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WHAT IS ALREADY KNOWN ON THIS TOPIC

Observational studies have identified inflammatory changes in depres-
sion," % and randomised controlled trials (RCTs) suggest that depression
may respond better when anti-inflammatory drugs are used to augment
antidepressant drugs.® Statins have anti-inflammatory properties. The
present study is the first population-level investigation of the benefits
and risks of a selective serotonin reuptake inhibitor (SSRI)—statin
combination.

METHODS OF THE STUDY

The data for this cohort study were drawn from nationwide Danish elec-
tronic national health records from 1997 to 2012. Incident SSRI users
(those who received their first prescription for an SSRI) who subse-
quently received a first prescription for a statin (n=113 108) were com-
pared with incident SSRI users with no statin exposure (n=759 108).
There were two efficacy outcomes examined during 642 058 person-
years of medication-exposed follow-up: psychiatric hospital contacts
and psychiatric hospital contacts for depression. There were two
adverse event outcomes: suicide attempt and all-cause mortality.

The data were analysed using Cox regression and competing risk ana-
lysis. Analyses were adjusted for a large number of sociodemographic
and clinical covariates, including age, medical conditions, anti-
inflammatory drug use and use of other general medical and psycho-
tropic medications.

WHAT THIS PAPER ADDS

» Relative to the SSRI group, the SSRI-statin group was older by
10.5 years, had less previous psychiatric contact (15.5% vs 20%),
had more medical morbidity (27.2% vs 23.8%) and used more psy-
chotropic (79% vs 66.1%) and cardiovascular (41% vs 28.6%) drugs.

» The commonest SSRIs were citalopram (57.2%), sertraline (17.1%)
and escitalopram (11.4%). Simvastatin accounted for 92% of the
statin use.

» Relative to the SSRI group, the SSRI-statin group had a lower risk
of psychiatric hospital contacts (adjusted HR (aHR), 0.75; 95% CI
0.69 to 0.82) as well as psychiatric hospital contacts for depression
(aHR, 0.64; 95% CI 0.55 to 0.75) without impacting the risk of suc-
cessful or unsuccessful suicide attempt (aHR, 0.85; 95% CI 0.61 to
1.18) or all-cause mortality (aHR, 1.04; 95% Cl 0.96 to 1.12).

» The efficacy and adverse event outcomes were similar in analyses
restricted to SSRI-simvastatin, SSRI—other statins and citalopram—
simvastatin combinations, as well as in various sensitivity analyses
and a propensity-matched analysis.

» In an exploratory analysis, the SSRI-lovastatin combination was
associated with an increased risk of all-cause mortality (aHR, 3.58;
95% Cl 1.15 to 11.10). However, this analysis was based on only
four deaths. Additionally, a type | error resulting from data-mining,
multiple hypothesis testing cannot be ruled out.
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LIMITATIONS

» This study was retrospective; its validity depends on the high,
claimed accuracy of the healthcare records from which the data
were drawn.

» The study was not an RCT; confounding by indication is possible if
clinicians, believing that statins impact negatively on psychiatric out-
comes,” withheld statin prescription from patients with more severe
depression.

» SSRIs are used for many indications, nat merely for depression.

» The outcome measures in this study are only proxies for antidepres-
sant benefits.

» At best, therefore, the study suggests that the SSRI-statin combin-
ation is a demographic marker of healthcare advantages but does
not imply an antidepressant effect for the combination.

» As simvastatin accounted for 92% of the statin use and citalopram
for 57% of the SSRI use, the conclusion cannot be generalised with
confidence to all SSRI-statin combinations.

WHAT NEXT IN RESEARCH

Adequately powered RCTs are necessary to determine the short-term
and long-term benefits and risks of an SSRI—statin combination over
SSRI-placebo in statin-naive depressed patients.

DO THESE RESULTS CHANGE YOUR PRACTICES AND WHY?
Yes and no. These results do not encourage statin use to augment anti-
depressants due to the limitations listed and because we do not have
numbers needed to treat values (that might indicate an effect size) to
guide our expectations. However, the results provide modest reassur-
ance that, at a population level, statin use in antidepressant-treated
depressed patients is not associated with increased risk of harm.
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