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Background Results (continued)

In bipolar | disorder (BP-I), level of insight is the degree to which a patient is consciously aware of their condition, Figure 2: Study 250: Change over time in the proportions of patients with YMRS insight item scores 0-4
recognizes symptoms as an indicator of the condition, and accepts that these symptoms require treatment.’ Oral arics | AN 400
: : : : : : . : : : . i ral aripiprazole
Patients dlagnosed with BP-| may experience |mpa|red mSlght durmg both acute eplSOdeS and perlOdS of remission.** YMRS insight item score stabilization phase | stabilization phase | Double-blind, randomized, maintenance phase
: | |
« Up to 94% of patients are reported to have impaired insight during depressed, manic, or subsyndromal states, 0. Present; admits illness; > ; ° > ; ° L - |
compared with 47% of patients in remission.? agrees with need for treatment 04 i | |
& 1. Possibly ill 0.8 11 | !
- Evidence suggests that insight impairment is worse during manic phases compared with periods of depression 2. Admits behavior change, but denies iliness 100~ N - 49 57
and remission 48 B 3. Admits possible change in behavior, 90 - : - | |
: but denies illness 95.5 94.7
- Poorer insight is associated with several factors, including a higher number of previous episodes, more time spent @ 4. Denies any behavior change 20- ;
j j j j 8 Q : : Week 0 Week 52
In acute episodes, and higher residual symptoms. % 60 - n=132) o131}
» Poor patient insight in BP-I results in worse clinical outcomes and treatment adherence.®' Gains in patient insight Treatment with aripiprazole in the £ 50- ; 93.2 RI ndomization
are directly correlated with increased medication adherence. stabilization phases led to an increase in  EE=JTE 826  83.0 i
the proportion of patients with a YMRS S 72.8 | |_> 7.5
The Young Mania Rating Scale (YMRS) assesses insight as 1 of 11 items that, together, can be used to measure the insight item score of 0 (admits illness and i i
severity of mania." agrees with need for treatment). 20 : :
L : 10 - i |
YMRS data from clinical trials of 2 long-acting injectable (LAI) antipsychotic formulations — aripiprazole once-monthly p'::::;:sa r‘::i'fh":?ﬂ;rg it::i g;f'iotzrr:c:;::e 0 i i 91.0 86.5
400 mg (AOM 400) and aripiprazole 2-month ready-to-use 960 mg (Ari 2ZMRTU 960) — in patients diagnosed with BP-I of 0 was maintained in the AOM 400 group Week 0  Week 6 Week 0  Week 26
provide an opportunity to examine whether insight improves with aripiprazole LAl treatment. but decreased in the placebo group. (n=265)  (n=265) ! (n=265) (n=265) Week 0 Week 52
; (n=133) (n=133)

Data refer to all patients in Study 250 who entered the oral aripiprazole stabilization phase and who received randomized treatment (last observation carried forward dataset)

@ The objective of these exploratory post hoc analyses was to assess the effect of AOM 400 Prosenied daa reflect the resus of a postoc analyis and shauld be treated as exploratory an inerpreted with caution
\\1~ and Ari 2MRTU 960 on insight in patients diagnosed with BP-I

Study 181 (Ari 2MRTU 960 versus AOM 400) — All patients diagnosed with BP-I

* |n total, 266 clinically stable patients diagnosed with BP-I or schizophrenia were enrolled and randomized to receive Ari ZMRTU 960 or AOM 400.
Meth Ods Of these, 81 patients (30.5%) were diagnosed with BP-I, with YMRS data available for 39 patients treated with Ari 2ZMRTU 960 and 40 patients treated
with AOM 400, comprising the analysis population for this post hoc analysis. Demographics and baseline clinical characteristics for these patients are

Study design shown in Table 3.

