (dystonia) e 127 p 1 E#
(tardive dyskinesia) % & |4 44 %% ¢} j g & (acute extrapyramidal side effects [EPS] ) &
doiRA Uk BpliE o Apd T o T e A Bl A s A (atypical antipsychotics)
(= f£% % =  second-generation antipsychotics [SGAS]) »c = IR » i A
BT REAamt ks B @R amEa vt .

EL KPLLAEAE Sl RS ARk Tk L

First-generation Benperidol Pimozide
antipsychotics Chlorpromazine hydrochloride  Prochlorperazine
Flupentixol Promazine hydrochloride
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Fluphenazine hydrochloride
Haloperidol
Levomepromazine
Pericyazine

Perphenazine

Sulpiride
Trifluoperazine
Zuclopenthixol acetate
Zuclopenthixol
dihydrochloride

Second-generation
antipsychotics

Amisulpride
Aripiprazole
Olanzapine
Paliperidone

Quetiapine
Risperidone
Sertindole
Zotepine

A % % 2.4 2 paliperidone palmitate ¢ -k %= paliperidone - paliperidone 3

risperidone =i

Iy

LR HY

3 }F‘;Ip%‘ # RAE S "FC?‘ mlﬁ[2-3]

hiiEs FESFFVERET 0 7 paliperidone | # 4 2 #F Ry 4 205 > H ¢
ZEFAFRE L CIREF %*xé?\(3/6/9 mg/tablet) » - %38 5 A k¥ 2 B

5 5

A HE o

Paliperidone 2.

e E A (100 mg/ml) o T PRIFF M Eoriz RV G RoE & TR
A BE o~ A AR R A R (Schizoaffective disorder) jo & &2 3% ¥ i B

'/r")%.‘

ATC code 5 NOSAX13 > 4p Fe #f W] 2. 2 5. = & (NOSAX
nervous system/psycholeptics/antipsychotics/other antipsychotics ) 4=~ # —

ATC code

Yrfe | ARLERT LD

FT L ek

NO5AX07

prothipendyl #

NO5AX08

risperidone

4 50

25/37.5/50mg/vial

SIEET
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o AR PR A
A 2 H G PR
AR e s R
LY RwE s FR > fR)
B (Ao R B
i frit 2 345~ 4 L 3
W) A By o
Rlsperdal Consta 7= ¥ jf 4
HEgH A A A A 2 2
BOE (el s g - &
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E 42 % 2 Valproate 14 3f [#
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http://www.whocc.no/atc_ddd_index/?code=N&showdescription=yes
http://www.whocc.no/atc_ddd_index/?code=N05
http://www.whocc.no/atc_ddd_index/?code=N05A
http://www.whocc.no/atc_ddd_index/?code=N05AX
http://www.whocc.no/atc_ddd_index/?code=N05AX07&showdescription=yes
http://www.whocc.no/atc_ddd_index/?code=N05AX08&showdescription=yes
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disorder) z_4p % -
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HA L B e
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FpEsh s 53 o
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(Schizoaffective disorder) | -

A2 T R R T IAR

HA A R e

H # Second-generation antipsychotics st ®z 5% + & 3

ATC code

s

L Rk

NO5ALO05

amisulpride

Foi o g o
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olanzapine
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http://www.whocc.no/atc_ddd_index/?code=N05AX10&showdescription=yes
http://www.whocc.no/atc_ddd_index/?code=N05AX11&showdescription=yes
http://www.whocc.no/atc_ddd_index/?code=N05AX12&showdescription=yes
http://www.whocc.no/atc_ddd_index/?code=N05AX13&showdescription=yes
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Z o RRFEREL (FRTEHER)

* ik JFFLp
4v £+~ CADTH April 25, 2011
2 PBAC November 2010
# K NICE 2010
His

(=) “v£+[4]

CEDAC (The Canadian Expert Drug Advisory Committee)*>2011-% 4" = iv ¥}

paliperidone palmitate (Invega Sustenna — Janssen Inc.)* *“schizophrenia= * Ji &
dn®iE 42 o CEDAC? & 3% #paliperidone palmitate 4 » % i

AR kSRR 0 = B R X #F 90 non-inferiority TRk %
(PSY-3002, PSY-3006, and PSY-3008) * & # = i (PSY-3002 and PSY-3006) = B 7
& — B (PSY-3008) = open-label & blinded assessors :#& o = i & 5% 7
primary outcome 3% &£ A # (€ 1" 2 total PANSS 1% i > H i an=iipihd @
1% Clinical Global Impression — Severity (CGI-S) scale * Personal and Social
Performance (PSP) scale ~ adverse events * injection site reactions ° PSP scale ¢ 4%
LTiER A ok R EARE o N E Gt B F P ARE RO REE L EF
MRIE S RFERMEH Y 27 Y FE BT o o RENEH R
AP B S SRR S PER ST A B iR E O SF Y e RR LY
+ e

