Benefit of Early Use of LAI
Strategy to Manage Relapses in Early Stage Schizophrenia
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Treatment journey of schizophrenia patients *
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*From Janssen-sponsored market research, a total of 620 patient charts were collected from 161 healthcare providers (HCPs) from August 22 through September 12, 2016. Key screening criteria included: Must have seen at least 30 individual patients with
schizophrenia in the past 3 months, must have treated at least one patient with one of the 10 specified antipsychotics in the past 3 months, should have been in practice for a minimum of 2 and a maximum of 35 years.



Systematic review and meta-analysis
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oral antipsychotics in 7
° Hospitalisation preferential to relapse
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Figure 3: Forest plot for summary outcomes related to hospitalisation or relapse with LAls versus oral antipsychotics
Studies without available data on hospitalisation or relapse were excluded from relevant analyses. LAl=long-acting injectable antipsychotic. NNTB=number needed
to treat for an additional beneficial outcome. RCT=randomised controlled trial. *“NNTB was calculated when the RR for that comparison was statistically significant

(p<0-05).

Kishimoto T, Hagi K, Kurokawa S, Kane JM, Correll CU. Lancet Psychiatry. 2021;8(5):387-404




Real-world effectiveness of LA
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Risk for Psychotic Readmission
(monotherapy, multivariate)

Antipsychotics aHR (95% ClI)
Haloperidol LAI 0.79 (0.72, 0.86) —a—
Flupentixol LAl 0.82(0.76, 0.88) -
Risperidone LAl 0.83(0.77, 0.89) —e—

= -
Olanzapine 0.96 (0.93,0.99) o
Clozapine 0.97 (0.94, 1.00) o
Chlorpromazine 0.98 (0.91, 1.06) —ar—
Trifluoperazine 0.98 (0.89, 1.08) -
Flupentixol 0.99 (093, 1.04) —a—
Aripiprazole 1.01 (0.97, 1.06) -
Paliperidone LAI 28 1.03(0.91,1.18) T
Sulpiride 1.04(1.01,1.08) o
Clotiapine 1.05(0.97,1.14) i
Zotepine 1.08 (1.04,1.13) -
Paliperidone 1.11(1.05, 1.16) —a—
Haloperidol 1.13(1.08,1.17) -
Quetiapine 1.22(1.18, 1.26) e
Ziprasidone 1.23(1.13,1.33) : ! | ——— |

05 1 15
<--Better than Rispendone-- —-Worse than Risperidone-—>
B Risk for All-Cause Readmission
(monotherapy, multivariate)

Antipsychotics aHR (95% Cl)
Haloperidol LAl 0.81(0.75, 0.88) —a—
Flupentixol LAI 0.83(0.78, 0.89) i
Risperidone LAl 0.83(0.78, 0.89) ——

- -
Clozapine 0.96 (0.93,0.99) ]
Olanzapine 0.97 (0.94, 1.00) -
Flupentixol 0.99(0.94, 1.04) —a—
Aripiprazole 1.00 (0.96, 1.04) .-
Trifluoperazine 1.01(0.93, 1.10) ——
Chlorpromazine 1.01(0.95, 1.08) —m—
Sulpiride 1.03 (1.00, 1.06) e
Clotiapine 1.04 (0.97,1.10) -
Paliperidone LAI 28 1.04(0.92, 1.17) T
Zotepine 1.07(1.03,1.11) -
Paliperidone 1.08 (1.03,1.13) —a—
Haloperidol 1.11(1.07,1.15) -
Quetiapine 1.16(1.13,1.19) .
Ziprasidone 1.17 (1.08, 1.25) | ! —a— i

05 1 15

<—Better than Risperidone— —Worse than Risperidone—>

N=75,986
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Progressive brain change over multiple relapse in FES

M Duration of relapses & antipsychotic treatment intensity were related to significant decreases

in both general and regional brain measures
& & M Total Brain Volume Change (N=202)
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1. Adapted from Dr Henry Nasrallah speaks expert sharing

* . H
2. Andreasen N. et al., Am J Psychiatry. 2013 Jun 1;170(6):689 Note: 202 patients who had at least two structural MRI

scans and were followed for at least 5 years



Increased number of relapses might result in poorer
treatment responses and prolong recovery process?

