Supplementary Material

Efficacy and Safety of Lumateperone and Other Atypical Antipsychotics Approved as
Adjunctive Treatment for Major Depressive Disorder in the United States: A Network

Meta-Analysis

Andrew J. Cutler,! Anais Lemyre?, Qiaoyi Zhang?, Carol Mao®, Todor 1. Totev*, Marjolaine
Gauthier-Loiselle?, Yujie Wu?, Jingyi Liu?, Mahmoud Hashim®, Madhav Namjoshi®, John J.

Sheehan®, Dominic Pilon?, Patrick Lefebvre?, Antoine C. El Khoury?, Leslie Citrome®

! Department of Psychiatry, Norton College of Medicine, SUNY Upstate Medical University,
750 E Adams St, Syracuse, NY 13210, USA

2 HEOR, Analysis Group, ULC., 1190 avenue des Canadiens-de-Montréal, Tour Deloitte, Suite
1500, Montréal, QC H3B 0G7, Canada

3 Johnson & Johnson Innovative Medicine, 920 US-202, Raritan, NJ 08869, USA

* HEOR, Analysis Group, Inc., 111 Huntington Ave, 14" floor, Boston, MA 02199, USA

> Johnson & Johnson Innovative Medicine, Archimedesweg 4-6 2333 CN Leiden South Holland
Netherlands

®New York Medical College, 40 Sunshine Cottage Rd, Valhalla, NY 10595, USA

Corresponding author: Carol Mao, ymaol1@its.jnj.com



Table S1. Key inclusion and exclusion criteria of included registrational trials

Treatment Trial Key inclusion criteria Key exclusion criteria
Lumateperone | NCT04985942 e 1865 years Qld ' e 25% decrease in MADRS Total or
e Confirmed diagnosis of MDD per the DSM-5 QIDS-SR-16 Total scores between
screening and baseline
To enter screening phase e Significant risk for suicidal
e Inadequate response to ADT (<50% improvement) behaviour
e MADRS score >24 e Lifetime history of treatment
e CGI-S score >4 resistance (no remission)
e QIDS-SR-16 >14 e No comorbid psychiatric
diagnoses
To enter double-blind phase
e MADRS score >24
e CGI-S score >4
e QIDS-SR-16 >14
Lumateperone | NCT05061706 e 18-65 years old e 25% decrease in MADRS Total or
[ ]

Confirmed diagnosis of MDD per the DSM-5

To enter screening phase

e Inadequate response to ADT (<50% improvement)
MADRS score >24

CGI-S score >4

QIDS-SR-16 >14

To enter double-blind phase
e MADRS score >24

e CGI-S score >4

e QIDS-SR-16>14

QIDS-SR-16 Total scores between
screening and baseline

Significant risk for suicidal
behaviour

Lifetime history of treatment
resistance (no remission)

No comorbid psychiatric
diagnoses




e 1865 years old

Risk of suicidal behaviour

Aripiprazole | NCT00095823 _ ) . v
e Confirmed diagnosis of MDD per the DSM-IV-TR e No comorbid psychiatric
diagnoses
To enter prospective treatment phase
e Inadequate response to 1-3 ADTs (<50% reduction in
depressive symptoms severity)
e HAM-D-17>18
To enter double-blind phase
e HAM-D-17 total score that represented a <50%
reduction in symptoms during prospective treatment
e HAM-D total score >14
e CGI-I score >3
Aripiprazole | NCT00095758 | ® 18—65 years Qld . e Risk of sui(?idal behgvif)ur
e Confirmed diagnosis of MDD per the DSM-IV-TR e No comorbid psychiatric
diagnoses
To enter prospective treatment phase
e Inadequate response to 1-3 ADTs (<50% reduction in
depressive symptoms severity)
e HAM-D-17>18
To enter double-blind phase
e HAM-D-17 total score that represented a <50%
reduction in symptoms during prospective treatment
e HAM-D total score >14
e CGI-Iscore >3
Brexpiprazole | NCT01360645 | ® 18—65 years old e Serious risk of suicide

Confirmed diagnosis of MDD per the DSM-IV-TR

To enter prospective treatment phase

No comorbid psychiatric
diagnoses




e Inadequate response to 1-3 ADTs (<50% reduction in
depressive symptoms severity)

e HAM-D-17 score >18 at screening and first day of
prospective treatment

To enter double-blind treatment phase

e Inadequate response throughout prospective
treatment, defined as: HAM-D-17 score >14; <50%
reduction from baseline in HDRS-17, <50%
reduction in MADRS total score between start of
prospective treatment and each scheduled visit, and
CGI-I score >3 at each scheduled visit

e 1865 years old

e Serious risk of suicide

Brexpiprazole | NCT01360632 _ . ) o
e Confirmed diagnosis of MDD per the DSM-IV-TR e No comorbid psychiatric
diagnoses
To enter prospective treatment phase
e Inadequate response to 1-3 ADTs (<50% reduction in
depressive symptoms severity)
e HAM-D-17 score >18 at screening and start of
prospective treatment
To enter double-blind treatment phase
¢ Inadequate response throughout prospective
treatment, defined as: HAM-D-17 score >14; <50%
reduction from baseline in HAM-D-17, <50%
reduction in MADRS total score between start of
prospective treatment and each scheduled visit, and
CGI-I score >3 at each scheduled visit)
Cariprazine NCT03738215 | ® 1865 years old e Suicide risk

e Confirmed diagnosis of MDD per the DSM-5
e Inadequate response to 1-3 ADTs (resistance rating
score >3)

e No comorbid psychiatric
diagnoses
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HAM-D-17 total score >22 and item 1 (depressed
mood) score >2 at screening and baseline

18—65 years old

Suicide risk

History of inadequate response to ADT during current
depressive episode

HAM-D-17 score >20 and item 1 (depressed mood)
score >2 at enrollment and randomization

Cariprazine NCT01469377 ) ) ) o
e Confirmed diagnosis of MDD per the DSM-IV-TR No comorbid psychiatric
e Ongoing inadequate response to ADT defined as diagnoses
resistance rating score >3 and global confidence score
>3
e MADRS score >22
Quetiapine NCT00326105 | ® 18—65 years old Suicide risk
XR e Confirmed diagnosis of MDD per the DSM-1V No comorbid psychiatric
¢ Inadequate response to ADT during current depressive diagnoses
episode
e HAM-D score >20 and item 1 (depressed mood) score
>2 at enrollment and randomization
Quetiapine NCT00351910 | ® 1865 years old Suicide risk
XR e Confirmed diagnosis of MDD per the DSM-IV-TR No comorbid psychiatric

diagnoses

ADT: antidepressant therapy; CGI-I: Clinical Global Impression Scale — Improvement; CGI-S: Clinical Global Impression Scale —

Severity; DSM: Diagnostic and Statistical Manual of Mental Disorders; HAM-D-17: Hamilton Depression Rating Scale 17-item;

