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Dear Editor,
Psoriasis has been associated with various psychiatric disor-

ders and its negative impact on patient’s mental health has been
hypothesized although a clear-cut pathophysiologic link was not
established [1]. In patients with psoriasis the incidence of depres-
sion, anxiety and suicidality is 25.9, 20.9, and 0.9 per 1000 subject
per year, respectively, as reported by a cohort study [2].
Moreover, in patients affected by severe psoriasis a 72%
increased risk of depression has been demonstrated as com-
pared with a control population [2]. Moreover, some cases of
suicidal ideation and behavior (SIB) occurring in the context of
randomized clinical trials (RCT) investigating brodalumab have
risen concerns about a possible inducing role of some targeted
anti-psoriatic agents [3,4]. Brodalumab is a human monoclonal
IgG2 antibody directed against the IL-17 receptor (IL-17RA) that
inhibits its interactions with the IL-17 family of cytokines (IL-17A,
IL-17F, IL-17C, IL-17 A/F) and IL-25 [5].

For this reason, a careful assessment of patients, in particular for
those reporting a history of psychiatric symptoms needing
a pharmacological approach with anti-IL17 agents, is needed in
routine practice.

We report here our experience regarding 3 patients affected by
major psychiatric disorders andmoderate-to-severe psoriasis treated
with secukinumab. Secukinumab is a fully human IgG1 monoclonal
antibody against IL-17A that selectively binds with the interleukin IL-
17A cytokine and inhibits its interaction with IL-17 receptor [5].

The first was a male aged 37 years; he presented with a previous
diagnosis of adolescent bipolar disorder at the age of 15 years with
recent delusion episodes and had been treated for many years with
lithium carbonate 300 mg as monotherapy three times daily and
more recently in combination with quetiapine 300 mg daily (Figure
1). The second was a male aged 43 years; he presented with a diag-
nosis of major depressive disorder that had been treated for 2 years
with paroxetine 20 mg and delorazepam (Figure 2). Finally, the third
wasa femalepatient, aged50years,with apreviousdiagnosis of panic
attack episodes, minor depressive episodes and agoraphobia, treated
with valproic acid 300 mg daily; she also referred frequent use of

delorazepam as needed. At baseline patients presented a severe skin
involvement expressed by a Psoriasis Area and Severity Index (PASI)
score of 17.5, 20.5 and 18, respectively, and a concomitant consistent
impact on quality of life, as expressed by Dermatology Life Quality
Index (DLQI) scores. Patients showed a rapid onset of secukinumab
action and apersistenceof complete skin clearance atweek-52,week-
104, and 156 (for 2/3 patients reaching this timepoint). No signs of
disease recurrence were noted during the observation period. DLQI
showed a parallel and consistent reduction. Periodic psychiatric con-
sultations stated a long-term stability or improvement of the psychia-
tric disorders. Baseline characteristics, including previous treatments,
and follow-up disease and quality of life evaluation of patients with
results of psychiatric assessment are illustrated in Table 1. No adverse
events were reported. Patients signed an informed consent allowing
to extract data from clinical records for scientific purposes.

Psoriasis may strongly affect patients’ physical aspect, per-
sonal image and body satisfaction resulting in social discom-
fort and stigmatization. Furthermore, the risk to develop
anxiety, depression and suicidality among psoriatic patients
has been demonstrated to be increased [1,2,6,7].

A relationship between inflammation and depression has
been suggested since there are growing evidences of
a causative link between inflammation and psychiatric disor-
ders, with several pro-inflammatory cytokines sharing a role in
psoriasis pathogenesis as well as in psychiatric pathological
mechanisms [7,8]. High-serum IL17 levels are positively asso-
ciated with depression [9]. A study explored the association of
systemic IL17A with depression-like behavior, using a mice
model of psoriatic inflammation as well as IL17A administra-
tion [9]. An increased expression of IL17A was found in differ-
ent brain regions (hippocampus and prefrontal cortex) and in
blood immune cells after induction of psoriatic inflammation,
also associated with depression-like symptoms; the same
study demonstrated an anti-depressant effect of the anti-
IL17A antibody in mice suggesting that IL17 blockage could
be beneficial for psoriasis patients with associated psychiatric
symptoms [9].
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On the other hand, concerns regarding a potential link
between IL-17R inhibition in the treatment of psoriasis and
suicide have been raised due to the report of few cases of
SIB events in patients treated with brodalumab in the con-
text of RCT. However, patients with a previous history of
alcohol abuse, drug abuse, depression, suicide and other
psychiatric disorders were not excluded from clinical trials
[3,10]. In consideration of this issue, a Risk Evaluation and
Mitigation Strategies program has been developed by the
US Food and Drug Administration in order to ensure that
prescribers are educated about the risk of SIB observed with
brodalumab and are able to counsel patients at the
moment of prescription [10]. A recent study compared the
incidence of psychiatric adverse events, in the context of 3
RCT, in patients treated with brodalumab, placebo, and
ustekinumab, an IL12/23 inhibitor and demonstrated that
the comparison with controls and the timing of events do
not indicate a causal relationship between SIB and brodalu-
mab treatment [10].