= B 3#% & risperidone LAl €77+ §i.55 % $% &_non-inferiority ° # ** CEDAC 7%
% PSY-3002 £ PSY-3008 ¥ it iF feim £ > Flp 12 PSY-3006 T & A & gnTin Y
® oo BRI HRE% Y 0 CEDAC %~ paliperidone palmitate long-acting
injection (LAI) % "% ¥ Positive and Negative Syndrome Scale (PANSS)=?x% % %
**(non-inferior) risperidone long-acting injection (LAI) > & 232 # & T (B % H &
¢z ER AR 5] 1.33:1) 0 paliperidone palmitate #2 % ¢ § (more costly) °

= BEEA&HL R R - AR B % 2 CEDAC ##& 5 % =i FIL4e™ 4 ¢
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To i A SRR A
R R sagh g ek %%/ CEDAC
g pat AR AR R comment
=X H
Bl % SHE e
paliperidone palmitate 50 mg  |non-inferiority
(days one and eight), then 25
mg to 75 mg (day 36), followed Withdrawal was more
by 25 mg to 100 mg every four |frequently observed in
weeks the paliperidone
palmitate treatment group
compared with the
risperidone LAI group:
N = 749/ ri_speridone LAI25 mg (days  |599% versus 50%,
PSY-3002 | RCT eight and 22), followed by 25 |reqpectively.
53-week  |mg to 50 mg every two weeks,
supplemented in blinded Comment:
fashion, by oral risperidone at 1 o
mg to 6 mg per day for the first |The external validity of
28 days and 1 mg to 4 mg per  [PSY-3002 was limited
day for up to 21 days following becau_se tr_le initiation doses
a dose increase in risperidone  |Of paliperidone palmitate
LA were lower than those
recommended by Health
Canada.
paliperidone palmitate were  |non-inferiority
150 mg and 100 mg
(intradeltoid injections on days [Withdrawal was more
one and eight, respectively),  |frequently observed in the
followed by 50 mg or 100 mg  [Paliperidone palmitate
(day 36), and 50 mg, 100 mg, |treatment group compared
or 150 mg (day 64) as with the riSperidone LAI
intradeltoid or intragluteal group: 25% versus 23%.
injections. Comment:
o . PSY-3006 provided the
= risperidone LAI dosing was 25 .
PSY-3006 | RCT ng_\}v’eszl mg (days eight and 22), 25 mg |™St internally and
externally valid results
or 37.5 mg (days 36 and 50), |, 2o on the double-blind
and 25 mg, 37.5 mg, or 50 mg design and the appropriate
(days 64 and 78) as intragluteal site gn d dose of f’r?l tiaﬁ
injections. risperidone LAI was liverid Imitat
supplemented (blinded in paliperidone paimitate
PSY-3006) by oral risperidone Injections.
at 1 mg to 6 mg per day for  |Gjven the limitations with
days one to 28, and then 1 mg  |studies PSY-3002 and
to 2 mg per day forupto 21 |psy-3008, the Committee
days following a dose increase |focused its deliberations on
in risperidone LAl study PSY-3006.
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non-inferiority

Withdrawal was more
frequently observed in the
paliperidone palmitate
treatment group compared
with the risperidone LAl
group: 28% versus 17%.

Comment:
open- - N I R S
PSY-3008 | label | - 4920 LS iR R Ipsy 3008 was limited
design - ' because of the open-label
design, which may have
biased results. The external
validity of PSY-3008 was
limited because the trial
was conducted exclusively
in China and due to the low
percentage of patients who
had received previous
treatment with psychotropic
drugs.

FLAn A AT A
L TRk ok

® {PSY-3006 sk - paliperidone palmitate = % risperidone LAl s9PANSS
scoreAp >t AL A# E e L /% (mean (standard deviation [SD]))4 %] 5 —18.6
(15.4) (paliperidone palmitate) 2 —17.9 (14.2) (risperidone LAl) - F B4 #
per-protocol 4~ +7 % intention-to-treat 4~ 47 - paliperidone palmitate % %
risperidone LAI (non-inferiority margin of —5.0 points) » mean difference (MD) =
0.4,95% CI: —1.62 t0 2.38 - e & PSY-3002:#2% ¥ - f4p#i >t A # (@ ciPANSS
scorezc il 25 » ¥] 4 paliperidone palmitate loading dosing i 2% #| £ i i< >
F] b K it 3E P paliperidone palmitate 7 % >trisperidone LAI - #open-label trial
(PSY-3008) =rper-protocol » 47 # > paliperidone palmitate P| 45 3 <. #reducing
the PANSS= & 7 % »trisperidone » i gt 234 25 % intention-to-treat =4 47 %
LI