MADRS: Montgomery-Asberg Depression Rating Scale; MDD: major depressive disorder; mg: milligram; NCT: national clinical

trial; QIDS-SR: Quick Inventory of Depressive Symptomatology—Self-Report; SE: standard error; XR: extended-release




Table S2. Patient baseline characteristics of included registrational trials

NCT Treatment arm Age (years) Female White BMI (kg/m?) | MADRS CGI-S
mean £ SD n (%) n (%) mean £ SD | mean = SD | mean = SD
NCT04985942 ;‘;%*:;femne (2 1 450124 | 158(65.6) | 180 (74.7) | 27751 | 304£38 | 47406
Placebo+ADT 451+ 12.51 | 160 (65.8) | 191 (78.6) | 273+50 | 30.1+£3.5 | 4.6+0.6
NCT05061706 rl;lug%zt;femne 42 | 4562128 | 169(69.8) | 235(97.1) | 279449 | 308+39 | 4606
Placebo+ADT 464+ 122 | 165(69.3) | 223(93.7) | 282+52 | 31.5+4.0 | 47+0.6
Aripiprazole =20 | 4o 54 106 | 112(61.5) | 159 (87.4) — 26.0+6.1 | 4.1%0.0
NCT00095823 | mg/day)
Placebo+ADT 442+10.9 | 113 (64.2) | 163 (92.6) — 259465 | 4.1%0.1!
Aripiprazole (220 | 44 ¢ 11 | 126 (66.0) | 170 (89.0) | 30.7£74 | 252£62 | 4.0£00
NCT00095758 | mg/day)
Placebo+ADT 444 +10.7 | 128(67.4) | 169 (88.9) | 308+7.5 | 27.0£55 | 4.1£0.0
Brexpiprazole (2 44.1+11.6 | 130(69.1) | 163(86.7) | 29.9+68 | 26.6+58 | 4.1+0.6
NCTO01360645 | mg/day)
Placebo+ADT 452+ 113 | 137(71.7) | 166 (86.9) | 29.6+7.1 | 27.1+5.6 | 42+0.6
Brexpiprazole (1| 4574 116 | 158(69.9) | 183 (81.0) | 294267 | 26756 | 42+06
mg/day)
NCTO01360632 I]flrge/’ég;%razme G| 4a5:112 | 156(67.8) | 201 (874) | 29970 | 264£52 | 41£06
Placebo+ADT 466+ 11 | 146(66.1) | 188(85.1) | 29.6+7.0 | 263+53 | 4.1£0.5
Cariprazine (1.5 433+13.6 | 191(75.8) | 205(81.3) | 30.1+7.6 | 32.8+5.0 | 4.6=0.6
mg/day)
NCT03738215 rcrzlagr/g;me (3.0 448+133 | 180 (71.4) | 215(853) | 29.0+7.0 | 32.7+49 | 46+06
Placebo+ADT 464+119 | 184(72.7) | 203(80.2) | 305+7.9 | 31.9+57 | 4.6+0.6
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Cariprazine (1=2 | 4554 119 | 187(68.5) | 234(85.7) | 282+55 | 29.0£43 | 44%0.5
mg/day)
NCT01469377 riagr/fgfme 451 4514114 | 201(73.6) | 242(88.6) | 291256 | 293441 | 44+06
Placebo+ADT 464+ 11.6 | 190 (71.4) | 230 (86.5) | 28.9+5.1 | 289+43 | 44+0.5
Quetiapine XR B
(150 ma/day) 459+ 11.0 | 109(76.2) | 128 (89.5) 19+52 | 44+06
NCT00326105 | Quetiapine XR -
(300 mafday) 443113 | 106 (72.6) | 133 (91.1) 76450 | 45+07
Placebo+ADT 462+109 | 98(68.5) | 128(89.5) ~ 27.6+55 | 44+07
Quetiapine XR B
(150 me/day) 46.0+10.1 | 115(69.3) | 165 (99.4) 286454 | 46407
NCT00351910 | Quetiapine XR N
(300 me/day) 455+ 11.1 | 110 (68.3) | 156 (96.9) 284455 | 47407
Placebo+ADT 448+ 104 | 104(65.0) | 157 (98.1) — 282456 | 46+0.8

' Values are at randomization, not baseline.

ADT: antidepressant therapy; BMI: body mass index; CGI-S: Clinical Global Impression Scale — Severity; kg: kilogram; m: meter;
MADRS: Montgomery-Asberg Depression Rating Scale; mg: milligram; NCT: national clinical trial; SD: standard deviation; XR:

extended-release



Table S3. Trial-level data used in the NMA for efficacy outcomes

Trial Treatment regimen Sample | MADRS change from MADRS MADRS CGI-S change from
size baseline remission response baseline
mean (SE) n (%) n (%) mean (SE)
NCT04985942 ;‘;%?;femne (42 216 _14.70 (0.54) 62 (25.9)! 109 (45.6)! -1.60 (0.07)
Placebo+ADT 229 -9.80 (0.53) 33 (13.6)" 58 (24.0)' -0.90 (0.07)
Lumateperone (42 ) ’
NCT05061706 | me/day) 203 -14.70 (0.56) 58 (25.0) 93 (40.1) -1.50 (0.07)
Placebot+ADT 221 -10.20 (0.54) 32 (13.5) 60 (25.3) -1.00 (0.07)
NCT00095823 r’i‘lrgl}’(;;’;‘;‘z"k (220 181 -8.80 (0.39) 47 (26.0) 61 (33.7) -1.03 (0.08)
Placebot+ADT 172 -5.80 (0.43) 27 (15.7) 41 (23.8) -0.64 (0.08)
Aripiprazole (2-20 i i
NCT00095758 | me/dag) 185 8.50 (0.64) 47 (25.4) 60 (32.4) 1.10 (0.08)
Placebo+ADT 184 -5.70 (0.70) 28 (15.2) 32 (17.4) -0.60 (0.08)
Brexpiprazole (2 i
NCTO1360645 | me/dayy 175 -8.36 (0.64) 26 (14.9) 41 (23.4) 0.91 (0.07)
Placebot+ADT 178 -5.15 (0.63) 16 (9.0) 28 (15.7) -0.57 (0.07)
Brexpiprazole (1 i
me/day) 211 -7.64 (0.52) 31 (14.7) 49 (23.2) 0.87 (0.06)
NCT01360632 El{ge/’g;;%ramle @ 213 -8.29 (0.53) 30 (14.1) 49 (23.0) -0.92 (0.06)
Placebot+ADT 203 -6.33 (0.53) 22 (10.8) 29 (14.3) -0.72 (0.06)
Cariprazine (1.5 i
mg/day) 250 -14.10 (0.70) 63 (25.2) 110 (44.0) 1.40 (0.10)
NCTO3738215 I(flagr/lé’gfme (3.0 252 -13.10 (0.70) 42 (16.7) 99 (39.3) 1130 (0.10)
PlacebotADT 249 -11.50 (0.70) 58 (23.3) 87 (34.9) -1.10 (0.10)




