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Appendix 1. Supplementary Results:

Interest-activity symptoms and change in self-reported depressive symptoms

The self-report Quick Inventory for Depressive Symptomatology (QIDS-SR) was administered at weeks 2,
4, 8,10, 12 and 16 as a secondary outcome measure. There were more missing data on QIDS-SR than on
on the primary outcome measures (MADRS) on all post-baseline visits and QIDS-SR was not collected at
weeks 6 and 14. Across all visits, QIDS-SR was available on 544 occasions for 187 participants, compared
to 725 occasions and 188 participants for MADRS, i.e. there were 25% fewer measurements on QIDS
than on MADRS. With the limitation of missing data, we explored the effect of baseline interest-activity
symptoms on QIDS-SR changes with treatment in phases 1 and 2.

In phase 1, more severe interest-activity symptoms at baseline were associated with less improvement
in QIDS-SR with escitalopram monotherapy. Specifically, after controlling for baseline total QIDS-SR
score, age, sex and site, each one standard deviation in baseline interest-activity score was associated
with a 0.96 point increase on the QIDS-SR scores during escitalopram treatment (b = 0.96, 95%CI 0.17 to
1.74, p=0.017).

In phase 2, the baseline interest-activity symptoms were no longer significantly associated with
treatment outcome measured with QIDS-SR (b =0.56 95%Cl -0.38 to 1.49, p = 0.243). The interaction
between baseline interest-activity and aripiprazole was not statistically significant for QIDS-SR (b =-0.39
95%Cl -0.91t0 0.12, p = 0.135)

The time course of the relationship between baseline interest activity and change in QIDS-SR is
visualized in Supplementary Figure S2.

The pattern of results with QIDS-SR is similar to what was found for MADRS, but the effects are smaller
and statistically less robust. Because of the missing data on QIDS, we are unable to interpret the
difference as being due to systematic difference between clinician-rated or self-report outcomes or due
to differential patterns of missing data.



Change in interest-activity symptoms and in other depressive symptoms during treatment

The interest-activity and other depressive symptoms followed a similar course of improvement over the
16 weeks (Figure S3). In phase 1, when all participants were receiving escitalopram monotherapy, other
depressive symptoms improved slightly more than interest-activity symptoms. In phase 2, there was a
slightly more pronounced improvement in interest-activity symptoms so that by week 16, the degree of
improvement in interest-activity and other depressive symptoms was very similar (Figure S3).

In phase 1, higher baseline interest-activity predicted less improvement in interest-activity symptoms (b
=1.16, 95%Cl 0.65 to 1.66, p<0.001; Figure S4), but not in other depressive symptoms (b = 0.59, 95%CI -
0.29to 1.47, p=0.189; Figure S5).

The interaction between baseline interest-activity score and aripiprazole significantly affected
improvement in both interest-activity symptoms (-0.39, 95%CI -0.71 to -0.07, p=0.017) and other
depressive symptoms (-1.03; -1.59 to -0.47, p<0.001). In individuals with more severe interest-activity
symptoms at baseline, both types of symptoms were responding less well to escitalopram monotherapy
and better to aripiprazole augmentation compared to individual with milder interest-activity symptoms
at baseline.

We conclude that high interest-activity symptoms respond less well to escitalopram monotherapy and
this is primarily driven by smaller change in the interest-activity symptoms. However, the better
response to aripiprazole augmentation in individuals with more severe interest-activity symptoms
extends to improvement in other types of depressive symptom:s.



Supplementary Figure 1: Time course of improvement in MADRS by terciles of interest-activity symptoms at baseline.
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Supplementary Figure 2: Time course of improvement in QIDS-SR by terciles of interest-activity symptoms at
baseline.
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Supplementary Figure 3: Time course of improvement in interest-activity vs other depressive symptoms.
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Supplementary Figure 4: Time course of change in interest-activity items by baseline interest-activity tercile.
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Supplementary Figure 5: Time course of change in other (non-interest-activity) depressive
symptoms by baseline interest-activity tercile.
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