® CGI-SHrPSPeidse i % + =+ #7 WPANSSenit & » 7 @ﬂ’% T ;rb » iBH B
ip 1% 2 PSY-3006 2 PSY-3008 = # &% # = = @ sL3* ES BERNI A%
PSY-3002:# 5 # 4 ot & 4p 145 11+ (favouring) rlsperldone LAl > ® B %
FEIR& -

II. %242 @it
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® it A% ¢ o paliperidone i 4p #trisperidone LAl i3 5438 % JF 3R
24 4% > £ 11PSY-30061-PSY-3008= i#s&k crich £ R b~ o T o A F 5
paliperidone .= i 385 4~ 48] £ 3% Eintradeltoid injections » g A3/ bt
(intragluteal injections) (risperidone LAI is recommended to be administered
through intragluteal injection) % {74 -

® - B¢ > AEZ withdrawal 59 & & = J5% =g iz (similar) o

® PSY-3002:#5 # - d @& »x(inefficacy)  withdrawal - paliperidone iz 4p
¥t3trisperidone LAl e #iotg % (239% vs 129%) -

@ TR ERILAFAVIER ] AMNF AT EISRESNLEL AHF o

(=) #[5]

PBAC =*t 2010 & 11 * = % % paliperidone palmitate (Invega Sustenna —
Janssen Inc.) * *t schizophrenia & % 5 & & 2 2 HAFiof =R 47 2 o

PBAC T ip ik 2 & F_fL 3t PSY- 3006 2 PSY- 3008 = #%% > &% % % &
7 paliperidone LAl ¥ risperidone LAl 73 & 3% 3545 (2 A # - fz total
PANSS s it )2 =t & é‘f'—f;’;};] T mEEFRLR R PBAC i Epdp s ¢
7RI - F R EA S (paliperidone v iF - = o rlsperldone = =) % R
g v 25 pallperldone LAl #p#>t risperidone i &4 & 4 = ﬂ&mﬁ" d o FRk
i paliperidone palmitate s » ¥ i > * %o f 4 Av\}i:lvfz-fﬁa A o2 PBAC F %
risperidone LAl &_£ i§ = comparator e

it PBAC fedf2 @ #&11» bt d A0 45enE Bt A B HE 2 2|22 7
BT 0 A R s o P dofRpk iR B ATRIAL ¢ AR T risperidone o 4%
¥ paliperidone 4~ #f # % v JR4¢ “u paliperidone - @ i 34 fesk 25k S A PF o * en
R TR KT v IRFUE A o B i S AR Dy oot R AR ’?1 A

7 ¥97% loading dose 2 82 %% > H washout period » ¥ it # i * = fié * £ sdt
e ko F1 PBAC 4 R g3 oAk sk T4 2 8 & A & 3> PSY- 3006
% PSY-3008 = i/t ifsk ¥ ik X ELOH T H 5 HERE OFRT

R EREY

(=) = ®R[6]

NICE *:2010# =>4 [ Schizophrenia--the NICE guideline on core interventions
in the treatment and management of schizophrenia in adults in primary and secondary
care ; guideline = p* > @k 45 51 flﬁschlzophrenla RERE S AFSR CERAE
SAREARL FRAL(F 6 B2 B S SR R F)E hokg s g
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# B paliperidone it o 48 70k 3¢ ¢ PREE g h 0 BT K AN g4 TR R AT
Long-acting risperidone injection#? placebo - oral risperidonez_ +* #& » & ~ % & &
paliperidone LAIZ_4p B =15 o

(z)

(1) Cochrane Library

v (paliperidone) i* 5 B 4&F 4% Cochrane Library F 4L & > & % j& - > Oral
paliperidone for schizophrenia i i+ 2= 48 2 - & X % jEpaliperidone £ »x 4+ 2_
AP B 315 3R 2

(2) PubMed[7-19]