Cariprazine (1-2

me/day) 273 -12.10 (0.63) 87 (31.9) 116 (42.5) -1.50 (0.10)
NCTO1469377 riagr/fgfme (245 271 113.20 (0.63) 87 (32.1) 112 (41.3) 11,60 (0.10)

Placebo+ADT 264 -11.00 (0.63) 79 (29.9) 84 (31.8) -1.40 (0.10)

Quetiapine XR (150 i i

me/day) 143 13.60 (0.80) 60 (42.0) 74 (51.7) 1.47 (0.08)
neTEeln r?f;%fﬁ)me ARG 146 -14.70 (0.80) 77 (52.7) 86 (58.9) -1.52 (0.08)

Placebo+ADT 143 -11.70 (0.80) 47 (32.9) 66 (46.2) -1.23 (0.08)

Quetiapine XR (150 i

me/day) 166 -15.26 (0.70) 69 (41.6) 92 (55.4) 172 (0.08)
NCTO0331910 r%‘;;j‘;’)me XR (300 161 -14.94 (0.70) 65 (40.4) 93 (57.8) -1.64 (0.08)

Placebo+ADT 160 -12.21 (0.70) 50 (31.3) 74 (46.3) -1.25 (0.08)

!'In the lumateperone NCT04985942 trial, MADRS remission and MADRS response were assessed out of N=239 in the lumateperone

42 mg/day arm and N=242 in the placebo arm.

2 In the lumateperone NCT05061706 trial, MADRS remission and MADRS response were assessed out of N=232 in the lumateperone

42 mg/day arm and N=237 in the placebo arm.

ADT: antidepressant therapy; CGI-S: Clinical Global Impression Scale — Severity; MADRS: Montgomery-Asberg Depression Rating

Scale; mg: milligram; NCT: national clinical trial; NMA: network meta-analysis; SE: standard error; XR: extended-release




Table S4. Trial-level data used in the NMA for safety outcomes

Trial Treatment Sample Weight change from >7% weight Akathisia Somnolence
regimen size baseline increase n (%) n (%)
mean (SE) n (%)
Lumateperone (42 1 1
NCT04985942 me/day) 237 0.07 (0.11) 1(0.4) 3(1.2) 10 (4.1)
Placebo+ADT 242 0.02 (0.10) 2 (0.8) 1(0.4)! 3(1.2)!
NCT05061706 ;‘;%f;femne (42 230 20.19 (0.12) 1(0.4) 1 (0.4) 39 (16.1)2
Placebo+ADT 237 0.06 (0.11) 4 (1.7) 1 (0.4)? 7297
NCT00095823 Aripiprazole (2-20 182 2.01(0.17) 13 (7.1) 42 (23.1) —
mg/day)
Placebo+ADT 176 0.34 (0.18) 2(1.1) 8 (4.5) —
Aripiprazole (2-20
NCT00095758 me/day) 189 1.47 (0.16) 6 (3.2) 49 (25.9) 13 (6.9)
Placebo+ADT 190 0.42 (0.17) 0 (0.0) 8(4.2) 7(3.7)
Brexpiprazole (2
NCT01360645 me/day) 188 1.64 (0.15) 9(4.8) 14 (7.4) 8(4.3)
Placebot+ADT 191 0.36 (0.15) 5(2.6) 2 (1.0 1 (0.5)
Brexpiprazole (1
me/day) 226 1.40 (0.15) 11 (4.9) 10 (4.4) 9 (4.0)
NCT01360632 Brexpiprazole (3
me/day) 229 1.57 (0.15) 4(1.7) 31 (13.5) 13 (5.7)
Placebot+ADT 220 0.24 (0.15) 2(0.9) 52.3) 1 (0.5)
Cariprazine (1.5
me/day) 252 0.68 (0.15) 10 (4.0) 13(5.2) 13(5.2)
NCT03738215 Cariprazine (3.0
me/day) 252 0.78 (0.18) 3(1.2) 20(7.9) 11 (4.4)
Placebo+ADT 253 0.11(0.12) 2 (0.8) 2(0.8) 7(2.8)
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Cariprazine (1-2 5 X X

me/day) 273 0.90 (0.12) 4(1.5) 18 (6.6) 24 (8.8)
NCTO01469377 Cariprazine (2-4.5 5 X X

me/day) 271 0.90 (0.13) 9(3.3) 61 (22.3) 27 (9.9)

Placebo+ADT 264 0.00 (0.12) 5(1.9)° 6(23) 3 (497

Quetiapine XR

(150 mg/day) 148 0.80 (0.19) 2(1.4) 2(1.4) 43 (29.1)
NCT00326105 Quetiapine XR

(300 mg/day) 149 1.60 (0.20) 11 (7.4) 4(2.7) 43 (28.9)

Placebo+ADT 148 0.30 (0.21) 3 (2.0 1(0.7) 6 (4.1)

Quetiapine XR

(150 mg/day) 167 0.90 (0.17) 7(4.2) 3(1.8) 28 (16.8)
NCTO0035191 Quetiapine XR

(300 mg/day) 163 1.00 (0.18) 7(4.3) 4(2.5) 38 (23.3)

Placebo+ADT 161 0.00 (0.20) 2(1.2) 2(1.2) 5(3.1)

!'In the lumateperone NCT04985942 trial, akathisia and somnolence were assessed out of N=241 in the lumateperone arm 42 mg/day
and N=243 in the placebo arm.

? In the lumateperone NCT05061706 trial, akathisia and somnolence were assessed out of N=242 in the lumateperone arm 42 mg/day,
and N=238 in the placebo arm.

3 In the cariprazine NCT01469377 trial, >7% weight increase, akathisia, and somnolence were assessed out of N=273 in the

cariprazine 1-2 mg/day and 2-4.5 mg/day arm, and N=266 in the placebo arm.