Secukinumab is a human monoclonal antibody that selec-
tively targets and neutralizes IL-17A, that was extensively stu-
died in patients in a number of RCT and was the first anti-IL17
agent approved by the US Food and Drug Administration and
European Medicines Agency for the treatment of adult
patients with moderate-to-severe plaque psoriasis and psoria-
tic arthritis [11,12]. Thereafter, real-life experiences confirmed
secukinumab safety and efficacy, with rapid clinical improve-
ment and long-term maintenance of results [13].

Figure 1. Clinical psoriasis aspect before (a, b) and after 156 weeks (3 years) of
treatment with secukinumab (c, d) in a patient affected by bipolar disorder with
delusion episodes.

Figure 2. Severe scalp involvement before (a) and after 156 weeks (3 years) of
treatment with secukinumab (b) in a patient affected by major depression.

Table 1. Baseline and follow-up disease and quality of life characteristics of patients undergoing secukinumab with concomitant results of psychiatric evaluation.

BASELINE W52 W104 W156

Psychiatric Comorbidities Previous Treatments PASI DLQI PASI DLQI PASI DLQI PASI DLQI Psychiatric evaluation

1 Bipolar disorder/Delusion Cs
Mtx

17.5 28 0 4 0 4 0 2 Stability of the disorder

2 Major depression Cs 20.5 20 0 4 0 4 0 4 Improvement
3 Anxiety with agoraphobia Cs

Mtx
Eta

18 22 0 2 0 2 Na Na Improvement

Cs: ciclosporin, Mtx: Methotrexate, Eta: Etanercept.
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A pooled analysis of secukinumab studies showed that the
exposure-adjusted incidence rates for psychiatric disorders
according to the Medical Dictionary for Regulatory Activities
(MedDRA), an internationally used set of terms relating to
medical conditions, were 4.17/100 patient-years, 6.15/100
patient-years, and 5.64/100 patient-years in subjects receiving
secukinumab 300 mg or 150 mg, and etanercept, respectively,
over 52 weeks of treatment [14]. When researching by the
standardized MedDRA queries ‘depression’ or ‘suicide/self-
injury’, the adjusted incidence rate was 1.20/100 patient-
years, 1.85/100 patoient-years, and 2.06/100 patient-years in
the secukinumab 300 mg or 150 mg, and etanercept treat-
ment groups, respectively [14]. Furthermore, during secukinu-
mab treatment, alleviation of anxiety and depression
symptoms in patients with moderate-to-severe psoriasis has
been reported in comparison to etanercept and placebo [15].
Nevertheless, after secukinumab marketing authorization, con-
cerns were raised by a reported patient affected by psoriasis
and multiple sclerosis experiencing an exacerbation of depres-
sion after starting secukinumab treatment. In this case, the
disruption of the blood brain barrier due to multiple sclerosis
may have led to the development of depression [16].

More recently an integrated clinical trial safety dataset
included data pooled from 21 randomized controlled clinical
trials of secukinumab in psoriasis, psoriatic arthritis and anky-
losing spondilytis patients (N = 7355) reporting that inci-
dences of suicidality-related adverse events were low in the
psoriasis and psoriatic arthritis studies, and none emerged in
the ankylosing spondilytis studies. There was no evidence to
suggest that treatment with secukinumab increases the risk
beyond background risk in patients with these systemic
inflammatory diseases [17].

In our case series, 3 patients with a previous psychiatric
diagnosis (bipolar disorder/delusion, major depression, anxiety
with agoraphobia) showed an excellent long-term efficacy and
safety profile during the treatment with secukinumab, despite
concomitant therapies known to potentially exacerbate exist-
ing psoriasis, such as lithium and sodium valproate [18] and
also demonstrating stability/improvement of the underlining
psychiatric disorder.

In these 3 cases the therapeutic choice was made on the
basis of the need for a rapid onset of action and potential
worsening of the underlying condition was monitored with
the support of psychiatric consultations. This case series high-
lights the importance of awareness and attention to psychia-
tric comorbidities as stated by the recent Joint AAD-NPF
guidelines [19]. Patients with psoriasis and relatives should
be educated about the association of psoriasis with anxiety
and depression, and asked about signs and symptoms of
anxiety and depression by their dermatologist [19]. It is also
important to consider that some psychiatric agents may be
causative agents for drug-induced or drug-aggravated psoria-
sis manifestations [18]. Besides, psoriasis patients with pre-
vious symptoms of anxiety, depression, suicidal ideation or
reported stressors, should be referred to an appropriate health
care professional for further assessment and management
[19], considering that a multidiscplinary approach of psychia-
tric comorbidities may help the therapeutical choice and the
long-term treatment management.

Although we presented a limited experience, these 3 cases
with a long-term follow-up, highlighted an important thera-
peutic issue in psoriasis management and showed particularly
encouraging results in terms of clinical benefits and safety for
patients.
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