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O AHZ2 mDIIA8)9)10)0f M second—generation antipsychotic drugs &
22T oo Jlo|E2felini2ofA =& 2 k= A Elof

Level 1 Initial Treatment:
4 Monotherapy with an antipsychotic (SGA) other than clozapine*—either oral, or oral
antipsychotic followed by the same SGA-LAI (if tolerable and sufficiently efficacious)

4 If initial trial of antipsychotic monotherapy unsuccessful, try monotherapy with another
SGA antipsychotic (either oral or LAI) with low metabolic adverse effects.

"Note: Balance efficacy, side-effects, individual vulnerabilities and preferences. Select a medication with lower
metabolic risk, lower risk of extrapyramidal symptoms (EPS), sedation, and sexual side-effects. For more detail on
LAIs, refer to page 43.

‘ Level 2A If non-adherent or refractory to Level 1:

4 Long-acting injectable antipsychotic medication (LAI)

Level 2B If Level 1 is ineffective in at least two antipsychotic trials:
4+ (Clozapine

meessssmmmmlpy-| Level 3 If Levels 1 and 2 are ineffective and/or not well tolerated:

Diagnostic review and/or consultation

Clozapine if not tried earlier

Antipsychotic, including clozapine + electroconvulsive therapy
(ECT)

Augmentation of clozapine with aripiprazole, lamotrigine,
topiramate or if partial or incomplete response to clozapine

+
+
+
*
— Level 4 If Levels 1, 2, and 3 are ineffective and/or not well

tolerated:

4+ Two antipsychotics, ideally with different
pharmacological mechanisms* and side-effect profiles
(evidence is weak)

4 First generation antipsychotic use
*Full antagonist with partial agonist; loose binding with tight binding

Table 4. Recommended Medications for the Treatment of
Schizophrenia: Oral Antipsychotics

-—

1o ol

Medication CIg:uivalenatzslr - T:::Iat;y H:‘E:an:;:m
Second Generation Antipsychotics [SGAs)
Anpiprazole M 10-20 mgdday 1030 mai’day
Asenapine MNAA 10-20 ma/day 1020 mg/day
Brexpiprazole MAA 2-4 mig/day Z—4 mg/day
Cariprazine A 1.5—6 mg/day 3-&6 mog/iday
Clozapine MSA 150—-800 mao/day 150—-800 masday
lloperidone MNSA 12-24 mig/day 12-24 malday
Lurasidone MNSA A40-160 mag/day 40-160 magfday
Olanzapine hA 10-30 mag/day 10-20 mg/day
Paliperidons MSA 312 mg/day 312 ma'day
Quetiapine MNAA 300-800 mg/day 3I00-800 malday
Risperidone MR 2-8B mg/day 2-B ma/day
Fiprasidone VLY 20-240 mg'day B0-160 mgSday

8) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 14e, 2022.

9) Katzung's Basic & Clinical Pharmacology, 16th Edition (2023)

10) Current Medical Diagnosis & Treatment 2023 (2023)

11) 2019-2020 Florida Best Practice Psychotherapeutic Medication Guidelines for Adults

12) 2022-2023 Florida Best Practice Psychotherapeutic Medication Guidelines for Children and Adolescents

_5_
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Lewvel 1

+

++ 4+ 4

Initial treatment:

Lurasidone or cariprazine monotherapy™
*MNote: Lurasidone and canprazine have better metabolic profiles than quetiapine.

Lamotrigine monotherapy

Quetiapine monotherapy - If the patient has bipolar I depression

Lithium monotherapy

Lurasidone or lamotrigine®” adjunctive to lithium or divalproex if index agent (lithium
or divalproex) has been previously prescribed and optimized. Adjunctive data for
cariprazine not available, but cariprazine could be considered as alternative adjunct.

**Cauticn: There is a drnug-drug interaction with use oflamotrnigine and divalproex together
that requires reducing the lamotrigine dose by 50% of the typical lamotrigine dose. For dosing
reconmmendations, refer to Table 2 on pages 24-25.

Do not utilize conventional antidepressants {e.g., 55R1s, SMNRIs, TCAs, MAOIS) as a first-line
thearapy.

- Lewvel 2 If Level 1 is ineffective and/or not well tolerated:

# Divalproex + lurasidone
4 Olanzapine + fluoxetine (bipolar | disorder)

*Mote: Tolerability limitations indude weight gain and metabolic concems.
+  Two (2) drug combination of Level 1 medications but NOT TWO antipsychotic
medications.

“Mote: Efffcacy imitations, relatively few positive randomuized controlled trials.

- | Level 3 If Levels 1 and 2 are ineffective and/or not well tolerated:

4+  Hectroconvulsive therapy (ECT)

*Noter Considengtion is mernted due to climical need, despite even greater
efftcacytolerability limitations than Level 1 and 2 treatments.

— Level 4 If Levels 1 - 3 are ineffective and/or not well tolerated:

Intravenous racemic ketamine and/or esketamineg
FOA-approved agent for bipolar disorder + conventional
antidepressant (e.g., 55R1)"

Framipexcle

Adjunctive: modafinil, thyroid hormone (T3), or stimulants
Thres (3) drug combination

Transcranial magnetic stimulation (TM5)

+4+4+ 4+ +4

“Notes:

« There is iInadequate information (including negative trials) to recommend
adiunctive antidepressants, anpiprazole, Ziprasidone, levetiracetam,
amodafinil, or omega-3 fatty acids for bipolar depression.

= Antidepressant monotherapy is not recomimended in bipolar | depression;
recommendation is for adjunctive mood stabilizer with antidepressant.

= The safety and efficacy of antidepressant monotherapy in Bipodar il
depression is uncertain but may be appropriate in select circumsiances,
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(A) Depressive episode without psychotic features

KMAP-BP 2022 for Depressive Episode without Psychotic Features

| Mid to moderate depressive episode | | Severe depressive episode without psychalic features
/ R =7
o Monotherapy with
STEP LITAVAL LMT or MS+LMT
ARVQUE/NOLA,
A R o NOCR
Switch to an || Combination of Switch MS to) ] Switch AAP to Switch
S
;nd aliemate twa first-fine :':ﬂ{TE an akltemate A ma;clzg i an altermnate '::;jf LMT to
Vel MS or AAP agents M3 el AAP = || anaap
3rd Mo first-fine strategy was recommended in third-step;
STEP Adding clozaping, buspirone, stimulant, or thyroed hormone were recommended as 2nd-line
If needed, ECT or rTMS can be applied at any step
(B) Depressive episode with psychotic features
KMAP-BP 2022 for Depressive Episode with Psychotic Features
Severe depressive episode with psychotic features
b MS+AAP AAP+LMT
STER i i
_,_,_:-'-"_'__F- - ——
_'___'__'___o-'-"" -\-\-\-\_""‘-n.__\_\_\_‘_\_ _\-\_"'-\____\____\_\_\_
-~ i B
?nd Switch MS to Switch M5 to Switch AAP to
STEFR G an altermate M5 an A4AP Hed A an aliernate AAP AN
3rd Mo first-line strategy was recommended in third-step,;
STEP adding clozapine, buspirone, stimulant, or thynoid hormone were recommended as 2nd-line
If needed, ECT or rTMS can be applied at-any step
*Treatment of choice

Fig. 2. Korean Medication Algonthm for Bipolar Disorder 2022 Depressive episode. (A) Depressive episode with-

out psychotic features, (B) Depressive episode with psychotic features.
AAP: atypical antipsychotics including anpiprazole, olanzapine, quetiapine, nspendone and ziprasidone, ECT. elec-
troconvulsive therapy, LMT: lamotrigine, MS: mood stabilizers including carbamazepine, lithium and valproate, rTMS:

repetitive franscranial magnetic stimulation.