ADT: antidepressant therapy; mg: milligram; NCT: national clinical trial; NMA: network meta-analysis; SE: standard error; XR:

extended release
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Table S5. Pairwise probabilities of treatment superiority and treatment comparisons for MADRS response!->

rotf)a ?flﬁi(se: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipraz | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 ole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 eXR 150 | e XR 300
Pairwise treatmon mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;‘;%aat;peme 42 — 80% 78% 86% 79% 95% 98% 97% 100% 99% 95%
22}’55;‘”01e 2-20 © 7;'211 86) — 55% 67% 57% 77% 86% 82% 97% 93% 76%
Brexpiprazole 1 1.25 1.04 o o o o 0 o o N
mg/day (070, 2.23) (0.57, — 61% 52% 68% 77% 73% 91% 84% 66%
& <Y 1.89)
. 1.15
Brexpiprazole 2 1.39 1.12
(0.62, — 40% 55% 64% 60% 84% 74% 52%
mg/day (0.76, 2.57) 2.18) (0.53,2.34)
. 1.05
Brexpiprazole 3 1.27 1.01 0.91
(0.58, — 66% 75% 71% 91% 84% 64%
mg/day (0.71, 2.28) 1.92) (0.64, 1.60) | (0.43,1.90)
o 1.20
Cariprazine 1-2 1.45 1.16 1.04 1.14 o o o o o o
me/day (0.92,2.27) (10‘9774)’ (0.62,2.15) | (0.55,1.98) | (0.62,2.14) 63% 60% 86% 5% 47%
L 1.31 1.09
Cariprazine 1.5 1.58 1.26 1.13 1.25 o o o o o
mg/day (1.00, 2.49) (20'1850)’ (0.68,2.33) | (0.59,2.17) | (0.67,2.29) (10'8625)’ 44% 86% 63% 33%
L 1.26 1.05 0.96
Cariprazine 2-4.5 1.52 1.21 1.09 1.19
(0.78, (0.74, (0.58, — 82% 69% 39%
mg/day (0.97,2.38) 2.05) (0.65,2.26) | (0.57,2.06) | (0.65,2.22) 1.47) 1.59)
L 1.60 1.33 1.22 1.27
Cariprazine 3 1.92 1.54 1.38 1.52
(0.97, (0.80, (0.85, (0.76, — 32% 11%
mg/day (1.22,3.04) 2.62) (0.82,2.85) | (0.71,2.64) | (0.82,2.80) 221 1.74) 2.09)
Quetiapine XR 150 1.72 (ég 1.37 1.22 1.35 ((1)' ;2 ((1)22; ((1);3 (822 13%
. 5 .19, .0/, . , DI, — (1)
mg/day (1.11, 2.60) 2.26) (0.75,2.50) | (0.66,2.28) | (0.74,2.46) 1.90) 1.75) 1.80) 1.44)
Quepmexkan |tz | M| 1 | e | o | 0% | 090 oo o o
mg/day (0.93,2.17) 1.87) (0.62,2.08) | (0.54,1.90) | (0.62,2.05) 1.58) 1.46) 1.51) 1.21) 1.14)
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! Outcomes were reported at Week 6.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the odds ratios (95% credible intervals) for the treatment
in column versus the treatment in row. Values >1 favor the column treatment (greater improvement in depressive symptoms) while

values <1 favor the row treatment.

MADRS: Montgomery-Asberg Depression Rating Scale; mg: milligram; XR: extended release
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Table S6. Pairwise probabilities of treatment superiority and treatment comparisons for MADRS remission!

rotf)a ?flﬁi(se: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipra | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 zole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 | ¢ XR 300
Pairwise treatmon mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;“g%aat;pemne 42 — 71% 89% 70% 91% 100% 99% 100% 100% 93% 7%
Aripiprazole 2-20 1.15 o o o o o o o o o o
me/day (0.70, 1.89) 79% 57% 83% 98% 97% 98% 100% 81% 56%
. 1.33
Brexpiprazole 1 1.53 (0.66, _ 31% 58% 77% 75% 76% 98% 42% 23%
mg/day (0.77, 3.02) 2.68)
. 1.06
Brexpiprazole 2 1.22 0.80 o o o o o o o o
me/day (0.58. 2.56) (20;7()) (0.33, 1.94) 73% 90% 89% 89% 99% 66% 47%
. 1.40
Brexpiprazole 3 1.61 1.05 1.32 - o o o o o o
me/day (0.80, 3.20) (208639)’ (0.61,1.81) | (0.54,3.19) 72% % 1% 7% 36% 19%
o 1.72 1.23
Cariprazine 1-2 1.98 1.29 1.62 o o o o o o
mg/day (1.21, 3.23) (21 ’9003)’ (0.64,2.62) | (0.77,3.47) (20'4691)’ 49% 48% 96% 10% 2%
L 1.71 1.22 0.99
Cariprazine 1.5 1.96 1.28 1.60 o o o o o
me/day (1.16, 3.34) (30'0919)’ (0.62,2.65) | (0.74,3.53) (20'5519)’ (10 7527) >0% 99% 12% 3%
L 1.71 1.22 0.99 1.00
Cariprazine 2-4.5 1.96 1.28 1.60 - o o o
mg/day (1.19,3.21) (21 5?82)’ (0.64,2.62) | (0.76, 3.43) (204670)’ (10'4619)’ (10'7537)’ 96% 10% 2%
L 2.89 2.06 1.67 1.69 1.69
Cariprazine 3 3.32 2.17 2.72 o o o
mg/day (1.92, 5.83) (51 2693) (1.04,4.60) | (1.22,6.13) (‘?39;,) (30'0925)’ (21 6039) (30'09;)’ 0% 0%
Quetiapine XR 150 1.43 1.24 0.94 1.17 0.89 0.72 0.73 0.73 0.43
(0.75, (0.44, (0.44, (0.43, (0.44, (0.24, — 13%
mg/day (0.89, 2.31) 2.06) (0.47,1.85) | (0.56,2.48) 1.76) 1.18) 1.24) 1.18) 0.75)
Quetiapine XR 300 1.19 ég;‘ 0.78 0.97 824 (820 ggé (())gl (())3(6) 8231’
mg/day (0.74,1.91) (0.63, (0.39,1.54) | (0.46,2.07) .37, 0.37, (0.36, (0.37, (0.20, .61, B
£ o 1.71) o T 1.47) 0.98) 1.03) 0.99) 0.63) 1.15)
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! Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the odds ratios (95% credible intervals) for the treatment
in column versus the treatment in row. Values >1 favor the column treatment (greater improvement in depressive symptoms) while
values <1 favor the row treatment.

* For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

MADRS: Montgomery-Asberg Depression Rating Scale; mg: milligram; NCT: national clinical trial; XR: extended release
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Table S7. Pairwise probabilities of treatment superiority and treatment comparisons for CGI-S change from baseline'

