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Supplementary eTable 1. Time course of Main Outcome Instrumentsfor Intent-to-Treat Sample (N = 189)

Group Basdline Week 1 Week 2 Week 4 Week 6 Week 8 Week 10 Week 12
HAM-D-17 | Mean | SD | Mean| SD |Mean| SD |Mean| SD | Mean| SD |Mean| SD | Mean| SD | Mean | SD
PBO 1943 | 4.07 16.71 | 5.06 1537 | 5.19 1442 | 5.67 13.32 | 5.66 13.08 | 5.95 12.17 | 6.93 12.00 | 6.96
SAMe 18.98 | 5.09 16.27 | 6.29 13.83 | 6.14 1191 | 7.25 1109 | 722 | 968 |687 |88 |585 11.12 | 6.74
ESC 19.25 | 4.88 1751 | 547 1581 | 5.70 1443 | 6.16 13.23 | 7.00 11.86 | 7.08 12.18 | 8.14 10.77 | 6.58
IDS-SR
PBO 3744 | 1156 | 32.78 | 11.34 | 31.45 | 11.59 | 28.23 | 11.66 | 27.88 | 12.60 | 28.89 | 12.60 | 2641 | 14.22 | 24.17 | 13.58
SAMe 3487 | 974 | 2926 | 1015 | 25.14 | 11.13 | 22.77 | 1259 | 22.14 | 13.23 | 1999 | 1231 | 1830 | 1058 | 18.83 | 10.90
ESC 3754 | 1235 | 3247 | 12.89 | 31.32 | 1421 | 2994 | 1401 | 2580 | 1359 | 25.78 | 16.21 | 2518 | 16.75 | 24.72 | 16.00
CGI-S
PBO 429 | 065 (39 |089 |363 |08 |338 119 | 317 120 | 314 129 | 3.00 1.37 2.93 151
SAMe 438 | 076 | 384 123 | 342 123 | 3.09 141 | 278 146 | 273 139 |231 121 | 265 1.39
ESC 444 1069 |390 |091 |366 |08 |346 121 | 319 1.26 2.83 1.27 2.84 135 | 261 142
CGl-l
PBO 391 | 048 |348 |075 |330 |0.73 283 | 0.96 276 | 0.99 2.94 1.15 2.74 121 2.53 1.36
SAMe 390 |063 |336 |080 |314 1.00 2.84 129 | 262 125 | 230 115 | 211 108 | 241 1.18
ESC 397 |026 |342 |08 |311 |0.78 2.95 1.02 2.73 105 | 243 1.07 2.53 1.16 2.39 1.29




HAMD-17: 17-item Hamilton Depression Rating Scale
IDS-SR: Inventory of Depressive Symptomatol ogy — Self-Rated
CGlI-S: Clinical Global Improvement Scale - Severity

CGl-I: Clinical Global Improvement Scale — Improvement
SAMe: S-Adenosyl methionine

ESC: Escitalopram

PBO: Placebo

SAMevs ESC: No significant differencein HAM-D-17 score was found at any time point, but trends were seen at Week 4 (p=0.083)
and Week 10 (p=0.055). Significant differencein IDS-SR was seen at Week 2 (p= 0.019), Week 4 (p=0.013), and Week 10 (p=0.047).
No significant difference in CGI-S was seen at any time point, but a trend was seen at Week 10 (p=0.094).

ESC vs PBO: No significant differences were seenin HAM-D-17, IDS-SR, or CGI-S at any time point. A trend was seen for CGI-I at
Week 8 (p=0.054).

SAMe vs PBO: Significant differencesin HAM-D-17 scores were seen at Week 8 (p=0.026) and Week 10 (p=0.034). Significant
differencesin IDS-SR were seen at Week 4 (p=0.033), Week 6 (p=0.044), Week 8 (p=0.003), and Week 10 (p=0.010). Significant

differences were seen for CGI-S at Week 10 (p=0.031), and for CGI-I at Week 8 (p=0.019) and Week 10 (p=0.028).