. Thees o hee anslsss were parorined using cee fem 2 predeudly Box 1: lliness insight measured using the YMRS - Least squares (LS) mean change from baseline in YMRS insight item score over time is shown in Figure 3.
completed controlled trials. 23 - Efficacy outcomes in the subpopulation of patients with a YMRS insight item score >0 at baseline are shown in Table 4.
— Data for AOM 400 were from a double-blind, randomized withdrawal i i .. ..
trial conducted in patients diagnosed with BP-1 who were currently YMRS ‘insight’ item" Table 3: Study 181: Demographics and baseline clinical characteristics
oral aripiprazole, followed by stabilization on AOM 400, before being 0. Present admits illness: aarees with need 5 . —
randomized to continue AOM 400 or switch to placebo for 52 weeks | " for treatment » a9 SNEEED D GIELEEEIEIES
(NCT01567527; Study 250). 2 2 £ Age, years 47.9 (11.1) 45.1 (11.2)
— Data for Ari 2MRTU 960 were from an open-label trial conducted § [z 1. Possibly ill Female, n (%) 15 (38.9) 21 (52.5)
In clinically stable patients diagnosed with schizophrenia or BP-| 2 P 2. Admits behavior change, but denies illness BMI, kg/m? 28.4 (3.9) 27.0 (4.8)
who were randomized to Ari 2MRTU 960 or AOM 400 for 32 weeks T ! Clinical characteristics
(NCT04030143; Study 181)." 2 3. Admits possible change in behavior
. . = = ' POS! J ’ YMRS total score 6.6 (7.4) 9.4 (8.3)
— For study design figures, please refer to Supplementary Figures 1 but denies illness S
and 2, which can be accessed via the QR code. . . YMRS insight item score 0.2 (0.5) 0.3 (0.7)
4. Denies any behavior change MADRS total score 11.0 (9.5) 13.0 (9.3)
Post hoc analyses CGI-BP-S overall score 2.3(1.2) 2.8(1.2)
« Study 250 and Study 181 used a range of clinical measures to assess CGI-BP-S mania score 1.7 (1.0) 2.3 (1.2)
symptoms; the YMRS “insight’ item (scale 0-4) assessed awareness and YMRS, Young Mania Rating Scale CGI-BP-S depression score 2.2 (1.2) 2.5(1.1)

acceptance of illness in patients diagnosed with BP-I (Box 1).

Data are shown as mean (standard deviation), unless otherwise stated
Data are for the subset of patients in Study 181 diagnosed with BP-I and with available data relating to YMRS assessments
BMI, body mass index; CGI-BP-S, Clinical Global Impression — Bipolar Version-Severity; MADRS, Montgomery—Asberg Depression Rating Scale; YMRS, Young Mania Rating Scale

Results

Study 250 (AOM 400 versus placebo)

Figure 3: Study 181: Change in YMRS insight item score

Table 1: Study 250: Demographics and baseline o 0.2 - Ari2MRTU 960 —6- AOM 400
* In total, 265 patients were stabilized on oral aripiprazole and then clinical characteristics > T
AOM 400 before receiving randomized treatment with either AOM 400 @ 0.1-
or placebo. Demographics and baseline clinical characteristics for the AOM 400 Placebo '; At Week 32, YMRS
randomized population are shown in Table 1; for this analysis, baseline (N=132) (n=133) O (00 b= - e TTTTTTT— L n '"isn"gr:):f::l"ffg:‘re
was defined as the start of the oral aripiprazole stabilization phase. Demographic characteristics "g - ) b:seline with
 Mean YMRS insight item score over time is shown in Figure 1; Age, years 40.2 (10.8) 40.0 (11.2) S -0.1- —0.12 Ari 2MRTU 960 and
change over time in the proportions of patients with YMRS insight Female, n (%) 82 (62.1) 70 (52.6) S | AOM 400, with a
item scores 0-4 is shown in Figure 2. BMI, kg/m? 30.5 (7.6) 29.8 (6.7) (’ug —0.2 - L | . sigr_1ificantly greater
- Efficacy outcomes in the subpopulation of patients with a YMRS insight Clinical characteristics = —0.25 ol;’:epr';‘;‘;e;“rﬁg:lg
item score >0 at baseline (27.2% of the randomized population) are YMRS total score 15.8 (10.5) 15.8 (10.9) g -0.3 - - x : e
o Zhhc;v;:gemotzlf!c?mze. in YMRS insight item individual response category YMRS Insight Item score 0.5(9.9) 0.40.5) 3 -04 . . . . . | o Z“AICQ)TMUBOGOO S
for all patients and in those patients with a YMRS insight item score >0 YMRS Insight item score >0, n (%) 55 (26.9) 57 (27.8) Week 0 Week 4 Week 8 Week 16 Week 24 Week 28 Week 32
at baseline are shown in Supplementary Figure 3 and MADRS total score 5.4 (5.9) 3.8 (4.1) n=
Supplementary Figure 4, respectively. CGI-BP-S overall score 3.3 (1.1) 3.1 (1.3) Ari 2MRTU 960 39 36 37 34 30 30 29
CGI-BP-S mania score 3.1(1.2) 3.1 (1.3) AOM 400 40 40 37 35 31 29 30
CGI-BP-S depreSSion score 1 6 (08) 1 3 (06) Data refer to the subset of patients in Study 181 diagnosed with BP-l and with available data relating to YMRS assessments (last observation carried forward dataset). Presented data reflect the results of a post hoc analysis and should be treated as exploratory and interpreted with caution
*P<0.05, **P<0.01 versus AOM 400 (P values for between-group comparison were derived from an MMRM analysis with fixed effects of treatment, pharmacokinetic sampling schedule for determining the concentration of aripiprazole in patients’ plasma, week, treatment-by-week
g:;aeﬁ:g jvr;?éneﬁﬁergi?tézti?gsff?ﬁg iggir;);igi?)lgszsoghﬁ;\ggﬁfafﬁrt]eghase mé)el\r/?zt(i)%r,]’aarir;])(ijp?:zsgllience):():i/a—-vrvneoenlﬁtri?;eélr(a)gtir(r)\g;a:ricgl\\//lal'\r’i'lqtf)%o, aripiprazole 2-month ready-to-use 960 mg; BP-I, bipolar | disorder; LS, least squares; MMRM, mixed model for repeated measures; SE, standard error; YMRS, Young Mania Rating Scale