otf)a ?::flﬁicse: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipraz | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 ole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 e XR 300
Pairwise treatme mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;‘;%f;pemne 42 — 93% 100% 99% 100% 100% 97% 99% 99% 99% 99%
Aripiprazole 2-20 -0.15 o o o o o o o o o o
me/day (:0.37.0.05) 99% 80% 98% 98% 81% 93% 93% 79% 82%
. -0.45 -0.29
E}“"/’(‘iglpm"le ! (-0.66, - (-0.52, - — 7% 28% 62% 18% 38% 38% 4% 5%
gaay 0.23) 0.07)
. 0.26 0.11
Elre/’églpraz"b 2 (-0.50, - (036, | 4 007'1(9) 44) — 85% 91% 58% 79% 78% 45% 50%
gaay 0.03) 0.14) Sh Y
. -0.40 0.24
Brexpiprazole 3 0.05 -0.14
(-0.61, - (-0.47, - — 73% 27% 50% 50% 9% 12%
mg/day 018, 001, | €0-12,022) | (:039,0.12)
. -0.50 0.35 -0.10
cariprazine 1-2 (081~ | (06~ | 0 o e | (043, — 16% 24% 31% 6% %
gaay 0.19) 0.03) 2h 5 0.23)
. 0.14 0.10 0.20
Cariprazine 1.5 -0.30 0.15 -0.03
] (-0.46, | ] (-0.22, (-0.19, — 70% 76% 38% 41%
mg/day (:0.60,0.02) | gt | (0.17,048) | (:037,030) 0.43) 0.60)
. -0.40 -0.24 -0.00 0.10 -0.10
rcnar/l(‘l’;azme 245 (-0.70, - (0.56, | 4 207'03 7 | o :7"1(;‘ 20| €032 (-0.18, (-0.50, — 50% 17% 19%
gaay 0.09) 0.07) s T 0.32) 0.38) 0.29)
. -0.40 -0.24 0.00 0.10 -0.10 0.00
Cariprazine 3 0.05 -0.14 o o o
mg/day ('8 381) - ((_)0(')%? (-0.27,0.38) | (-0.47, 0.20) ((')05333’ ((')04292’ ((')Ofgf;’ ((')03393’ 18% 20%
. 0.24 -0.09 0.15 0.25 0.05 0.15 0.15
Quetiapine XR 0.20 0.02
(-0.45, - (-0.31, (-0.08, (-0.07, (-0.27, (-0.16, (-0.17, — 57%
150 mg/day 0.04) 0.13) | (0:02,043) | (-023,0.26) 0.38) 0.57) 0.37) 0.47) 0.47)
. 0.26 0.11 0.14 0.24 0.04 0.14 0.14 -0.01
Quetiapine XR 0.19 0.00
-0.47, - 0.32, -0.09, -0.08, -0.28, -0.18, -0.18, -0.17, —
300 mg/day ( 0.05) (0.12) (-0.04,0.41) | (-0.25,025) (0.37) (0.56) (0.36) (0.46) (0.46) (0.14)
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! Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the median difference (95% credible intervals) for the
treatment in column versus the treatment in row. A median difference less than 0 indicates that the treatment in the column has a
larger change in CGI-S compared to the treatment in the row.

4 For CGI-S change from baseline, the missing SE values in the quetiapine XR trials (NCT00326105 and NCT00351910; 150 mg/day
and 300 mg/day) were imputed using the mean SE from other trials.

3 For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

CGI-S: Clinical Global Scale — Severity; mg: milligram; NCT: national clinical trial; XR: extended release
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Table S8. Pairwise probabilities of treatment superiority and treatment comparisons for weight change from baseline!~>

rotf)a ?flﬁi(se: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipraz | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 ole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 | ¢ XR 300
Pairwise treatmon mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;“g%aat;peme 42 — 100% 100% 100% 100% 100% 100% 100% 100% 100% 100%
. -1.42
f‘}’&graz‘ﬂe 2-20 (-1.82, - — 25% 42% 48% 3% 0% 4% 1% 1% 21%
g/day 1.03)
Brexpiprazole 1 -1.24 0.18 o o o o o o o o
me/day (-1.72, - (-0.36, — 66% 78% 18% 2% 18% 5% 6% 47%
& 0.76) 0.72)
. -1.36 0.06
Ere/’éi‘pmde 2 (-1.83, - 048, | 72 13 48) — 55% 8% 1% 9% 2% 3% 31%
giaay 0.89) 0.60) 5T
. -1.40 0.01
Brexpiprazole 3 -0.17 -0.04
(-1.89, - (-0.53, — 6% 0% 7% 2% 2% 26%
mg/day 0.93) 0.56) (-0.60, 0.25) | (-0.65, 0.56)
L -0.98 0.44 0.43
Cariprazine 1-2 0.26 0.38
(-1.38, - (-0.03, i i (-0.12, — 10% 50% 20% 24% 82%
mg/day 0.57) 0.91) (-0.29, 0.80) | (-0.16, 0.92) 0.98)
L -0.64 0.78 0.33
Cariprazine 1.5 0.59 0.72 0.76
(-1.08, - (0.27, (-0.18, — 89% 67% 72% 98%
mg/day 021) 1.28) (0.03,1.17) | (0.14,1.29) | (0.19, 1.34) 0.84)
L -0.98 0.44 0.43 -0.00 -0.33
Slar/‘fl’;azme 245 (-1.39, - 0.04, | 4 30628 82 | 0 106'33 o5 | €012 (-0.35, (-0.86, — 21% 25% 81%
g/day 0.56) 0.92) 20 S 0.99) 0.35) 0.19)
. . -0.75 0.68 0.23 -0.10 0.23
Cariprazine 3 0.49 0.62 0.66
(-1.22, - (0.14, (-0.31, (-0.56, (-0.32, — 57% 95%
mg/day 027 Lany | CO11,1.09) | (0.02,1.21) | (0.05,126) | T)oo) 0.36) 0.78)
- -0.80 0.62 0.18 -0.16 0.18 -0.05
Quetiapine XR 150 (-1.23, - 0.13 0.44 0.56 0.61 (:0.33 (-0.68 (:0.34 (:0.61 - 999
mg/day B “2 (0,12, 1.00) | (-0.00, 1.12) | (0.04, 1.17) o o o v
0.37) 1.12) 0.68) 0.37) 0.69) 0.51)
- -1.21 0.21 0.19 -0.24 -0.57 -0.24 -0.47 -0.42
uetiapine XR 300 0.02 0.15
gg ; da§’ (-1.65, - (030, | 055 0.59) | 042072 | €038 (-0.75, (-1.11, - (-0.75, (-1.04, (-0.77, - —
0.77) 0.71) T o 0.76) 0.27) 0.03) 0.28) 0.10) 0.05)
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! Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the median difference (95% credible intervals) for the
treatment in column versus the treatment in row. A median difference larger than 0 indicates that the treatment in the column has a
larger change in weight compared to the treatment in the row.