2 (paliperidone) and (schizophrenia)y and (injection) and {clinical) i% 5 i#
43 $8% PubMed 2 ProCite T E » & 4 & 13 AR RE = /I?c o iR — HRAR 0 R
it e ¥ % 2. PSY-3002 - PSY-3002 -~ PSY-3002 :#%% % — & olanzapine-LAI ~
risperidone-LAI ~ paliperidone-LAl % hanperidoI-LAI SRR J—aiﬁ?‘“] P s A sk
Fadret s Hapo 1§J& 7 & paliperidone 2 7 I+ | £ &2 % ] 7 I 5 o sE AR 2 0t
oo BlAeH G E A 2 R & F R iR R 2 *i%iﬁ.é?i’si‘ﬂi‘?i ZEZAS I
NEHB AT RER FHRE &;@E*w |2 ;% - % 5 % W Drug Effectiveness
Review Project #£ 34 FDA f =& 1% /& 2_ -~ 4§ atypical antipsychotics(risperidone (1993),
risperidone long-acting injection (2003), olanzapine (1996), quetiapine (1997),
ziprasidone (2001), aripiprazole (2002), extended-release paliperidone (2006),
asenapine (2009), iloperidone (2009), and paliperidone long-acting injection (2009))
Zfpre s 2P e BanER R o P TR kAt w i 1950 £ 3 2010
£ 1 ajphd = Jgknﬁi TEFEE FENRE L3700 3= 3R £ 32 5 schizophrenia
intermediate outcome 7% B - &4 symptom improvement scales > i€ ¥ E_* ©FE
RE LK A FE F * (useful in determining efficacy of a drug) » e 7 255 ek &
P #(ultimate goal of treatment) » F]p* &£ #p 3 »cfdan®g + > Jf o @#F Jp4a? § -
i# % intermediate efficacy measure %2 long-term effectiveness outcome R siii 2 i
B (presumed link) - fe szut g & 3 7 %% 8 i A5 77 (are not always proven) v R E A
o % enE 35 % £ 8 iE (Evidence from a direct link is preferred) - gt > #3%
paliperidone £ »%;i ﬁ#ﬁff' P 3RE P RE TR L LG o E# R T 1' ¥ B g 2R
T 1 % R i i

e
3
£
==
P
T
1%
e
P
A
=
=
(\x
Y
i
=
\

A
\\\Xr
ol
=l
5

fﬁ & CADTH =7 3
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2 ~PBAC =iz 32 2 PSY-3006 :#5% 71 poster & 2 # < [’;‘Ui PSY-3008 &5 <
® R L]%J% oy *p - [ﬁ% @ it PubMed < Jgie:&u BT P ¢ % % 2 paliperidone
2% AR 8% A A F"f-‘/ﬁei'ﬁﬁi" o s FHERE RN 2 AR L F O
e redF it 2 é%hf ERPEFE L OFEA LN G - K ¥ AR A % 4 PR % e
ARG RE S FRA DM G G - kY 5" & paliperidone o T 0
B i 5 - R LS F —’ﬁ g *\é‘%wk’ﬂ’}\@ﬁi“’ R R
4&mﬁ£§ @ (PSY-3001 5% 48 + ; PSY-3003 #5% 21 4 : PSY-3007 5% 39
A 5 PSY-100816 4 ) -

LAY S

1. A& &R T2 3] s 77 (atypical antlpsychotlcs) (& # % second
-generation antipsychotics [SGAS]) @ F #g & TAReE 3 BEHAF
(amisulpride -~ aripiprazole ~ olanzapine - paliperidone . risperidone ~ zotepine) o
* % % % paliperidone palmitate @ § © JR4F 2 bz B A RP F o J\ﬁ’*
# 4= paliperidone % risperidone s & /544 % 314 > risperidone B p ¢ 7 £
AR BRI 2 g 3 R B AP D o

2. 4§ < CEDAC &2¥ PBAC #t3 & ¥ 2 2 Fndnsiffd » - H = d %
B =N i m?’g«)% Fé%} L > 1= CEDAC % i3 #- paliperidone
palmitate s » %+ » @ PBAC I & {ci* paliperidone palmitate 3 » % & » *
e oA S HoEgR 4 0 4 & risperidone LAL E_E i o p %Y 50 (2
22 risperidone LAl 2 #| B4 %14 > FIIG TRk @E% 7Y 2 T2 2o
WA R e

3. PubMed F#LE ™ % & 7 K 4p B chfRA 2 }}% °o e “frt 1 4c £+ CEDAC 222
PBAC @ i % i &% kg5 2. PSY-3002 ~ PSY-3006 ~ PSY-3008 = 5% 3% * »

HAep= L]%Je = paliperidone 2. % F= £ &2 % & &7 F 5 i Az v m’ mHir'
BT AR b Aol G R L i R
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http://www.nice.org.uk/nicemedia/live/11786/43607/43607.pdf
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-11.pdf

5. Public summary document--paliperidone palmitate
http://www.health.gov.au/internet/main/publishing.nsf/Content/B1EAE85F366651
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