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DEAR EDITOR

We read with interest the article by Burden et al.
[1] in which these authors report their evalua-
tion of the efficacy of spesolimab in patients
with moderate-to-severe palmoplantar pustulo-
sis (PPP). In this study, 152 patients were

randomized into five groups, with the patients
in four groups receiving different doses of the
drug and the patients in one group receiving
placebo. The primary efficacy endpoint was the
percentage change from baseline in the Palmo-
plantar Pustule Area and Severity Index (PPP
ASI) at 16 weeks. After 16 weeks of treatment,
there was no significant change from baseline in
this efficacy endpoint between the spesolimab
and placebo groups. In addition, compared to
the Asian patient population, more people in
the non-Asian patient population experienced
disease improvement with spesolimab treat-
ment than their counterparts in the placebo
group. However, we have a few points that
should be discussed.

First, in our opinion, the disease progression
of PPP may be somewhat self-limiting, and
there may be a tendency for spontaneous
improvement of the disease. The results of a few
recent efficacy studies of PPP have shown no
significant difference in the efficacy assessment
between the drug and placebo groups [2]. Could
this help to explain the lack of a significant
difference in the primary efficacy endpoint in
the present study?

Second, infections play a role in influencing
the disease progression of PPP. The occurrence
and symptoms of PPP are affected by focal
infection. A study of 132 patients with PPP
found that skin symptoms acutely worsened
after patients developed focal infections [3]. The
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authors of other studies have reported that
tonsil infections and dental infections are more
common in focal infections [4], and in most
patients, the symptoms of PPP improve after the
infections are controlled [5]. In their study,
Burden et al. [1] did not specify the presence or
absence of acute infections in patients when
assessing the primary efficacy endpoint, which
may have influenced the results.

Third, we know that smoking affects PPP. In
a 51-patient study reported by Putra-Szczepa-
niak et al., the severity of PPP was higher in
patients who were addicted to smoking and
who smoked pack-years [6]. Thus, it is known
that smoking is a factor that can influence the
efficacy of the drug, but Burden et al. [1] did not
specify the smoking status of the patients.

Finally, Burden et al. [1] mention racial dif-
ferences in efficacy of drug treatment. The
heterogeneity of the clinical features of PPP is
dependent on ethnicity and genetics. Mutations
in IL36RN underlie the genetics of PPP treat-
ment with spesolimab, and there is significant
variation in the incidence of IL36RN mutations
in different regions of the world (range: 5%-
70%), and a lower incidence of the IL36RN
mutation has been observed in patients with
PPP [7]. We believe that genetic testing of
patients should be prioritized when evaluating
the efficacy of spesolimab. Patients with IL36RN
mutations should be selected for enrolment or
be evaluated in subgroups based on the pres-
ence of IL36RN mutations.

We thank the authors for contributing to the
evaluation of the efficacy and safety of spesoli-
mab in patients with moderate to severe PPP
through a multicenter, randomized, controlled,
double-blind study. We believe that the self-
limiting nature of PPP, infection, and smoking
are all factors that limit this disease and that
their influence should be considered in this
clinical trial. Selection of appropriate ethnicity
or prioritization of genetic testing at the time of
patient enrolment may benefit the efficacy
evaluation of spesolimab.
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