(4) & Al Z3}
O Z=gdd 2 AAES 4H1} AT Zof 2 AES 32 ZES
Q@ =3
O [PEARL3, 912k ¥ &k tix E£h7| 34113 HAIHE Zatel 4 ot
2 st =Y SXE ae=z AMHE(80mg, 160mg), QXR-600m
gl4), Qekroz 1:1:1:1 F=k| HiX15)5I0 T |ZH6EF) SEA 2 ofN
ME dIlst ct=7t, MEH | parallel-group ¢+ Z 1}

- (1A &M o) 7|M | ciH| 6F At total PANSS16)&E 4= Hal= 2l
HE 80mg F0oi# -22.2(SE 1.8, p<0.001), 160mg F0{= -26.5(SE
1.8, p<0.001), QXR-600mg F0i —27.8(SE 1.8, p<0.001)2 & (-
10.3, SE1.8) O] 7elstA O & HsE EUS
= (lurasidone vs. quetiapine) A& E F0iZ 1} quetiapine MU F0{7

2 PANSS d = H3slo| A 7e|et RIO|E HO|X| LUZ1718),
BL Day4 Wk1 Wk 2 Wk 3 Wk 4 Wk5 Wk 6
-—

LS mean change from baseline

-15
20 |
Lurasidone B0 mg (n=125)
= Lurasidone 160 mg (n=121)
-25 =8 Quetiapine XA B00 mg (=116}
== Placehs (n=120)
-30

% . Change from baseline in PANSS total

measurements analysis (MMRM,

score

- (2x} F8M "HWIH L) J|XNX| ofH| 63Xt CGI-S19) M=

—-mixed model
Intent—to—treat population)

repeated

Hi5h NSA-1620)

13) Loebel A, et al. Efficacy and safety of lurasidone 80 mg/day and 160 mg/day in the treatment of schizophrenia: a

randomized, double-blind, placebo- and active—controlled trial. Schizophr Res. 2013;145(1-3):101-1009.
14) QXR-600mg; quetiapine A¥-4 600mg
15) lurasidone 80mg (n=125), lurasidone 160mg (n=121), quetiapine (n=120), placebo (n=122)

16) PANSS; Positive and Negative Syndrome Scale: Z&Ho|A k& X7 4 a9E st AFEH
g 70 dEe 4T, T S 245, 167 FE2 ARk A

g_/’:i ZAko] Alsl Ao =7 Hrlsh

— s
i

17) lurasidone 160mg vs. QXR-600mg (—26.5 vs.—27.8; unadjusted p=0.62; Bonferroni corrected p=1.00)
18) lurasidone 80mg vs. QXR-600mg (—22.2 vs.—27.8; unadjusted p=0.028; Bonferroni corrected, p=0.056)
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OH'

Mg 3l MADRS2Y M= Bzt MEE Foi1t uet|ap|ne My
o3 ZFoAM ek ohiH| RelstH O Zieoi(stoh i), HeS EQl
Ate| Hlg22)2 MHEE F0{F2} quetiapine MEUA Fo{ZolM [T
H F2lstA O =*=. (lurasidone 80mg= 65% ™", lurasidone 160mg
= 79%", QXR-600mgT 79% """ vs. placebo 41%)23)

o-lrﬂ

2 ik m

*#. Change from baseline to week 6 on efficacy measures for patients with schizophrenia

Measure?® Treatment group
Lurasidone 80mg/d Lurasidone 160mg/d  QXR 600mg/d Placebo
(n=125) (n=121) (n=116) (n=120)
Estimate SE Estimate SE  Estimate SE Estimate SE
PANSSP
Total score change -22.2"* 1.8 -26.5"" 1.8 -27.8 1.8 -10.3 1.8
Positive subscale score change -7.7""" 0.6 -9.2" 0.6 -9.77"" 0.6 -3.9 0.6
Negative subscale score change  -5.1""" 0.4 -5.5"" 0.4 -5.4"" 0.4 2.2 0.5
General psychopathology _ _ B _
subscale score change 10.0 0.8 12.3 0.8 12.9 0.8 5.0 0.9
CGI-Severity score change® -1.5"" 0.1 1.7 0.1 1.7 0.1 -0.9 0.1
NSA-16 total score change® -7.8"7 0.8 -8.9"" 0.8 -8.6" 0.8 -3.4 0.8
MADRS total score change® -4.0"" 0.5 —4.4"" 0.5 -4.3""" 0.5 -1.0 0.5
Quality of well-being(SA)°© +0.67* 0.02 +0.71""" 0.02  +0.71""" | 0.02 +0.63 0.02
Medication satisfaction
questionnaire® +1.5 0.1 +1.6 0.2 +1.8 0.2 +0.7 0.2

* P<0.05; **P<0.01; ***P<0.001

a Endpoint change scores are shown for all measures except the QWB-SA. PANSS: positive and negative symptom scale; CGl:
clinical global impression scale; MADRS: Montgomery-Asberg Depression Rating Scale; NSA-16: Negative Symptom Assessment
Scale.

b p-values, comparing drug to placebo, are based on a repeated measures linear regression model of the change from Baseline
score, with fixed effects for pooled center, visit as a categorical variable, Baseline score, treatment and treatment by visit
interaction, assuming an unstructured covariance matrix.

¢ p-values are based on an ANCOVA at Week 6 LOCF endpoint with treatment and pooled center as fixed factors and Baseline
value as a covariate.