AOM 400, aripiprazole once-monthly 400 mg; BMI, body mass index; CGI-BP-S, Clinical Global Impression — Bipolar Version-Severity;
MADRS, Montgomery—Asberg Depression Rating Scale; YMRS, Young Mania Rating Scale

Table 4: Study 181: Change in efficacy outcomes in patients with a YMRS insight item score >0 at baseline

Figure 1: Study 250: Mean YMRS insight item score over time Ari 2MRTU 960 AOM 400

Week 0 of randomized Week 32 of randomized Week 0 of randomized Week 32 of randomized
Oral aripiprazole AOM 400 phase (n=4) phase (n=4) phase (n=8) phase (n=7)
)

stalbilization ph:s.e stabilization phase . Double-blind, randomized, maintenance phase | YMRS total score 16.00 (12.14) 4.00 (0.82) 20.00 (6.78 6.43 (2.51)
- i i - CGI-BP-S overall score 3.00 (1.41) 1.50 (0.58) 3.88 (0.99) 2.57 (1.13)
9 7] : : I—P Placebo Mean YMRS insight item score improved across :
| | I-BP- 2.75(1.71 1. : 25 (1.04 1.71 (0.4
o 0.44 (0.84)= . i the oral aripiprazole and AOM 400 stabilization G S mania score > ) 50 (0-58) 3.25(1.04) (0.49)
9 | ' Randomization phases; at 52 weeks, this improvement was MADRS score 13.50 (10.795) 1.75 (1.26) 20.13 (7.36) 11.29 (8.38)
N 0.4 - ! ! - - - - -
= | | | AOM 400 malr};tat"r‘:)(: i': t%a:;een\f:hvg?:cﬁzzze?aﬁgx 400, For the few clinically stable patients who had a YMRS insight item score >0 at baseline, treatment with Ari 2MRTU 960 and AOM 400
S i i " P ] improved mean YMRS total score, CGI-BP-S overall score, CGI-BP-S mania score, and MADRS score at Week 52 compared with baseline,
£ 03- | | suggesting an improvement in symptoms over the course of treatment.
(=2 ' : :
Z’ : : Data are shown as mean (standard deviation)
= : | 0 20 (OGO)a Data refer to .thle subset of patients in Study 1.81 _diagnosed with BP_-I and with a YMRS insight item score.>0 at baseline.(llast observation carl_'ied forward datas.et). Prese_nt.ed data reflect the results of a post hoc a_nalysisland shoulld be treated as expl_orator_y and interpreted with caution
7 O 2 ! 0 1 8 (0 43)a ! AOM 400, aripiprazole once-monthly 400 mg; Ari 2MRTU 960, aripiprazole 2-month ready-to-use 960 mg; CGI-BP-S, Clinical Global Impression — Bipolar Version-Severity; MADRS, Montgomery—Asberg Depression Rating Scale; YMRS, Young Mania Rating Scale
Y 2 V- . :
E 1 : | | | |
> ; 0.1 (0.35) Limitations Conclusions
S 0.1- i . 0.07 (0.31)a s
= : :
| * These were post hoc analyses of Study 250 and Study 181;
00 | 0.05 (0.26) consequently, analyses were not fully powered for the endpoints * In the post hoc analysis of Study 250, aripiprazole
. [ [ [ i [ [ [ [ [ [ [ [ [ [ [ [ [ i [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ | = . |m roved YMRS insi ht |tem scores in atients
02460246 81012141618202224260 2 4 6 8 10121416182022242628 32 36 40 44 48 52 measured and some subgroups had a limited number of patients. O diap cad with BP_IgWhen NOMIAGD V\Fl)aS it o
