Table S1:

Sensitivity analysis for missing data bias

Additional
Total Calculated Total Calculated
Number | PSD ota A cwiated | Additional PSD | oo -acuate
Number of of PSD assumin estimated risk ratio assuming 50% of estimated risk ratio
Stud Number patients with observed Zf)‘s’ % of 5 PSD at and 95% Zstients %vitho b I PSD at and 95% CI
y potentially 3 ) 20% Clat20% |° . . 50% at 50%
.. patients with missing data had
missing data .
missing data aPSD
had a PSD
Rasmussen SSRI 70 35 8 7 15 18 26
etal., 2003 Placebo | 67 35 19 7 26 18 37
Almeida et SSRI 48 NA 8 NA NA NA NA
al., 2006 Placebo 51 NA 11 NA NA NA NA
Kim et al., SSRI 210 67 27 13 40 34 61
0.783
2017 Placebo 195 73 25 15 40 (0.693- 37 62 0.820 (0.735-
Dennis et al., SSRI 1564 140 210 28 238 0.884) 70 280 0.913)
2018 Placebo | 1563 140 269 28 297 70 339
Hankey et SSRI 642 30 33 6 39 17 48
al., 2020 Placebo 638 17 46 3 49 23 55
Lundstrom SSRI 750 38 54 8 62 19 73
et al., 2020 Placebo 750 29 81 6 87 15 96

To test whether a difference in the incidence of PSD among patients with missing data could affect the calculated risk ratio of the meta-analysis, a post-hoc sensitivity
analysis was conducted. If PSD were more common in patients with missing data, this could alter the calculated risk ratio towards no effect. The PSD rate was
calculated with 20% and inflated to 50% to overestimate the potential additional PSD among participants with missing data. These additional PSD were added to
the observed PSD in each group. Recalculation of risk-ratios remained statistically significant at both 20% (RR: 0.783, 95% CI 0.693 to 0.884) and 50% (RR: 0.783,
95% CI0.693 to 0.884). Therefore, the missing data of the included studies did not significantly alter the findings of this meta-analysis on PSD prevention through
SSRI treatment.
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Figure S1: Funnel plot of the included studies



SSRI Placebo Risk ratio Weight
Study Yes MNo Yes No with 95% CI (%)
Acute coronary syndrom
Hankey et al., 2020 1 641 2 636 050[005, 547] 061
Lundstrom et al., 2020 ] 745 & 744 — 083[028, 2721 250
Heterogeneity: T2 = 0.00, 1> = 0.00%, H2=1.00 —=l 075[026, 218]
Testof 8, =6,:Q(1)=0.14, p=0.70
Bleeding event
Dennis et al., 2018 42 1,522 38 1,525 - 110[0.72, 1.70] 1866
Hankey et al., 2020 4 638 2 636 189[037, 1081] 122
Lundstrom et al., 2020 14 736 11 739 —m— 127[058, 279 571
Hsterogeneity: T8 = 0.00, ? = 0.00%, H*=1.00 < 147 [0.81, 1.70]
Testof 8, =6,:Q(2) =048, p=0.78
Death
Hankey et al., 2020 15 627 15 633 1.01[050, 205 7.00
Lundstrom et al., 2020 25 725 22 728 1141065, 200 11.01
Heterogeneity: 12 = 0.00, 17 = 0.00%, H>=1.00 1.09[0.70, 1.69]
Testof 8,=6,:Q(1) =0.07, p=0.80
Stroke
Dennis et al., 2018 56 1,508 64 1,500 . B 088[062, 1.24] 2830
Hankey et al., 2020 18 624 26 616 — 069[0:38, 125 1002
Lundstrom et al., 2020 36 714 28 722 —i 1291079, 2.08] 1498
Heterogeneity: T2 = 0.02, > = 28.52%, H?>=1.40 <& 093[068, 1.28]
Testof 8, =6, Q(2) =2.80,p=0.25
Overall L 4 101[084, 122
Heterogeneity: 12 = 0.00, 17 = 0.00%, H*=1.00
Testof 8,=6,:0Q(3)=488,p=084
Test of group differences: Q,(3) =1.23, p=0.75

1;"1 6 1:'4 1 f&

Random-effects DerSimonian—Laird model

Figure S2: Forest plot of important safety outcomes



SSAI Placebo Risk ratio Weight

Study Yes No Yes No with 95% CI (%)
Hyperglycemia

Dennis et al, 2018 23 1541 16 1547 . B 1441076, 271] 3269
Hankey et al_, 2020 0 642 0 638 099[002, 5001] 086
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2=1.00 B 1421076, 266]
Testof6,=6:Q(1)=0.03,p=0.86

Hypoglycemia

Dennis et al, 2018 23 1541 13 1,550 Hill- 177[090, 348] 2873
Hankey et al_, 2020 0 642 0 638 099[002, 5001] 086
Heterogeneity: 12 = 0.00, I = 0.00%, H2=1.00 . 1.74[0.89, 3.39]