* For weight change from baseline, the missing SE values in the brexpiprazole trials (NCT01360645 and NCT01360632; 1 mg/day, 2

mg/day and 3 mg/day) were imputed using the mean SE from other trials.
> For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

mg: milligram; NCT: national clinical trial; XR: extended release
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Table S9. Pairwise probabilities of treatment superiority and treatment comparisons for >7% weight increase!~

otf)a ?::flﬁicse: Lumateper | Aripiprazo | Brexpipraz | Brexpipraz | Brexpipraz | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 le 2-20 ole 1 ole 2 ole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 e XR 300
Pairwise treatme mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;‘;%f;pemne 42 — 100% 100% 97% 96% 81% 100% 97% 91% 97% 100%
Aripiprazole 2-20 0.02 o o o o o o o o o o
me/day (0.00.0.19) 31% 3% 9% 0% 27% 2% 5% 2% 12%
. 1.79
Brexpiprazole | 0.04 (0.15, — 10% 3% 2% 45% 8% 13% 9% 29%
mg/day (0.00, 0.36) 18.57)
. 6.15 3.50
E@’éﬁg’ramle 2 © 0?'115 02) (1.00, (0.50, — 54% 14% 87% 46% 43% 48% 82%
S 52.25) 31.96)
. 5.52 3.07
E@’éﬁg’ramle 3 © O(i'lf’ 30) (0.42, (1.00, © 0%'879 78) — 17% 79% 43% 40% 45% 71%
s 72.85) 11.70) Ve
Cariragine 1.2 039 16.32 9.32 2.64 2.99
o /é’a 0,03, 3.24) (2.25, (1.25, (0.45, (0.32, — 98% 93% 73% 85% 97%
gaay o2 161.13) 94.98) 17.14) 34.77)
. 2.03 1.14 0.12
Cariprazine 1.5 0.05 0.33 0.37
(0.19, (0.09, (0.01, — 11% 2% 12% 34%
mg/day (0.00,042) | o 1305) | (004222) | (002,454 | (o
. 6.63 3.77 1.22 0.42 3.32
rcnar/lé’;azme 245 © 0(1'116 12) (1.06, (0.58, © 211'058 79) (0.15, (.11, (0.50, — 45% 52% 85%
gaay S 57.35) 33.60) o 12.19) 1.33) 31.25)
Cariragine 3 018 7.69 4.40 1.23 1.41 0.47 3.72 1.14
ma /é’aaz ¢ (.01, 2.20) (0.62, (0.30, (0.12, (0.08, (0.04, (1.07, (0.10, — 56% 79%
gaay s 99.48) 65.37) 12.24) 22.75) 4.90) 18.36) 10.75)
. 6.47 3.60 1.16 0.39 3.20 0.96 0.84
Quetiapine XR 0.15 1.04
(1.00, (0.55, (0.14, (0.06, (0.47, (0.18, (0.09, — 97%
150 mg/day (0.01,1.06) | 547 3234 | (021,540) 12.11) 2.30) 29.41) 5.09) 8.94)
Quetiapine XR 0.07 (f)gf) (é;g 0.49 0.55 (gég (})‘2‘2 (gf)g (ggz (g% B
300 mg/day (0.01,045) | )0 l440) | (010.233) | 007,529) | 5 1300 216) 4.04) L05)
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! Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the odds ratios (95% credible intervals) for the treatment
in column versus the treatment in row. Values >1 indicate that the column treatment has a greater risk of weight increase while values

<1 indicate that the row treatment has a greater risk of weight increase.
* For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

mg: milligram; NCT: national clinical trial; XR: extended release
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Table S10. Pairwise probabilities of treatment superiority and treatment comparisons for akathisia!~*

rotf)a ?flﬁi(se: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipraz | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 ole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 | ¢ XR 300
Pairwise treatmon mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
;‘;%aat;peme 42 — 88% 47% 87% 86% 64% 86% 95% 93% 42% 60%
22}’55;‘”01e 2-20 © 0%'3;) ) — 3% 59% 48% 8% 56% 88% 76% 5% 12%
Brexpiprazole 1 1.09 3.63
m /dzp (0.14, (0.97, — 94% 100% 73% 93% 99% 98% 44% 66%
giaay 11.03) 12.58)
. 0.82
Brexpiprazole 2 0.24 0.22
(0.11, — 40% 13% 48% 67% 64% 7% 15%
mg/day (0.02, 2.98) 3.60) (0.03, 1.42)
. 1.03 1.27
Brexpiprazole 3 0.31 0.29
(0.30, (0.22, — 13% 56% 83% 75% 6% 15%
mg/day (0.04, 2.89) 3.13) (0.13, 0.59) 1031)
. . 2.27 2.80
Cariprazine 1-2 0.68 0.62 2.21
(0.70, (0.47, — 84% 100% 94% 24% 45%
mg/day (0.09, 6.81) 6.86) (0.14,2.81) 23.05) (0.54,9.17)
L 0.87 1.06 0.38
Cariprazine 1.5 0.26 0.24 0.85
(0.11, (0.09, (0.04, — 68% 90% 8% 17%
mg/day (0.02, 3.09) 4.11) (0.02, 1.53) 11.64) (0.09, 4.94) 2.26)
Cariprazine 2-4.5 0.16 (8'?2 0.15 0.67 0.53 (gfj (g'ﬁ 499, o »
. ’ . ) . ) - 0 0 0
mg/day (0.02, 1.54) 1.50) (0.04,0.64) | (0.12,5.45) | (0.14,2.10) 0.42) 6.25)
Cariprazine 3 0.16 (8'33 0.15 0.66 0.54 (g'(z)‘z‘ (g'gg (3(1% B 10, 00
mg/day (0.01, 1.93) 248) (0.01,0.94) | (0.06,7.17) | (0.05,3.03) 136) 128 54d)
- 1.27 4.23 5.32 4.08 1.86 4.97 7.71 7.88
g“%j‘pme XR 150 (0.13, (0.78, © 118' 176 49) (0.61, (0.64, (0.29, (0.54, (1.28, (0.89, — 82%
gaay 15.29) 20.23) e 54.46) 24.77) 11.12) 62.24) 44.97) 96.48)
- 2.50 3.11 2.41 1.10 2.91 4.57 4.64 0.60
g“%j‘pme XR 300 © 0%'75 60) (0.49, © 1(1'639 95) (0.38, (0.42, (0.18, (0.34, (0.81, (0.56, 0.17, —
gaay oo 10.36) S 28.90) 12.77) 5.70) 33.21) 22.84) 51.71) 1.84)
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" Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

3 The lower triangle presents the pairwise treatment comparisons, reported as the odds ratios (95% credible intervals) for the treatment
in column versus the treatment in row. Values >1 indicate that the column treatment has a greater risk of akathisia while values <1

indicate that the row treatment has a greater risk of akathisia.
* For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

mg: milligram; NCT: national clinical trial; XR: extended release
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Table S11. Pairwise probabilities of treatment superiority and treatment comparisons for somnolence'™