| | » Result interpretation may be limited by heterogeneity between the 9 e ' , LIS
| Neek Neok Week ' populations of Study 250 and Study 181, and the open-label design YMRS |n§|ght scores worsened, potentially indicating
n= of Study 181. However, the analyses suggest that treatment with aloss of insight.
Aripiprazole 265 256 265 265 265 258 265 265 265 265 265 265 265 265 265 265 265 265 132 123 131 131 131 131 131 131 131 131 131 131 131 131 131 131 131 131 131 131 131 Ari 2MRTU 960 or AOM 400 is associated with an improvement
Placebo 133 126 132 132 132 133 133 133 133133 133 133 133133133 133 133 133 133 133 133 In insight across a diverse group of patients diagnosed with BP-I.
Data are (standard deviation * In the post hoc analysis of Study 181, Ari 2ZMRTU 960
ala are shown as mea_n standar: eviation o . _ _ _ . _ _ References N . . . a0 .
Dot efer o & paents i Stucy 250 o etere e oral apirazele stailzaton hase and o ecelved andanized eatment (s observtion caed fonyard datase, The frequency ofdata colecton recuce from every 2 weeks o every 4 week afer Week 2 e e © Grover ot al I | et 2093 65 (7). was associated with significantly greater improvements
AOM 400, aripiprazole once-monthly 400 mg el dotorg0.5772fintechopen. 76266 Saoverg el Indian J Peyehiatry 2023 65 (7 N in YMRS insight item scores compared with AOM 400 in
2. g\%a%c;rget al. Am J Psychiatry 1993; 150 (6): 9. \1(2? e1t2a7l. J Affect Disord 2008; 108 (1-2): Clinically stable patients diagnosed with BP-I.
3. Varga et .aI. J Affect Disord 2006; 91 (1): 1-9. 10. Novick et. al. BMC Psychiatry 2015; 15: 189.
B} B} B} . . i} . . B} 4. Dell'Osso et al. Bipolar Disord 2002; 4 (5): 11. Young et al. Br J Psychiatry 1978; 133 (5):
Table 2: Study 250: Change in efficacy outcomes during the randomized phase in patients with a YMRS insight 315-322. 429-435.
item score >0 at baseline 5. c2182,0\55$i§3d8368:i3|\ég et al. J Nerv Ment Dis 2014; 12. gzaélla%rgfe et al. J Clin Psychiatry 2017; 78 (3): e Given that Ari 2ZMRTU 960 and AOM 400 have
6. Yen (et).al. J Affect Disord 2004: 78 (1): 57-60. 13. Harlin et al. CNS Drugs 2023; 37 (4): 337—350. Comparable .pharmacokine.tic, safety, and effic.:acy
AOM 400 (n=35) Placebo (n=37) 7. Choudhury et al. Nord J Psychiatry 2021; 75 (5): 14. Lage & Hassan. Ann Gen Psychiatry 2009; 8: 7. |fJf'OfI|eS,13 Ari 2MRTU 960 is expected to provide
378-388. similar or better insight benefits to AOM 400, with
Wec_=.k 0 of Wee_k 52 of We?k 0 of Wee_k 52 of Dicclosures fewer injections per year.
randomized phase randomized phase randomized phase randomized phase
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Mean YMRS total, CGI-BP-S overall, and CGI-BP-S mania scores were lower in the AOM 400 group compared with the placebo group at the end of the Acknowledgments antipsychotic treatments.
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