- (MM o) tHEE2 o|AEE =2 HolstAL S8 +F0[A11, o4
HIE o2 FoFg JI st 2tXte| H|g2 MEE 80mgd 4.0%, dEE
160mg 3.3%, QXR-600mg 3.3% =2 ZE Fo{FZoM «t2(4.1%)
I FASIR =,
= AMAMOoZ RFo|o|et 7% O|Me| MEZEIIE dast Xte| Hlga2 2

HEDL 4%(80mgT: 5H/116%H, 160mg: 5H/113H), QXR-600mg
< 15% (174 /111Y), 2|2k 3%(3H/115%H)0|AU=.
19) CGI-S; clinical global impression-severity scale: 973217} #H7lsl= Aol o] At 0l AAEE Hristes =42, Ao &

. =
A AZtE D AdbAe]l A AEE 1~7H0 8 Hrlsk A7 2842 Az AL oslEl Aow gyl

20) NSA-16; negative symptom assessment scale: 1671 &%, &4 16~964 W= TAE 2dWI ddd &4 T4 24 o5, A
% 9 HE AAkete H7HET9.

21) MADRS; Montgomery-Asberg Depression Rating Scale: 94+o|7} 7184 o) $kx1e] -5 oYir=y FEEE =
(107H =, 7TH0-64) HEE FAEY FHLE 04~604 WY, 0-64(H /48D 7T-19H0OMHE 9-3) 20-348(Te% ¥
<) 35;<q 60- (A% -5

22) responder: PANSS A7} 714 ] tfv] 20% o]/ /MAE 4 $-
23) ™ p<0.001



O [PEARL 3 Extension, A2k rf = H|ESAM]24) 63 AlEHE %EEP%EDJL
A

CHAF 2t X|E & total cholesterol, triglyceride, LDL x| A& E
T fekFol H|x$h HEE HEel HHH, QXR-600mgTolAl= A
o Z7t7t #l<k tHH| ®elet XtO|E EUF.
Chet M =X (HbAlc)e Z2E {70 Moz Rololst H
274 el =,

2HEl £=X|= AMEE 160mgTalMEE 2{ekxr CHH| Rest SIHE

gl (4 T=Z2El 3.0ng/mL &7}, p<0.001)
d ME 80mgT 11.2%, A&EE 160mg
13.2%, QXR-600mg 5.9%, ¥l 0.8%=2 E1E.

~

43
i
o
I 0
j=]
|'I'IJ
o J
0z
=
0|0
ro
rz

=4 23l (acute exacerbation)E A= 2lzi E2HARSE CHAS MAHE
(40-160mg/d)26)2} quetiapine MEFHE(200-800mg/d)el A&t I%*EEP%
Hotst o|&=712!, flexible—dose, parallel-group, H|¥SAM o2 A1}

- 1At &AM HIMHS= M2(time to relapse of psychotic symptoms)27) 2

Probability of Relapse

0.9

0.5

0.4

0.3

0.2

01

0.0

X 2h=tE (probability of relapse)2 A& & 23.7%, quetiapine™ 33.6%

2 H|E5M28) 5 2S5e (HR 0.728, 95%CI 0.410-1.295, p=0.280)
21 21 &5 (probability of hospitalization)29)2 AHZT 9.8%, quetiapine
= 231%E MAEEZAAM U0 O HUAS. (HR 0.433, 95%Cl

0.188-0.995, p=0.049)

, 365 days B 1.0

— Quetiapine-XR (n=79) i , 365 days
H 09 —— Quetiapine-XR (n=79) H

= Lurasidone (n=139) . — Lurasidone (n=139)

Hazard ratio: 0.433; 95%-Cl: 0.188-0.995

Hazard ratio: 0.728; 95%-Cl: 0.410-1.295 Log-rank p = 0.049

Log-rank p = 0.280 0.5

0.4 ility of h italization at 12 months:
Lurasidone: 9.8%
Quetiapine XR: 23.1%

Probability of relapse at 12 months:
Lurasi done:  23.7%
Quetiapine XR: 33.6%

0.3

Probability of Hospitalization

50 100 150 200 250 300 350 200 0 50 100 150 200 250 100 350 200
Days of Treatment Days of Treatment

24) Loebel A, et al. Effectiveness of lurasidone vs. quetiapine XR for relapse prevention in schizophrenia: A 12-month,
double-blind, noninferiority study. Schizophr Res. 2013;147(1):95-102.

25) 65 PEARL 3 studyZ &3 35319 2} 5 29293 (83%)¢] 1271 A% ATt 3efsh

26) 65

Gr]AF-AAT =0 2 Jurasidone-lurasidones (n=151), placebo-lurasidones (n=56), quetiapine—quetiapines (n=85)

27) ARG A7 te F ol dhtetn: A WA W= Aow Aol
@ PEARL 3 ¢ thu] PANSS &%0] 30% <+3l¥|ar, CGI-S A7t 3% o4k otalel 2%
@ A A T4 sl AYY
@ AA/ERIAZ, T AlgE e ARalel] thek s 99

28) HR

4EH(1.295)0] BHldEA PHxI(1.93) o= HdEehes U

29) “AY” el % shtel B
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- (2Xx} M @Il B4) PANSS30 =X 2! PANSS positive subscale 2l
HETOM quetiapine tHH| FelstA O IAA| Hist¥ 11, PANSS negative
subscale, NSA-1631), CGI-S32)= AZo|AM Fe|st Xto|7} glit=.

— MADRS33) = HSl= 6FX0M= Fel&l Xo|7F JYUSLHAMEELD
—-6.0 vs. quetiapine™ —3.8, p<0.05), 127 Xl M= X}o|7} glA=.

I. Efficacy measures after 12 months double—blind treatment in the relapse prevention study
: LS mean change from baseline of the 6 week acute and 12 month relapse prevention studies

Measure Lurasidone—lurasidone = QuetiapineXR—quetiapineXR
(n=132) (n=72)
LS Mean SE LS Mean SE
PANSS
Total
Change from acute study baseline -34.6"" 1.8 -25.7 2.6
Change from 12-month study baseline -5.0"" 1.4 +1.7 2.1
Positive subscale
Change from acute study baseline -12.3" 0.5 -9.6 0.7
Change from 12-month study baseline -1.5" 0.4 +0.7 0.6
Negative subscale
Change from acute study baseline -7.2 0.4 -6.6 0.6
Change from 12-month study baseline -0.9 0.4 -0.8 0.5
CGI-S
Change from acute study baseline -1.9 0.1 -1.6 0.1
Change from 12-month study baseline 0.0 0.1 +0.2 0.1
NSA-16
Change from acute study baseline -14.7 0.8 -15.0 1.1
Change from 12-month study baseline -3.7 0.8 -4.3 1.1
MADRS
Change from acute study baseline -6.0" 0.6 -3.8 0.9
Change from 12-month study baseline +0.1 0.6 +1.3 0.8
"p<0.05, “"P<0.01, "*"p<0.001
— 245l £34)35)36)(full RSWG remission criterias RHEsSt= 2HX19] H|8)2
MEZTOAM quetiapine F04T CHH| RAXM=2 =UF. (61.9% vs.

