Table 2: Multivariate analyses examining the interactive effects of homocysteine concentration and
methylenetetrahydorfolate reductase (MTHFR) genotype on depression status

Homocysteine concentration | MTHFR genotype g%‘i‘fﬁ’g{fg‘:ﬂﬁgﬁsmmﬁon

Wald [OR (95% CI) Wald [OR (95% CI) |Wald OR (95% CI)
Prevalent depressive disorder® |30.63 |1.11 (1.07-1.15)*** [0.14 [0.96 (0.79-1.18) |[1.19 1.03 (0.98-1.08)
Incident depressive disorder® 0.51 ]1.03(0.95-1.11) 0.05 [0.95(0.62-1.47) |3.65 1.10 (1.00-1.20)*
Persistent depressive disorder® |1.13 | 1.04 (0.99-1.09) 0.17 10.93 (0.65-1.32) |3.90 1.12 (1.02-1.23)*

*adjusted for gender, education, living alone, housing, current employment, hypertension, diabetes, and current smoking
badjujsted for the same model as in prevalent depressive disorder plus treatment status (escitalopram, placebo, and medical
treatment only)

*p-value < 0.05, **p-value < 0.01, ***p-value < 0.001
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Figure 1: Plasma homocysteine levels by depressive disorder status and methylenetetrahydrofolate reductase
(MTHFR) genotype. Numeric data are plasma homocysteine level (umol/l). P-values between depressive disorder status were drawn by
logistic regression tests after adjustment for gender, education, living alone, housing, current employment, hypertension, diabetes, current
smoking (prevalent and incident depressive disorder), plus treatment status (persistent depressive disorder). Interaction terms between
homocysteine level and MTHFR genotype on depressive status were drawn in the same adjusted model.
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presence of C/T and T/T genotypes, and with incident and
persistent depressive disorder only in the presence of T/T
genotype. Homocysteine concentrations are compared by
remission status in each genotype in the 2" ~ 4 rows of
Supplemental Table S2, but no significant associations
were found. Interaction terms between genotype and
raised homocysteine in logistic regression models after
adjustment for covariates are summarized in 5% ~ 6
columns of Table 2. Significant interactions were found
for incident and persistent depressive disorder, but not for
prevalent depressive disorder at baseline or for any marker
of remission status.

Associations with clinical hyperhomocysteinemia

The prevalence of hyperhomocysteinemia at baseline
was 16.1% (156 of 969 participants), and associations

with depressive status are displayed in Figure 2. Overall,
the findings were similar to those of continuously
distributed homocysteine concentrations, but the strength
of the associations was stronger in this categorical
approach. In the total sample, hyperhomocysteinemia
was significantly associated with prevalent (sensitivity
64%, specificity 63%) and incident depressive disorder,
but not with persistent depressive disorder. When
stratified by MTHFR genotype, hyperhomocysteinemia
was significantly associated with prevalent depressive
disorder in the presence of C/T and T/T genotypes, and
with incident and persistent depressive disorder in the
presence of T/T genotype (positive predictive value
and negative predictive values for incident depressive
disorder was 39 and 96%, respectively; and for persistent
depressive disorder was 78% and 73%, respectively).
Significant interactive effects of hyperhomocysteinemia
and genotype were found for incident (p-value = 0.030)

Figure 2: Depressive status by hyperhomocysteinemia and methylenetetrahydrofolate reductase (MTHFR) genotype.
Numeric data are percentages. P-values between absent and present hyperhomocysteinemia were drawn by logistic regression tests after
adjustment for gender, education, living alone, housing, current employment, hypertension, diabetes, current smoking (prevalent and
incident depressive disorder), plus treatment status (persistent depressive disorder). Interaction terms between hyperhomocysteinemia and
MTHEFR genotype on depressive status were drawn in the same adjusted model.
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