Testof B, = 6 Q(1)=008,p=078

Hyponatremia

Dennis et al, 2018 22 1542 14 1549 = 157[081, 306] 2960
Hankey et al_, 2020 3 639 2 636 —r— 1497025 889 412
Lundstrdm et al., 2020 11 739 1 749 —a—11.00[142, 8499] 3.14
Heterogeneity: 1 = 0.23, 12 = 29 80%, Hz = 1.42 T 215[0.86, 5.38]

Testof8,=6:Q(2)=321,p=020

Heterogeneity: 12 = 0.00, IF =0.00%, H*=1.00
Testof 8,=8;Q(6) =3.69,p=072

Test of group differences: Q,(2) =0.55, p=0.76

Random-effects REML model
FigureS3: Forest plot of adverse events associated with blood level changes



SSHAI Placebo Risk ratio Weight
Study Yes MNo Yes No with 95% CI (%)
Attemped zuicide
Dennis et al., 2018 3 1561 2 1561 150[025 896 1.04
Hankey et al_, 2020 0 642 2 636 020[001, 413] 036
Lundstrom et al_, 2020 1 749 1 749 1.00[ 006, 1596] 044
Heterogensity: T8 = 0.00, F=0.00%, H2=1.00 092[024, 352]
Testof 8,=6,:Q(2)=1.27, p=0.53
Constipation
Rasmussen et al., 2003 8 62 11 56 070[0.30, 162] 432
Kim st al., 2017 14 217 14 223 1.03[050, 210] 5.81
Heterogensity: ¢ = 0.00, I =0.00%, H2 =1.00 0.87[0.50, 1.51]
Testof 8,=6:Q(1)=047. p=0.49
Diarrhea
Rasmussen et al_, 2003 1 58 7 60 150[062, 365 397
Kim et al., 2017 2 229 7 230 029[006, 1401 135
Heterogeneity: 8 = 0.92, I =68.63%, H*=3.19 0.76[0.16, 3.68]
Testof 8,=6,:Q(1)=3.19, p=0.07
Dizzinesz
Rasmussen et al_, 2003 16 54 16 51 096[052, 176] 780
Almeida et al , 2006 3 45 5 39 055[014, 217] 173
Kim et al., 2017 8 229 10 221 078[031, 194 377
Heterogensity: T8 = 0.00, F=0.00%, H2=1.00 085[053, 1.36]
Testof 8,=6,:Q(2) =057, p=0.75
Drowszinezsz
Almeida st al , 2008 8 440 6 38 122[046, 324] 332
Kim et al., 2017 1 236 1 230 097[006, 1549] 044
Heterogensity: T8 = 0.00, I =0.00%, H>=1.00 119[047, 299]
Testof 8 =6, Q(1)=0.02, p=0.88
Fall with injury
Dennis et al., 2018 120 1,444 94 1,489 1.28[098, 188] 2539
Hankey et al., 2020 20 822 7 631 284121, 687] 425

Heterogeneity: T2 =0.22, |2=67.59%, H2=3.09
Testof 8,=6:0Q(1)=3.09, p=0.08

1711080, 364]




Inzomnia

Rasmussen et al., 2003 11 58 17 50 062[031, 1.22] 640
Almeida et al., 2006 [+ 42 5 39 110[036, 335 2359
Kim et al., 2017 12 225 12 219 097[045, 212] 502
Heterogeneity: 12 = 0.00, I =0.00%, H* =1.00 0.81[0.51, 1.28]

Test of 8, = 8 Q(2) = 1.10, p = 0.58

Seizure

Dennis st al., 2018 58 1,506 40 1,523 | 3 1.45[097, 2153] 15.18
Hankey st al , 2020 10 632 2 636 —— 497[1.09, 2259] 143
Lundstrom et al., 2020 8§ 742 1N 738 —— 073[029, 1.80] 3.82
Heterogeneity: 12 =0.29, 17 = 60.99%, H?>=2.56 - 146 [ 066, 3.22]

Test of 8, = 8 Q(2) = 4.73, p = 0.09

Sexual dysfunction

Almeida et al., 2006 1] 48 0 44 092[0.02, 4532] o022
Kim st al., 2017 1 236 0 231 . 292[012, 711.42] 033
Heterogeneity: 12 = 0.00, I =0.00%, H* =1.00 ———— 1.84[ 016, 21.74]

Test of 8, = 8 Q(1) = 0.20, p = 0.65

Sweating

Almeida et al., 2006 2 6 1 43 — 1.83[0.17, 19.52] 0.60
Kim et al, 2017 1 236 1 230 097006, 1549] 044
Heterogensity: v = 0.00, 2 = 0.00%, H2 =1.00 ——— 140[0.23, 847

Test of 8, = 8:Q(1) =0.12, p = 0.73

Heterogeneity: ¢ = 0.02, 7 = 8.60%, H*=1.09
Testof 8, = Bj: Q(23)=22.96, p=0.46

Test of group differences: Q,(9) =494, p=0.84

164 14 4 64

Random-effects REML model
FIGURE S4: Forest plot of other adverse events

Study

Rasmussen et al., 2003 Some concerns
Almeida et al., 2006 Some concerns
Kim et al., 2017 Some concerns
Dennis et al., 2018 Some concerns
Hankey et al., 2020 Some concerns
Lundstrém et al., 2020 Some concerns

FIGURE S5: Risk of bias assessment