46.3%; p<0.05)

30) PANSS; Positive and Negative Syndrome Scale

31) NSA-16; negative symptom assessment scale

32) CGI-S; clinical global impression-severity scale

33) MADRS; Montgomery-Asberg Depression Rating Scale

34) B &S Holx 671€ Bt /Mol fA = oo sl Remission Schizophrenia Working Group(RSWQG) Criteriag ©]-838Fo] #7138},

35) Andreasen NC, et al. Remission in schizophrenia: proposed criteria and rationale for consensus. Am J Psychiatry. 2005
Mar;162(3):441-9.

36) Remission Schizophrenia Working Group(RSWG) Criteria
. Proposed Items for Remission Criteria With Cross-Scale Correspondence and Relationship to Historical Constructs of
Psychopathology Dimensions and DSM-IV Criteria for Schizophrenia
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— (ot HIL) AdA™ =X} B0l st X2 ™ 7|M%x| CHH| #HS}
£ =AM 8
» QAAMMOZ FOO|ISH 7% O|AS HMZF S7t= AMEEZZOAM quetiapine
o | o %2 H|&372 B1EAS.
» AMAHEELD quetiapineAl M 1270 & X} lipid parameter, glycemic control
2 Z[aThe| Hsiab ZHEENE|IS.  quetiapineTollAM 67HE X total

cholesterol, LDL, triglyceride =Xx|7} &SItz A 2L},
Z| Ao Hsioh AtEE| =

1270 2 R0l A=

- FHeIZ Y oldetge EIEk #Xtel v[82 lurasidone® 11.9%,

qguetiapine™ 3.5%, placebo-lurasidonem 21.4%0|A=.
A

S 2 AMHEEZFOAM HEES(12.6%),

£(10.6%),

Abdl 5
EM{ES(7.9%) =0|Y L1, quetiapineollAf =5 2S5H15.3%), =EHS

- (1X} 7&4A HIMH=s) J7|XX| CHH| 63Xt total PANSS40) M= Higt=

TABLE 2. Proposed Items for Remission Criteria With Cross-Scale Correspondence and Relationship to Historical Constructs
of Psychopathology Dimensions and DSM-IV Criteria for Schizophrenia®

Proposed Remission Criteria ltems

Scale for Assessment of Positive
Symptoms (SAPS) and Scale for

Assessment of Negative Symploms Positive and Negative Brnef Psychiatric Rating Scale
(SANS} Items Syndrome Scale Items (BPRS) Items
Dimension of DSM-1V Global Rating ltem tem
Psychopathology Criterion Criterion Item Number Criterion MNumber Criterion® Number
Psychoticism (reality Delusions Delusions (SAPS) 20 Delusions P1 Grandiosity 8
distortion)
Suspiciousness 1
Unusual thought G9 Unusual thought 15
content content
Hallucinations  Hallucinations 7 Hallucinatory P3 Hallucinatory 12
(SAPS) behavior behavior
Disorganization Disorganized Positive formal 34 Conceptual P2 Conceptual 4
speech thought disorganization disorganization
disorder (SAPS)
Grossly Bizarre behavior 25 Mannerisms/ G5 Mannerisms/ 7
disorganized (SAPS) posturing posturing
or catatonic
behavior
Negative symploms Negative Affective flattening 7 Blunted affect N1 Blunted affect 16
{psychomotor symploms (SANS)
poverly)
Avolition-apathy 17 Social withdrawal N4 No clearly related
(SANS) symptom
Anhedonia- 22
asociality (SANS)
Mogia (SANS) 13 Lack of spontaneily NG No clearly related
symptom

2 For symptomatic remission, maintenance over a 6-month period of simultaneous ratings of mild or less on all items is required. Rating scale
items are listed by item number.
b Use of BPRS criteria may be complemented by use of the SANS criteria for evaluating overall remission,

37) 7% oY Aol T/ A wEe 67149, 1270¥EA A E ZHZ} lurasidone group 13.6%, 11.5%, placebo-lurasidone

group 10.3%, 13.8%, quetiapine group 27.5%, 15.2%% X%,

38) Goldman R, et al. Efficacy and Safety of Lurasidone in Adolescents with Schizophrenia:
Placebo-Controlled Study. J Child Adolesc Psychopharmacol. 2017 Aug;27(6):516-525.

39) lurasidone 40mg (n=108), lurasidone 80mg (n=106), placebo (n=112)
40) PANSS; Positive and Negative Syndrome Scale

_12_
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Al #lefaat XtolE 2=,
E. 7|1X Al cHe| 63Xt PANSS 3}

Lurasidone 40mg/d (n=110)
Measure

Mean SE Mean SE
PANSS total
Baseline 94.5 11.0 94.0 11.1
Change at week 6 (NMRM) -18.6 1.6 -18.3 1.6

NMRM; mixed model for repeated measurement

MHEE 40mg T2 -18.6, 80mg F0{& -18.322 2|2k —10.5 CHH|
TSt o 2 HsE Eer, 5 E'F ZFoAM 1FAFE 7St

Lurasidone 80mg/d (n=104) Placebo (n=112)

Mean SE
92.8 11.1
-10.5 1.6

- (2x} &AM "I ) PANSS subscale scores4!), PQ-LES-Q42), CGAS43)
= Zgisto] goteth
= TR 24 mEY "Il ZIMR| oiH| 6F X2l CGI-S44) M Mt
= ¢HEE 40mg T4 1.0, 80mg Foi -0.92 2[2k -0.5 CHH|
gels o 2 wWals 2YS.
A PANSS Total Scorea CGI-S Scoreb
Day Week Week Week Week Week Week Day Week Week Week Week Week Week
Bgﬁgfine 4 1 2 3 4 5 6 Bgsslinfe ﬁ 1 2 3 4 5 6
o

-5

-

Least Squares Mean Change

Least Squares Mean Change

=g== Lurasidone 40 mg/d (N = 108)
Lurasidone 80 mg/d (N = 106)
I= Placebo (N=112)

=@ Lurasidone 40 mg/d (N=108)
Lurasidone 80 mg/d (N = 106)
I Placebo (N = 112) 2

13|, Least—squares mean change in A PANSS total score and CGI-S score from baseline

I . Efficacy measures in adolescent with schizophrenia
Lurasidone 40mg/d Lurasidone 80mg/d

Measure (n=110) (n=104)
Mean SE Mean SE
PANSS total
Baseline 94.5 11.0 94.0 111
Change at week 6 (MMRM) -18.6""" 1.6 —-18.3"" 1.6
PANSS positive
Baseline 24 1 4.0 24.0 4.1
Change at week 6 (MMRM) -6.3""" 0.5 -6.3""" 0.5

PANSS negative

41) PANSS positive, PANSS negative, PANSS general psychopathology, PANSS excitability
42) PQ-LES-Q; Pediatric Quality of Life Enjoyment and Satisfaction Questionnaire

43) CGAS; Children’s Global Assessment Scale: 4o}e] AubAel a5 2 Fa# =30 tisf YA 7 H7}3)

