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Supplementary Table 1. Safety Summary by Treatment Group During the Double-

Blind Induction Phase

ESK + AD PBO + AD
n =343 n =222
TEAES in >5% of subjects, n (%)

Overall 299 (87.2) 143 (64.4)
Anxiety 30 (8.8) 12 (5.4)
Blood pressure increased 30 (8.8) 5(2.3)
Diarrhea 23 (6.7) 13 (5.9)
Dissociation 92 (26.8) 8 (3.6)
Dizziness 81 (23.6) 15 (6.8)
Dizziness postural 22 (6.4) 1 (0.45)
Dry mouth 19 (5.5) 7(3.2)
Dysgeusia 65 (19.0) 30 (13.5)
Fatigue 24 (7.0) 11 (5.0)
Feeling drunk 18 (5.3) 1(0.5)
Headache 70 (20.4) 38 (17.1)
Hypoesthesia 37 (10.8) 3(1.4)
Hypoesthesia oral 37 (10.8) 3(1.4)
Insomnia 29 (8.5) 16 (7.2)
Nausea 97 (28.3) 19 (8.6)
Paresthesia 43 (12.5) 4 (1.8)




Paresthesia oral 19 (5.5) 3(1.4)

Sedation 19 (5.5) 2 (0.90)
Somnolence 60 (17.5) 20 (9.0)
Throat irritation 23 (6.7) 9(4.1)
Vertigo 77 (22.5) 5(2.3)
Vision blurred 31(9.0) 3(14)
Vomiting 32 (9.3 4(1.8)

Serious TEAEs, n (%)

Overall 3(0.9) 1(0.5)
Depression 1(0.3) 0
Headache 1(0.3) 0
Multiple injuries 1(0.3) 0
Road traffic accident 1(0.3) 0
Vertigo positional 0 1(0.5)

AD, antidepressant; AE, adverse event; ESK, esketamine nasal spray; PBO, placebo

nasal spray, TEAE, treatment-emergent adverse event.



Supplementary Table 2. Study Completion/Withdrawal Information for Day 2 and Days 2

and 8 Nonresponders During the Double-Blind Induction Phase

Overall Day 2 Nonresponders | Days 2 and 8 Nonresponders
ESK+AD | AD+PBO | ESK+AD | AD+PBO | ESK+AD AD+PBO
n =343 n =222 n =263 n=184 n =235 n=170
Completed, n (%) 306 (89.2) | 206 (92.8) | 233 (88.6) | 172 (93.5) | 213 (90.6) 163 (95.9)
Withdrawn, n (%) 37(10.8) | 16(7.2) | 30(11.4) | 12(6.5) | 22(9.9) 7 (4.1)
Adverse event 16 (4.7) 3(1.4) 14 (5.3) 3(1.6) 8 (3.4) 2(1.2)
Lack of efficacy 4(1.2) 0 4 (1.5) 0 3(1.3) 0
Lost to follow-up 2 (0.6) 1(0.5) 1(0.4) 1(0.5) 1(0.4) 1(0.6)
Withdrawal by 8(2.3) 7(3.2) 5(1.9) 6 (3.3) 4 (1.7) 3(1.8)
subject
Protocol violation 2 (0.6) 2 (0.9 2 (0.8) 0 2 (0.9 0
Other 5 (1.5) 3(1.4) 4 (1.5) 2 (1.1) 4 (1.7) 1 (0.6)

AD, antidepressant; ESK, esketamine nasal spray; PBO, placebo nasal spray.