rotf)a ?flﬁi(se: Lumateper | Aripipraz | Brexpipraz | Brexpipraz | Brexpipra | Cariprazi | Cariprazi | Cariprazi | Cariprazi | Quetiapin | Quetiapin
one 42 ole 2-20 ole 1 ole 2 zole 3 ne 1-2 ne 1.5 ne 2-4.5 ne 3 e XR 150 e XR 300
Pairwise treatmon mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day mg/day
Lumateperone 42 — 4% 79% 73% 88% 2% 4% 3% 2% 79% 88%
mg/day
Aripiprazole 2-20 2.85 o 0 o 0 o o 0 o o o
mg/day 0.86.9.32) 96% 94% 99% 48% 49% 56% 39% 99% 100%
. 0.14
Brexpiprazole 1 0.40 (0.01, — 46% 81% 3% 4% 4% 3% 33% 39%
mg/day (0.02, 3.19) 1.27)
. 0.17 1.16
Brexpiprazole 2 0.48 (0.00, (0.03, — 63% 4% 6% 6% 4% 39% 45%
mg/day (0.01, 3.70) 1.52) 36.43)
. 0.09 0.57
Brexpiprazole 3 0.27 (0.00, 0.68 (0.02, — 1% 1% 1% 1% 21% 27%
mg/day (0.01, 2.13) 0.82) (0.27, 1.61) 23.13)
Cariorazine 1.2 5 05 1.04 7.59 6.20 11.23
o /Cfl’a (1.00.835) | ©32 (0.89, (0.79, (1.37, — 52% 66% 40% 100% 100%
glaay e 3.55) 134.22) 223.86) 194.19)
Carioragine 1.5 5 87 1.01 7.40 6.01 10.96 0.98
o /fl’a ' 088,961 | 026 (0.81, (0.71, (1.23, (0.29, — 56% 33% 99% 100%
glaay 0% 7 3.87) 139.05) 212.21) 206.44) 3.19)
. 0.91 6.63 5.49 9.85 0.88 0.91
Slar/‘fl’;azme 245 © 9%6;) 30 | ©2 (0.80, (0.70, (1.22, (0.49, (0.28, — 32% 100% 100%
glaay % 3.10) 118.73) 199.57) 174.22) 1.57) 2.97)
Cariorazine 3 3.47 1.22 8.93 721 1321 1.17 1.20 1.33
ma /gaaz ¢ (1.03, (031, (0.97, (0.83, (1.47, (0.34, (0.52, (0.39, — 100% 100%
gday 11.81) 4.76) 165.13) 255.53) 243.73) 3.88) 2.83) 4.42)
. 0.24 1.70 1.39 2.51 0.23 0.23 0.26 0.19
g“%j‘pme XR 150 © 2(;'617 87) 0.07, (0.20, (0.18, 031, (0.08, (0.07, (0.10, (0.06, — 84%
gday - 0.76) 31.27) 46.84) 46.80) 0.59) 0.74) 0.67) 0.63)
. 0.20 1.40 1.16 2.08 0.19 0.19 0.21 0.16 0.83
g“%j‘pme XR 300 © 2(}515 55 | (006, (0.17, (0.15, (0.26, (0.07, (0.06, (0.08, (0.05, (0.57, —
gday < 0.63) 26.21) 38.82) 38.29) 0.49) 0.61) 0.55) 0.53) 1.21)
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! Outcomes were reported at Week 6, unless otherwise specified.

2 The upper triangle presents the pairwise probability that the treatment row is superior to treatment in column based on posterior
distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating greater
likelihood that the treatment row has a favorable outcome.

3 The lower triangle presents the pairwise treatment comparisons, reported as the odds ratios (95% credible intervals) for the treatment
in column versus the treatment in row. Values >1 indicate that the column treatment has a greater risk of somnolence while values <1
indicate that the row treatment has a greater risk of somnolence.

* For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used given Week 6 data were not available.

mg: milligram; NCT: national clinical trial; XR: extended release
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Table S12. Surface under the cumulative ranking curve (SUCRA) values for efficacy and safety outcomes in the first set of

sensitivity analyses'

Lumateperone | Brexpiprazole | Aripiprazole Ql}l{%lgg:]ne Cariprazine Q;l(eél&;]s):)ne Brexpiprazole | Cariprazine | Brexpiprazole | Placebo
42 mg/day 2 mg/day 2-20 mg/day 1-4.5 mg/day 3 mg/day 3 mg/day 1 mg/day + ADT
mg/day mg/day

MADRS
change from 97.2% 69.8% 64.5% 62.8% 56.0% 53.4% 38.8% 29.9% 22.5% 1.1%
baseline
rl\g:;];ig 89.6% 54.6% 72.7% 55.1% 42.5% 31.1% 64.2% 20.3% 65.8% 2.9%
MADRS 86.7% 68.2% 75.2% 73.6% 27.9% 52.7% 45.0% 1.0% 50.2% 17.8%
remission
CGI-S
change from 98.3% 63.3% 78.8% NA 55.3% NA 37.9% 36.8% 26.8% 2.0%
baseline
Weight
change from 96.2% NA 3.9% 14.4% 56.0% 45.0% NA 47.8% NA 87.1%
baseline
>7% weight
increase 0, 0, 0, [Y) 0, 0, 0, 0, 0, 0,
from 96.9% 57.3% 10.1% 32.8% 22.7% 60.2% 55.3% 63.2% 20.5% 81.6%
baseline
Akathisia 66.8% 25.3% 30.7% 59.1% 31.0% 76.3% 31.6% 13.1% 72.4% 93.9%
Somnolence 46.4% 26.5% 75.7% 22.8% 75.6% 34.2% 14.3% 81.9% 27.3% 96.3%
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!'In the first set of sensitivity analyses, the 8-week cariprazine trial (NCT01469377) was excluded and no imputation of SE was
conducted.

2 SUCRA values summarize each treatment-node’s network-wide ranking for an outcome on a 0-100% scale. Values are derived by
ranking all treatment-nodes at each Markov Chain Monte Carlo iteration and computing the area under the cumulative ranking curve
of those ranks. Higher values indicate a better average rank.

ADT: antidepressant therapy; Clinical Global Impression Scale — Severity; MADRS: Montgomery-Asberg Depression Rating Scale;

mg: milligram, NCT: national clinical trial; SE: standard error; SUCRA: surface under the curve; XR: extended release
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Table S13. Surface under the cumulative ranking curve (SUCRA) values for efficacy and safety outcomes in the second set of

sensitivity analyses'

Lumateperone 42 Aripiprazole 2-20 Quetiapine XR Brexpiprazole 1-3 Cariprazine 1-4.5
mg/day mg/day 150-300 mg/day mg/day mg/day Placebo+ADT

X;D;E:I?;:ge 99.6% 67.2% 59.3% 41.4% 31.4% 0.0%
MADRS 94.0% 73.1% 39.1% 61.0% 33.8% 0.1%
response

i\gﬁ;ggfn 90.0% 73.9% 61.3% 52.5% 10.7% 10.5%
gg;i::ﬁ?f: 98.7% 77.2% 59.8% 34.9% 29.6% 0.2%
Xfﬁ;ggﬁfe 95.3% 8.1% 42.5% 14.1% 55.3% 84.7%
>7% weight

increase from 98.0% 2.4% 32.2% 38.1% 49.8% 80.0%
baseline

Akathisia 65.7% 21.1% 63.8% 36.0% 18.0% 94.7%
Somnolence 34.7% 70.0% 15.9% 11.0% 70.1% 98.3%

!'In the second sensitivity analysis, treatments were pooled across doses to evaluate the NMA at the comparator rather than the

treatment-dose level resulting in a star-shaped five-node network (one node per treatment).
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2 SUCRA values summarize each treatment-node’s network-wide ranking for an outcome on a 0-100% scale. Values are derived by

ranking all treatment-nodes at each Markov Chain Monte Carlo iteration and computing the area under the cumulative ranking curve
of those ranks. Higher values indicate a better average rank.