L

44) CGI-S; clinical global impression-severity scale
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Placebo
(n=112)
Mean SE
92.8 11.1
-10.5 1.6
23.4 3.8
-3.1 0.5
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Baseline 24.2 4.3 24.5 4.4 24 .4 4.0

Change at week 6 (MMRM) -4.0" 0.5 -3.8" 0.5 -2.3 0.5
PANSS general psychopathology

Baseline 46.2 6.7 45.5 7.0 45.0 6.9

Change at week 6 (MMRM) -8.1" 0.8 -8.1° 0.8 -5.3 0.8
PANSS excitability

Baseline 10.8 2.9 111 3.1 10.7 3.2

Change at week 6 (MMRM) -1.7" 0.3 -2.4"" 0.3 -0.6 0.3
CGI-S

Baseline 4.9 0.6 4.8 0.7 4.8 0.6

Change at week 6 (MMRM) -1.0""" 0.1 -0.9"" 0.1 -0.5 0.1
PQ-LES-Q

Baseline 51.3 17.3 53.6 18.5 52.5 15.7

Change at week 6 (ANCOVA) 5.5 1.3 6.8 1.3 1.4 1.3
CGAS

Baseline 44 .2 9.3 44.6 8.1 43.9 8.3

Change at week 6 (ANCOVA) 10.77 1.1 11.0° 1.2 6.1 1.1
Treatment responders at week 62,% 63.9" 65.9"" 42.0
Remitters at week 6°,% 36.1 35.8 29.5

""p<0.001, ""p<0.01, "p<0.05

2 Treatment response was defined as = 20% reduction in PANSS total score from baseline to week 6 (LOCF),
with 30 points subtracted from the PANSS total score to account for the scale range.

b Remission was defined as a score <3 (mild severity) on the PANSS items of delusions, conceptual
disorganization, hallucinatory behavior, blunted affect, passive social withdrawal, lack of spontaneity,
mannerisms and posturing, and unusual thought content at week 6 (LOCF).

- (oM "ot JHE 25t o|MElS 2 2 (MEHE 40mgd, 80mg, <k
= TAMOZE 12.7%, 14.4%, 2.7%), E5(9.1%, 11.5%, 5.4%), HZt=
=3 E(

(9.1%, 8.7%, 1.8%), TE(8.2%, 6.7%, 1.8%), Tl™(5.5%, 1.9%,

| o 1
« A2 S(akathisia)2 MelE FHelz T olAMISE MEE 40mg
T 6.4%, 80mg 3.8%, ®AUT 1.8%0AM LMSIAZF.
(M= MEHEA]4) Teigel 34 RN 1554002 gAY o=
Cluoe 3 9lote] REAI oMM B|mEY| 250 oy e 2k
HOY7 s EAIE HACE B UL, RAL X AlY 2128 A
%

M5t M ERzE

1z
1o
>
oII
_@

45) Leucht S, et al. Comparative efficacy and tolerability of 15 antipsychotic drugs in schizophrenia: a multiple-treatments
meta—analysis Lancet. 2013;382(9896):951-962.

46) amisulpride, aripiprazole, senapine, clozapine, chlorpromazine, haloperidol, iloperidone, lurasidone, olanzapine, paliperidone,
quetiapine, risperidone, sertindole, ziprasidone, zotepine

47) 212708 A7 T @Y w=7H A9t 130, olF =7k At 1997001+
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- (24 "Il PANSS, Brief Psychiatric Rating Scale48)& 0| &
HkX B{sl(overall change in symptoms)& %75t 2.
(@]

o

= DE 2ER ek Hof 23Ut fESIHL (range of mean effect sizes,
—0.33 to —0.88), clozapineO| @2 ChH| E1}7} 7+ SIS, (-0.88,
-1.03 to —0.73)

= |urasidone® CFHE <A CHH| =3e| JiME HO[X| 2&LUSZ. clozapine,
amisulpride, olanzapine, risperidone, paliperidone2 lurasidone CiH]
FolstAl &n7F o ZIi1, |lurasidoneZ}t LIHX| 2kE ZHol= felst =&
kel xto|7t el =.
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W Treatment [] Efficacy (SMDwith 95% Crl) ] All cause discontinuation (OR with 95% Crl)

Figure 2: Efficacy and all-cause discontinuation of antipsychotic drugs

Drugs are reported in order of efficacy ranking. Comparisons between treatments should be read from left to right and the estimate is in the cell in common between the column-defining treatment and
the row-defining treatment. For efficacy, standard mean differences (SMDs) lower than 0 favour the column-defining treatment. For all-cause discontinuation, odds ratios (ORs) higher than 1 favour the
column-defining treatment. To obtain SMDs for comparisons in the opposite direction, negative values should be converted into positive values, and vice versa. To obtain ORs for comparisons in the
opposite direction, reciprocals should be taken. Significant results are in bold and underlined. CLO=clozapine. AMI=amisulpride. OLA=olanzapine. RiS=risperidone. PAL=paliperidone. ZOT=zotepine.
HAL=haloperidol. QUE=quetiapine. ARl=aripiprazole. SER=sertindole. ZIP=ziprasidone. CPZ=chlorpromazine. ASE-asenapine. LUR=lurasidone. ILO=iloperidone. PBO=placebo.

48) PANSS7} 7183817 %S 79, Brief Psychiatric Rating ScaleS ©]-83F
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Overall change in symptoms

SMD (95% Crl)

Clozapine -0-88 (-1-03 to -0.73)
Amisulpride-0-66 (-078 to -0-53)
Olanzapine -0-59 (—0-65 to —0-53)
Risperidone —0-56 (-0-63 to -0-50)
Paliperidone —0-50 (—-0-60 to-0-339)
Zotepine—0-49 (-0-660 to -0-31)
Haloperidal -0-45 (-0-51 to -0-39)
Quetiapine -0-44 (-0-52 to —0-35)
Aripiprazole—0-43 (-0-52 to -0-34)
Sertindole -0-39 (-0.52 to-0-26)
Ziprasidone-0-39 (-0-49 to -0-30)
Chlorpromazine -0-38 (-0-54 to -0-23)

—_—e

Asenapine -0-38 (-0-51 to-0-25) —_—.
Lurasidone -0:33 (-0-45 to—0-21)| — -
lloperidone-0-33 (-0-43 to -0-22) —-
T T
- 0.5 1]
-+

Favours active drug

Figure 3: Forest plot for efficacy of antipsychotics drugs compared with placebo

- (oMM "HIEH x2S
7k, QTc AZL

= haloperidol,

X_”Ko I—E|

ziprasidone,

HES7H, FHeAz 2H ol&dets,

XX (sedation)=2 HItst
» XEBEZFCIES zotepineE M 2St BE U=

lurasidoneS M2t ZE 2=

=0 flef Eof o ZUS.
oA ¢

prolactin

=)

