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To the Editor,

Psoriasis (PsO) is a chronic inflammatory disease associated
with significant psychiatric comorbidity." Emerging evidence
suggests that inflammatory pathways in PsO may contribute to
neuroinflammation and mood symptoms, raising the possibility
that biologic therapies could differentially influence mental
health outcomes.? However, direct longitudinal comparisons
between biologic classes remain limited. Using real-world data
from the TriNetX database, we compared incident depression,
anxiety, and sleep disorders among PsO patients treated with
risankizumab versus adalimumab at 12-,18-, and 24-month
follow-up. Cohorts included PsO patients (>2 ICD-10 L40 codes)
with exposure to risankizumab or adalimumab, excluding
comparator biologic use and other labeled indications to better
reflect psoriasis-specific use.

TABLE 1.

Across all follow-up intervals, risankizumab was associated
with lower incident depression compared with adalimumab,
with separation evident by 12 months and sustained through 24
months (12 month: RR, 0.741; 95% Cl, 0.608-0.904; 18 months:
RR, 0.714; 95% ClI, 0.608-0.839; 24 months: RR, 0.701; 95% Cl,
0.609-0.808; all P<0.003) (Table 1; Figure 1). Sleep disorders
similarly favored risankizumab beginning at 18 months (RR,
0.869; 95% Cl, 0.764-0.988; P=0.032) and persisted at 24 months
(RR 0.817, 95% ClI, 0.728-0.918; P=0.001), while the 12-month
comparison was not significant. Anxiety outcomes did not differ
at 12 or 18 months but favored risankizumab at 24 months (24
months: RR, 0.871; 95% Cl, 0.765-0.99; P=0.038).
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Incident outcomes were assessed after a 90-day post index wash-in. Depression was defined by ICD-10 F32.x, anxiety by F41.9, and sleep disorders by G47. Risk ratios
(RRs) compare risankizumab vs adalimumab; P<0.05 was considered statistically significant.
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FIGURE 1. Incident depression, anxiety, and sleep disorders in psoriasis: risankizumab versus adalimumab.
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Forest plot of RRs with 95% confidence intervals comparing incident diagnoses at 12, 18, and 24 months after index biologic exposure (outcomes assessed 90 days post-
index) RR < 1 indicates lower risk with risankizumab. * P<.05; ** P<.01; *** P<.001.
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Our findings build on prior evidence that biologic therapy can
improve mental health outcomes in psoriasis.® In our analysis,
risankizumab was associated with earlier and sustained
reductions inincident depression, with later separation for sleep
disorders and anxiety, suggesting a time-dependent benefit 1.
across symptom domains. Potential explanations include

differential immunologic effects of I.-23 versusTNF-a inhibition, 2. WangY, Xing J, Liang Y, et al. The complex interplay between psoriasis and
. _ . _ . . depression: from molecular mechanisms to holistic treatment approaches.
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implicated in neuroinflammatory mechanisms relevant to mood 3. Lowry WP Pathak N, Lipner SR, et al. Decreased risk of depression in
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reliance on diagnosis codes, and limited data on psoriasis S50.
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in TriNetX. Nonetheless, these real-world findings suggest
risankizumab is associated with more favorable longitudinal
mental health outcomes than adalimumab through 24 months,
warranting prospective confirmation with validated psychiatric
and sleep measures.
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