ADT: antidepressant therapy; Clinical Global Impression Scale — Severity; MADRS: Montgomery-Asberg Depression Rating Scale;
mg: milligram; NCT: national clinical trial; NMA: network meta-analysis; SE: standard error; SUCRA: surface under the curve; XR:

extended release
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Table S14. Pairwise treatment comparisons for lumateperone vs comparators across efficacy and safety outcomes in the

second set of sensitivity analyses'”’

Lumateperone 42

Placebo+ADT

Aripiprazole 2-20

Brexpiprazole 1-3

Cariprazine 1-4.5 mg/day

Quetiapine XR 150-300

mg/day vs mg/day mg/day mg/day
MADRS change from -4.71 -1.77 -2.54 -2.87 -2.01
baseline (-5.78, -3.65) (-3.20, -0.32) (-4.02, -1.04) (-4.44, -1.29) (-3.66, -0.36)
231 1.20 1.32 1.60 1.55
MADRS response (1.77, 3.05) (0.78, 1.87) (0.84, 2.09) (1.13,2.29) (1.05,2.30)
. 2.19 1.15 1.43 2.20 1.30
MADRS remission (1.57,3.07) (0.70, 1.90) (0.83,2.42) (1.45,3.31) (0.84,2.02)
CGI-S change from -0.60 -0.16 -0.37 -0.40 -0.25
baseline (-0.74, -0.46) (-0.36, 0.05) (-0.55, -0.19) (-0.62, -0.18) (-0.45, -0.06)
Weight change from -0.08 142 -1.34 -0.86 -1.01
baseline (-0.30, 0.13) (-1.82, -1.03) (-1.70, -0.98) (-1.17, -0.54) (-1.40, -0.61)
>7% weight increase 0.30 0.03 0.11 0.15 0.10
from baseline (0.04, 1.42) (0.00,0.21) (0.01, 0.69) (0.02,0.91) (0.01,0.61)
Akathisia 2.19 0.30 0.40 0.28 0.91
(0.40, 17.17) (0.05, 2.54) (0.06, 3.52) (0.04,2.52) (0.09, 10.07)
Sommolence 5.46 2.78 0.45 2.83 0.61
(2.86, 11.50) (0.84,9.22) (0.05, 2.04) (121, 6.87) (0.23, 1.58)

!'In the second sensitivity analysis, treatments were pooled across doses to evaluate the NMA at the comparator rather than the

treatment-dose level resulting in a star-shaped five-node network (one node per treatment).

2 Outcomes were reported at Week 6, unless otherwise specified.
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3 The table presents the pairwise comparisons of lumateperone 42 mg/day versus the column comparators. Results are reported as
median difference (95% Crl) for continuous outcomes (MADRS change from baseline, CGI-S change from baseline, and weight
change from baseline), and as odds ratios (ORs; 95% CrI) for binary outcomes (MADRS response, MADRS remission, >7% weight
increase from baseline, akathisia, and somnolence). For MADRS and CGI-S change from baseline, a median difference <0 indicates
greater improvement with lumateperone versus the comparator. For MADRS response and remission, an OR >1 indicates a higher
probability of response or remission with lumateperone versus the comparator. For >7% weight increase, akathisia, and somnolence,
an OR <1 indicates a lower probability of the event with lumateperone versus the comparator.

4 For cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) Week 8 data was used for MADRS remission, CGI-S change from
baseline, and all safety outcomes given Week 6 data were not available.

> For MADRS change from baseline, the missing SE values in cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) were
imputed using the mean SE from other trials.

® For CGI-S change from baseline, the missing SE values in the quetiapine XR trials (NCT00326105 and NCT00351910; 150 mg/day
and 300 mg/day) were imputed using the mean SE from other trials.

"For weight change from baseline, the missing SE values in the brexpiprazole trials (NCT01360645 and NCT01360632; 1 mg/day, 2
mg/day and 3 mg/day) were imputed using the mean SE from other trials.

CGI-S: Clinical Global Impressions—Severity; Crl: credible interval; MADRS: Montgomery—Asberg Depression Rating Scale; mg:

milligram; NCT: national clinical trial; NMA: network meta-analysis; OR: odds ratio; SE: standard error; XR: extended release
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Table S15. Pairwise probabilities of treatment superiority for lumateperone vs comparators across efficacy and safety

outcomes in the second set of sensitivity analyses'~”

Lumateperone 42

Aripiprazole 2-20

Brexpiprazole 1-3

Cariprazine 1-4.5 mg/day

Quetiapine XR 150-300

mg/day vs Placebo+ADT mg/day mg/day mg/day
xi]ﬁges change from 100% 99% 100% 100% 99%
MADRS response 100% 80% 89% 100% 99%
MADRS remission 100% 72% 91% 100% 88%
gacs};isnzhange from 100% 93% 100% 100% 99%
g:i%ﬂ;hange from 77% 100% 100% 100% 100%
EZ;/; g;;fﬁ;éncrme 94% 100% 99% 98% 99%
Akathisia 19% 88% 81% 88% 53%
Somnolence 0% 5% 83% 1% 85%

!'In the second sensitivity analysis, treatments were pooled across doses to evaluate the NMA at the comparator rather than the

treatment-dose level resulting in a star-shaped five-node network (one node per treatment).

2 Outcomes were reported at Week 6, unless otherwise specified.

32




3 The table presents the pairwise probabilities of superiority of lumateperone 42 mg/day versus the column comparators based on
posterior distributions from the Bayesian NMA. Probabilities are expressed as percentages (0%—100%), with higher values indicating
greater likelihood that lumateperone has a favorable outcome. Probabilities >99.5% are listed as 100% due to rounding.

4 For cariprazine (NCT01469377; 1-2 mg/day and 2—4.5 mg/day) Week 8 data was used for MADRS remission, CGI-S change from
baseline, and all safety outcomes given Week 6 data were not available.

3 For MADRS change from baseline, the missing SE values in cariprazine (NCT01469377; 1-2 mg/day and 2-4.5 mg/day) were
imputed using the mean SE from other trials.

® For CGI-S change from baseline, the missing SE values in the quetiapine XR trials (NCT00326105 and NCT00351910; 150 mg/day
and 300 mg/day) were imputed using the mean SE from other trials.

"For weight change from baseline, the missing SE values in the brexpiprazole trials (NCT01360645 and NCT01360632; 1 mg/day, 2
mg/day and 3 mg/day) were imputed using the mean SE from other trials.

CGI-S: Clinical Global Impressions—Severity; Crl: credible interval; MADRS: Montgomery—Asberg Depression Rating Scale; mg:

milligram; NCT: national clinical trial; NMA: network meta-analysis; SE: standard error; XR: extended release
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