[
A All-cause discontinuation OR (95% Crl) B Weight gain SMD (95% Crl)
Amisulpride 0-43 (032 t0 0.57) —.— Haloperidol 0.09 {-0.00 to 0-17) —a—
Olanzapine 0-46 (0-41 to 0.52) Fa Ziprasidone 0.10 (-0.02 to 0-22) H—a—r
Clozapine 0-46 (0-32 to 0-65) —. Lurasidone 0-10 (-0-02 to 0.21) —a—
Paliperidone 048 (039 to 0-58) —a— Aripiprazole 017 (0-05 to 028) —a—
Risperidone 0-53 (0-46 to 0-60) - Amisulpride 0.20 (0-05 to 0-35) —.
Aripiprazole 0-61(0-51t0 0732) —a Asenapine 0-23 (0-07 to 0.35) —
Quetiapine 0-61 (0-52 to 0-71) —a— Paliperidone 0-38 (0-27 to 0-48) —a—
Chlorpromazine 0-65 (0-5 to 0-84) e Risperidone 0-42 (0-33 to 0-50) —a—
Zotepine 0-69 (0-41 to 1.07) —_————————— Quetiapine 0.43 (0-34 to 0.53) —a—
Asenapine 0-69 (0-54 to 0-86) —. Sertindole 0-53(0.38 to 0-68) —a—
lloperidone 0-69 (0-56 to 0-84) —a— Chlopromazine 0-55 (0-34 to 0-76) [
Ziprasidone 0-72 (0-59 to 0-860) — lloperidone 0-62 (0-45 to 0.74) —-
Lurasidone 077 (0-61to 0-96) —- Clozapine 0-65 (0-31t0 0-99) =
Sertindole 078 (0-61to 0.98) e Zotepine 0.71 (0-47 to 0-96) a1
Haloperidol 0-8 (071 to 0.90) e Olanzapine 0.74 (0.67 to 0-81) .
(I} 0!5 1 1‘5 -ol-s 0 1-'5
<+ —> +— —>
More discontinuation with placebo More discontinuation with active drug More weight gain with placebo More weight gainwith active drug

HA S
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C Extrapyramidal side-effacts OR (95% Crl)

Clozapine 0-3 (012 to 0-62) i

Sertindole 0-81 (0-47 to 1.3) ——

Olanzapine 1.00 (073 to 1.33) [

Quetiapine 101 (0-68 to 1.44) -

Aripiprazole 1-20 (0.73to 1-85) —-—

lloperidone 1.58 (0.55 to 3-65) ——
Amisulpride 1-60 (0-88 to 2-65) H—a—
Ziprasidone 1-61 (1-05to 2-37) —a—

Asenapine 1.66 (0-85t0 2.93) ——

Paliperidone 1-81 (1-17 to 2.69) —.
Risperidone 2:09 (1.54to 2.78) —a
Lurasidone 2-46 (1.55t0 3.72) ——

Chlerpromazine 2-65 (133 to 4.76)
Zotepine 3:01 (1-38ta 577) ; =

Haloperidol 4.76 (370 to 6.04) —.—
T T T T T T T T T T T 1
005115 2 253354455556
4+— —>

More extrapyramidal side-effects
with placebo

More extrapyramidal side-effects
with active drug

D Prolactin increase SMD (95% Crl)

Aripiprazole-0-22 (-0-46 to 0-03) +—=—-¢

Quetiapine -0.05 (-0-23 to 0-13) —

Asenapine 0-12 (-0-12t0 0-37) -

Olanzapine 014 (+0-00 to 0-28) —a—

Chlompromazine 0-16 (-0-48 to 0.8)+ ]

lloperidona 0-21 (-0-09 to 0-51) —_—a

Ziprasidone 0-25 (0-01t0 0-43) -

Lurasidene 034 (011 to 0.57) —a—

Sertindole 0-45 (0-16 to 0.74) —a—

Haloperido! 070 (0-56 to 0-85) -

Risperidone 1-23 (1.06 to 1-40) —a—

Paliperidone 1-30 (1.08 to 1.51) —a—

Amisulpride NA®

Clozapine NA

Zotepine NA

-(;‘5 0 0|-5 { 1!5
<+« —>

More prolactin increase Mare prolactin increase with
with placebo active drug

= Lurasidone, aripiprazole, paliperidone, asenapine 9| 2ol H|3f F<|o|

5 ool o
o QTc o] glAZ.
. . . . . . . o olo =
= amisulpride, paliperidone, setindole, iloperidone2 <¢IECH ZIH &
N oloro
iyl AX| AUF.
E QTcprolongation OR (95% Crl) F Sedation OR (95% Crl)
Lurasidone-0-10 (-0-21t0 0-01) +—=— Amisulpride1.42 (072t0 2.51)  H-—=—
Aripirazole 0-01 (<013 to 015} —a— Paliperidone 1.40 (0-85t02-19)  H—=—
Paliperidone 0-05 (-0-18t0 0-26) +—3@—— Sertindole 1.53 (0-82 t0 2-62) ——
Haloperidol 0-11 (0-03 to 0-19) —— lloperidone 171 (0-63t0 377) +H—8—H
Quetiapine 0-17 (006 to 0-29) —a— Aripiprazole 1.84 (105 to 3:05) —a—
Olanzapine 0.22 (0-11to 0-31) —a— Lurasidone 2.45 (131 to 4.24) —_—
Risperidone 0-25 (0-15 to 0-36) —a— Risperidone 2.45 (176 to 3.35) ——
Asenapine 0-30 (-0-04 to 0.65) e Haloperidol 2.76 (2.04 to 3-66) —a—
lloperidone 0.34 (0-22 to 0-46) —a— Asenapine 3-28 (1-37to 6-69) —
Ziprasidone 0+41 (031 to 0-51) —a— Olanzapine 334 (2.46 to 4-50) —a—
Amisulpride 0-66 (039 to 0.91) — Quetiapine 3.76 (2.68 to 5-19) —a
Sertindole 0.90 (076 to 1.02) —a Ziprasidone 3-80 (2.58 t0 5.42) —
Clozapine NA Chlorpromazine 7:56 (478 to 11.53) — s p
Chlopromazine NA Zotepine 8-15 (3-91t0 15:33) ¢ = »
Zaotepine NA Clozapine 8-82 (472 to 15-06) — P
[ | | [ T T I T | T [ | 1
-05 0 0.5 1 @t 2 34 5 B, 7 8 9 4o
+“— — +«— —>
More QTc prolongation with placebo Mare QTc prolongation with active drug More sedation with placebo More sedation with active drug
31 O In = [ =) =
O M1y Ad=34 Fof HHE F2 22 4S5
ol o EOH 51 ok—1 n 0 e S
Q ['I"l —||:I:H—7F—, 3}<\3|-, I:I_I-_I-'c-?—lzl]49) X-I|1CC):>l <:>':—|Ao-i 7c(:!-oH tl'Eu_#EI T= T= /él-gl-
= == s = =] Iz _
£ ZAYst 18-75AM 2ei&tXE a2 AMEHEE 20-60mgT(n=166), 2l
x4 IT _ —_ [e]Ne) _ . . | (@) =
HE 80-120mg@(n=169), YIA+F(n=170)22 1:1:1 F=te| wjF st ch
~ o = [m] o 1T = =~ L_ H H
712H6F) 7EM 2 oMM E gotet ct=7t, olZE7HE, fixed-flexible
49) Loebel A, et al. Lurasidone monotherapy in the treatment of bipolar [ depression: a randomized, double-blind,

placebo-controlled study. Am J Psychiatry. 2014;171(2):160-168.
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dose, 92F = parallel-group 917+ Z 1},