over time in first vs. second episodes $ rates over time in first vs. second episodes
(N =130) (N=130)
- 100% _ » * k%
= 60 _ m Episode 1 T ‘m
© o 90% - L ew
E i * kK
(7, 80% T
:'— 50 n *kk
@ - 2 70%
@
8 45 T b ok ok
b 1 g 60% A
® 40 S
I . 8 50%
(7]
- . Q
‘é’ 35 ] Episode 1 ’\; 40% -
) i - c
30 1 - B 30%-
T T T T T T T T T T T T T T . * %k k
0 10 20 30 40 50 60 20% T
Week 10% A
(Episode 1) 130 126 115102 97 90 79 68 59 50 39 34 28 19 16 11 .
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Week
The mixed-model analysis revealed a significant interaction between episode and time (F = 13.8, $ . The proportions of patients achieving >50% reduction in the BPRS total scores over time in first vs.
df =15, 2242, P <0.001). ***P < 0.001, **P < 0.01, *P < 0.05. BPRS brief psychiatric rating scale. second episodes (/V = 130). The generalized estimating equation analysis revealed a significant

Interaction between episode and time (# = 105.0, 2 < 0.001). #**P < 0.001, **P < 0.01

*Included patients with a diagnosis of first-episode schizophrenia or schizoaffective disorder who met the following criteria: (1) referral to the FEP Program
between 2003 and 2013; (2) treatment with an oral second-generation antipsychotic according to a standardized treatment algorithm; (3) positive symptom
remission; (4) subsequent relapse (i.e., second episode) in association with non-adherence; and (5) reintroduction of antipsychotic treatment with the same
agent used to achieve response in the first episode.

**BPRS: 18-item brief psychiatric rating scale; § 50% response was defined as >50% reduction in the BPRS total scores.

1. Takeuchi H, et al., Neuropsychopharmacology. 2019 May; 44(6): 1036—1042



Level of functioning

Relapses potentially may lead to brain damages and cause cognitive

decline and functional impairment®?

Schizophrenia disease progression
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1. Tandon R et al. Schizophr Res 2009; 110(1-3): 1-23;
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Farly treatment intervention from 1st Episode could
impact the course of disease!?
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Adapted from: Lieberman JA, et al. Biol Psychiatry. 2001;50(11):884-897
Reference: 1. Lieberman JA, et al. Biol Psychiatry. 2001;50(11):884-897 2.Birchwood M et al. Br J Psychiatry 1998;172 (S 33):53-9.
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Risk factors for relapse following treatment for first episode psychosis?

Significative Risk Factors Risk (OR)

Risk (2.2x) persists even after controlling for confounding factors
Risk persists even in groups with high adherence to treatment

But not other components of Expressed Emotion.
Social support is associated with reduced risks of relapse %

N=29 studies

HOW CAN WE IMPROVE ADHERENCE TO

@) ANTIPSYCHOTIC TREATMENT ?

1. Adapted from Alvarez-Jiménez M et al. Schizophrenia Research 2012;139:116-128 10



Discontinuation of the initial antipsychotic is a
major concern in the course of treating FEP

104 antiptychotie- B Rate of discontinuation of the first antipsychoticwas 72%,
i%m between the 3 investigated antipsychotics (olanzapine (73%),

08 - Riaperione corere risperidone (68%) and aripiprazole (75%))

05 N=390 B Mean time to discontinuation was 7.2 (4.6) months and was

not differentamong the three antipsychotics

0.4

Survival Distribution Function

or

0.0
T T T T T T T T ‘
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Time to Discontinuation (month)

Fig. 1. Kaplan-Meier estimated survival curves by antipsychotic.

Mustafa S, Joober R, Lepage M, lyer S, Shah J, Malla A. Predictors of 'all-cause discontinuation' of initial oral antipsychotic medication in first episode psychosis. Schizophr Res. 2018
Nov;201:287-293. doi: 10.1016/j.schres.2018.04.027. Epub 2018 Apr 26. PMID: 29706449.



O The Journal of
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CELEBRATING 85 YEARS

Patients who had received a new diagnosis of schizophrenia and hospitalized between January 1, 2002, and December 31, 2005 (N=23214)

This work may not be copied, distributed, displayed, published, reproduced, transmitted, modified,
posted, sold, licensed, or used for commercial purposes. By downloading this file, you are
agreeing to the publisher's Terms & Conditions.