- (1A ®&M =HIMH%) J|XMx| HH] 6F A MADRS Hzte= AMEE
20-60mgw (-15.4, p<0.001 [effect size=0.51]), 80-120mg=(-1
p<0.001 [effect size=0.51]), ¥ -10.7 OiH| AEE FolM &
A H Z HerE AUS.

HE FOZ2 253X5FH 2l tiE] 40| HEEAL, olF &2
CHAOAM fEdol FAI=US.

2
- (2XF ©&8AM TIlHZE) CGI-BP5Y), QIDS51), HAM-A52), SDS53),
Q-LES-Q-SF54) 2
T2 22X wEM grtH=ol 7Nl tiH| 6FXte| CGI-BP &M= Hz}
= MMEHEE 20-60mg  (-1.8, p<0.001 [effect size=0.61]),
80-120mg=(-1.7, p<0.001 [effect size=0.50]), k= —-1.1 Oid|
MEE TN FelstA o Z HHatit /JARS.
FIGURE 2. Change From Baseline in Key Efficacy Measures

A. MADRS total score® B. CGI-BP depression severity score®

Baseline  Week Week Week Week Week Week Baseline  Week Week Week Week Week Week
1 2 3 4 5 6 1 2 3 4 5 6

Least Squares Mean Change
Least Squares Mean Change

—16 kA ] _20 :_{;

de

— m a Mean scores at baseline were 30.3 (SD=5.0), 30.6 (SD=4.9), and 30.5
Lurasidone, 20-60 mg/day (N=161) (SD=5.0) for the lurasidone 20-60 mg, lurasidone 80-120 mg, and
mmm Lurasidone, 80-120 mg/day (N=162) placebo groups, respectively.
— . b Mean scores at baseline were 4.52 (SD=0.62), 4.55 (SD=0.64), and
= Flacebo (N=167) 448 (SD=061) for the lurasidone 20-60 mg, Iurasidone 80-120 mg,
and placebo groups, respectively.

* p<0.05; ** p<0.01; ** p<0.001

50) CGI-BP; clinical global impressions scale for use in bipolar illness: 97e|7} g2} &) AWAElE A7t B2 748 3%
2 FAH, A5 2E555 JHY 50t Hrha w3k

51) QIDS; Quick Inventory of Depressive Symptomatology: & -0 HutAe] FZHLE ZAes PrieT

52) HAM-A; Hamilton Anxiety Rating Scale: &9F S42 ALE SAHsE A7t Fristes A2 147 2dez 7449, 7 382
0-4do= 45t H47t 2555 e Bo S48 Yehy.

53) SDS; Sheehan Disability Scale: 715 SAHAETE 2d/skul Aol A3 Aol 714/715 A Hojdgoz 1A%,

54) Q-LES-Q-SF; Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form

N
it
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C. Individual MADRS item scores (week 6)

Reported sadness e
e

Apparent sadness wekk

dedek

Inner tension

* %

Reduced sleep o

Reduced appetite

Concentration
difficulties rerd

Lassitude s
kkd

Inability to feel *d
*x

Pessimistic thoughts e
ek

Suicidal ideation

0.0 0.5 1.0 1.5 2.0 2.5

Least Squares Mean Change
= FUHEQl 2xF 7EM "I #Ha42l QIDS, HAM-A, SDS, Q-LES-Q-SF
2 Slok? Cjy| RolF HMS BYS

FIGURE 3. Baseline-to-Endpoint Change Scores on Additional Secondary Efficacy Measures (intent-to-treat population)®

Quick Inventory of Depressive

Symptomatology—Self Report Hamilton Anxiety Rating Scale
Lurasidone Lurasidone Lurasidone Lurasidone
20—60 mg 80-120 mg Placebo 20—-60 mg 80-120 mg Placebo
=161) (N=162) (N=162) (N=161) (N=162) (N=162)
- 0.0 = 0.0
= £
2 g
- 1.0 - -1.0
= =
[*8] =)
g -20 5 -20
=] (=]
' ]
T 30 ® 30
o o
o0 1)
= =
E 40 & -0
(=] (=]
[~ —4.5 c
g 5.0 g -5.0
= =
sl w
£ —6.0 £ —6.0
© ]
3 =
2 70 S F 70
- pe
® i ©
T <
= -8.0 = -8.0
Quality of Life Enjoyment and Satisfaction Sheehan Disability Scale
Questionnaire—Short Form
- 25 Lurasidone Lurasidone
= 20-60 mg 80-120 mg Placebo
2 _ (N=161) (N=162) (N=162)
-E Hke 0.0
=20 193 13.8
(=5 -
= =
C S
- _g 2.0
[ 15 B
) &
5 S 4.0
= =
(& <
5 10 &
g -6.0
= S
g 5
5 =
5 5 z -80
=2 e
5 5
i g
< - Z —10.0 *93
@
Lurasidone Lurasidone Placebo -
20-60 mg 80—120 mg (N=162)
(N=161) (N=162) -12.0

2 LOCF=last observation carried forward.
* p<0.05; ** p<0.01; ** p<0.001
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el fa4 U HHMS I S5t MHEZD fEoR i
2atol wiFse)stol 7| ZHEF) WIFE ChRot, ol FETHY, 9ok = 3
A o4 Ao}

- (1&x} &M HotH=) 7| | 63Xt MADRS Hsl= AMEEZEL -17.1,
ekt —13.52 Folst Xlo|& HY 2. (p=0.005, effect size=0.34)

- (Xt REAM HIHA)) F 2x FEAM ™ISl J|A x| ]| 6
CGI-BP Hsl= AIEET -1.96
(p=0.003, effect size=0.36

f

TR
et 1. 512 7ot XIO0|E E¥US.
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FIGURE 2. Change From Baseline in Key Efficacy Measures

A. MADRS total score? B. CGI-BP depression severity scoreb
Baseline Wweek week Week week week Week Baseline Week week Week week Week week
1 Z 3 4 5 (5] 1 2 5 4 5 6
O 0.0
2 \\
—4 @ "
W \l o — N
o e " =2 5
m —6 \\ S \\
S =
2 | 8 3 e
g —8 ~—_ & S
= - £ \"-—-,_
o —10 — L 0 - —
E T 3 o 0
= S o =
= ~ A o~
hod 5 1--H w ~
% - e bl \
™ —14 i —
5 - —1.5
e

—16 % e

—18 - -

—20 —2.0 e

Lithium/valproate plus lurasidone (N=173)
s Lithium/valproate plus placebo (N=161)

55) Loebel A, et al. Lurasidone as Adjunctive Therapy With Lithium or Valproate for the Treatment of Bipolar I Depression: A
Randomized, Double-Blind, Placebo-Controlled Study. Am J Psychiatry. 2014;171:169-177.

56) A%+ lithum/valproatew (n=179)¥} 9] 2k+ Lithium/valproatev(n=161)2.2 1:1 F29] wA

57) Hamilton anxiety scale (=8.0 versus -6.0; p=0.003), Quality of Life, Enjoyment, and Satisfaction Questionnaire-Short Form
(+22.2 versus +15.9; p=0.003), SDS(Sheehan Disability Scale) (29.5 versus 27.0; p=0.012)
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C. Individual MADRS item scores (week 6)

Reported sadness ek
Apparent sadness oih
Inner tension
Reduced sleep ”
Reduced appetite
Concentration difficulties
Lassitude [ P

Inability to feel |

"

Pessimistic thoughts

Suicidal ideation

0.0 0.5 1.0 1.5 2.0 2.5
Least Squares Mean Change

- (MM o) HEE9 o|AtHtES2 AZOA SEEFH o0y, AIZESE o|At
HS2 AMEZFOM 1.1%, ALHOA 1.2%2 FARIZS. XB SIC2
MEZO|AM 6.0%, UM 7.9%2 FAIS. AF77|ZF Sot Atz
HIOEX| 4US

O [lefo =, 34 HAH]S M1y A=A Zof ZH=E T 2 MSFE
28t 10-17M| 2o HAHEIKIE S22 AMEE 20-80mg(n=176),
AR (n=174)22 1:1 F22] dl™sto{ E7[ZH6F) M 2 oMM S
Hotst ct=27t, o|&E =78, flexible—dose, 12F = o7 AI},

- (1X} &4 HItH) 7|X x| CHH| 63X} CDRS-R%9) H3l= MEEZL -
21.0, ekt -15.322 MEEZFTFOAM welstAl O 2 Wb USRS
(p<0.0001 [effect size=0.45])
= 2FARE MEEFD f[ekTe| Felst xfo[rf mENEJLD, olF BE

CHAO Al XtO[7F FAI=[RAS.

- (2x 7EM HIMH) 2 2K wEd gIrHHel J|MX| ciH| 63Xt
CGI-BP60) Higt= AMEHET —1.49, ?= -1.0522 AMHEEZAM 72
SHAl o 2 HaEJE JAAS. (p<0.0001 [effect size=0.441])

58) DelBello MP, et al. Efficacy and Safety of Lurasidone in Children and Adolescents With Bipolar I Depression: A
Double-Blind, Placebo—Controlled Study. J Am Acad Child Adolesc Psychiatry. 2017;56(12):1015-1025.

59) CDRS-R; Children’s Depression Rating Scale-Revised 177} &&o 2 A% H oJAo7} ofs W Brele] thsls Ea) Hrish
T HYE 178~11342.2 404 o2 9255 Yehld, 284 ols) 4 T #3445 9n3h

60) CGI-BP; clinical global impressions scale for use in bipolar illness

_21_



FIGURE 2 Least squares (LS) mean change from baseline in primary (Children’s Depression Rafing Scale-Revised [CDRS-R]) and
key secondary (Clinical Global Impression-Bipolar-Severity [CGI-BP-5]) efficacy measures (mixed model for repeated measures
analysis of intent-fo-treat population). Note: (A) CDRS-R total score. (B) CGI-BP-S depression score.

Treatment Week
A

Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
] t t t t t {

*p <0.05
54 *%p <0.001
*%%p <0 0001

10 +

LS Mean Change in CDORS-R Total Score

20 +

k¥

2k =d—=Lurasidone 20-80 mg/d (N=173)  —#=Flacebo (N=170}

B Treatment Week

Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
0.00 4 + + } } |

*P<0.01
**p <0.001
**%p <0.0001

-1.00 +

-1.25 -+

LS Mean Change in CGI-BP-S Depression Score

-1.50 +
* k%

-1.75 L —i—Lurasidone 20-80 mg/d (N=173) =i~ Placebo (N=170)
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TABLE 2 Efficacy Endpoints: Change at Week & (Intent-to-Treat Population; Mixed Model for Repeated Measures Analysis)

Lurasidone, Placebo Treatment Difference p Value
20-80 mg/d (n = 173) [n= 170} (95% Cl) (Effect Size)

CDRSR total score

Baseline mean (SD) 59.2 (8.24) 58.6 (8.26)

LS mean change (SE) —21.0(1.06) —15.3 (1.08) -5.7 (-8.4 10 -3.0) <.0001 (0.45)
CGI-BP-S depression score

Baseline mean (SD) 4.6 (0.65) 4.5 (0.57)

LS mean change (SE) —1.49 (0.085) —1.05 (0.087) —0.44 (-0.66 to —0.22) <.0001 (0.44)
PARS

Baseline mean (SD) 10.9 (7.72) 11.5 (7.6)

LS mean change (SE) —3.4 (0.44) —2.3 (0.45) 1.1 {(-2.2 10 -0.1) .0385 (0.23)
CGAS

Baseline mean (SD) 48.8 (8.73) 49.5 (6.99)

LS mean change [SE) +14.0 (0.96) +9.3 (0.99) +4.7 (2.4107.0) <.0001 (0.44)
Pediafric QLES-Q"

Baseline mean (SD) 49.6 (15.5) 49.7 (17.3)

LS mean change [SE) +11.8 (1.1) +7.9(1.1) +3.9 (1.2 10 6.5) .0044 (0.32)
Note: CORSR = Childhood Depression Rating Scale—Revised; CGAS = Children's Global Assessment Scale; CGHBPS = Clinical Global Impression-Bipolar Severity,

LS = leasi squares; PARS = Pediatric Anxiety Rafing Scale; GHESG = Quality of life, Enjoyment, and Satistaction Questionnaire; 5D = standard deviation; S5E =

standard error.

PPediatric GHESQ is the percent of the maximum possible score.

- (SHHA BN JK E8 o|AHIS 2 2MT 309D, o|MHISoE
B Fob FEH2 & FollAl 242 33(1.7%)01US.
. 7% olyel HE Brte ®ol #BXe| u|B2 ¥ To| FABAL (

=T 4.0% vs. T 5.3%)

= A 2 X7 5 A4 d R MEEL /(e 2 olo] Ue

Ato|7F SIUZ.
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