ORIGINAL RESEARCH

Long-term Outcomes of Early Use of Long-Acting
Injectable Antipsychotics in Schizophrenia

Su-Chen Fang, PhD®; Cheng-Yi Huang, MDP: and Yu-Hsuan Joni Shao, PhDSd*

Published: June 1, 2022

Early stage group (LAls within 3 years of OAP initiation):

B The hazard ratios for all- and natural-cause mortalities
were 0.49 and 0.30, respectively in the 13-yr study up.

B A marked decrease of risks of re-hospitalization,
psychiatric hospitalization, and psychiatric ER visits.

Use of LAls in the late stage of treatment did not
decrease the risk of relapse or mortality.

A 4

Excluded (N=3401)

1. Age =15 ar age * 65 years old at first prescription.
2. Deaths or = one year of medical history after first

A\

Base cohort: QAP users (N=19813)

il 1:1 matching by il

Patients who switched to LAls ¢ Age Base cohort: OAP users (¥ = 19813)

* Sex

¢ Calendar year of cohort entry (year of first
use of antipsychotics)

* Psychiatric comorbidities

¢ At least 6 prescriptions within a | -year
period post-discharge

received at least 6 prescriptions
within a 1-year period post-

discharge (N=904)

» | Start of follow-up = date of the matched

! l

678 switched to LAls (early-stage: 312 and late-stage: 366)

A 4

Follow-up until the earliest of:
Switching to another type of antipsychotics. (e.g., OAP switching to LAISs).
Death
End-point of follow-up (December 31, 20153)

Figure 1 Flowchart showing the study cohorts.



Role of LAl in the early phase of schizophrenia

m Views 1,744 | Citations 0 = Altmetric 15 Effi ca cy

Invited Commentary | Psychiatry

July 28, 2022 »Emerging evidence supports the initiation of
Improving Outcomes in Schizophrenia—A Case for LAls within the early phase of illness to alter
Initiation of Long-Acting Antipsychotics in Early- the disease trajecto ry_2,3,4

Phase Illness
Brittany M. Gouse, MD, MPH™?; Hannah E. Brown, MD'-? Safety

» A lower risk of EPS and fewer hospitalizations

2Department of Psychiatry, Boston Medical Center, Boston, Massachusetts

for CV diseases and for somatic disorders
during LAl treatment compared with OA
treatment.?

JAMA Netw Open. 2022;5(7):e2224172. doi:10.1001/jamane tworkopen.2022.24172

A critical need for research in populations with a FEP to
explore the use of LAl as a first-line treatment, regardless
of the perceived level of adherence to an OA.!

Gouse BM, Brown HE. JAMA Netw Open. 2022;5(7):e2224172.

Wei Y, Yan VKC, Kang W, et al. JAMA Netw Open. 2022;5(7):e2224163.

Kishimoto T, Hagi K, Kurokawa S, Kane JM, Correll CU. Lancet Psychiatry. 2021;8(5):387-404.
Huang CY, Fang SC, Shao YJ. JAMA Netw Open. 2021;4(5):e218810.
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What if we had initiated LAl earlier in Mr. H case?

First episode at
22 y/o
Remission

Partial response

Chronic relapsing

CRITICAL Q LAl initiated at 3™
PERIOD bl hospitalization

25 30 35 40 Age (yrs)

Adapted from: Lieberman JA, et al. Biol Psychiatry. 2001;50(11):884-897
Reference: 1. Lieberman JA, et al. Biol Psychiatry. 2001;50(11):884-897 2.Birchwood M et al. Br J Psychiatry 1998;172 (S 33):53-9. 14



Bali is a good place to work, to relax, to retreat, to be treated, doing research
and study......
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B R 2ZF/EXG 8 / First Episode Psychosis
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refl:Liu CC, Lai MC, Liu CM, Chiu YN, Hsieh MH, Hwang TJ, Chien YL, Chen WJ, Hua MS, Hsiung PC et al: Follow-up of subjects with suspected pre-psychotic state in
Taiwan. Schizophr Res 2011, 126(1-3):65-70.

2. Fusar-Poli P, Cappucciati M, Rutigliano G, Heslin M, Stahl D, Brittenden Z, Caverzasi E, McGuire P, Carpenter WT: Diagnostic Stability of ICD/DSM First Episode Psychosis
Diagnoses: Meta-analysis. Schizophr Bull 2016, 42(6):1395-1406.



