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Immunobiological therapy has been one of the greatest
accomplishments in the field of medicine in recent years,
leading to the improvement of the quality of life and clinical
improvement in millions of patients. Physiopathogenesis has
been extensively studied and dermatologists have played an
important role in investigating this process. Therapeutic
innovations arrived for psoriasis patients in a secondary
way, where comorbidities had the treatment rationale for
themselves. Fortunately, the priorities of immunobiological
research changed this perspective, leading to the develop-
ment of several new drugs for dermatological diseases as the
first-line treatment.
Blockade of interleukin (IL)-23 pro-inflammatory cytokine

by anti-IL-23 specific sub-unit p19 monoclonal antibody,
guselkumab, resulted in 4 years of safe and excellent sus-
tained therapeutic effects in patients with moderate-to-severe
psoriasis (1). The Lancet, March 2020, published two new
studies (see below) describing the advancement of dermatol-
ogy with the first anti-IL23 immunobiological drug appro-
ved for use in rheumatology (2,3).
In March 2018, guselkumab was the first IL-23p19

antagonist that was approved for plaque psoriasis treatment
in Brazil (4). In psoriasis, pivotal phase III studies VOYAGE
1 and 2 (multicenter, randomized, double-blind, with ada-
limumab as an active comparator, and placebo) showed
a significantly higher response rate in patients receiving
guselkumab, with PASI75, PASI90, and PASI100 responses
within 48 weeks, than in those receiving adalimumab and
placebo (2). In the NAVIGATE study assessing the efficacy
and safety of guselkumab in patients with moderate-to-
severe plaque psoriasis who did not respond to ustekinumab
treatment, the mean decrease in PASI from week 16 was
significantly higher in the guselkumab group at week 52,
compared to the group that remained in the ustekinumab
group (6.7 vs. 2.5%); patients treated with ustekinumab who
did not reach an IGA of 0/1 at week 16 were significantly
benefitted after switching to guselkumab (5). In the com-
parative study with secukinumab named ECLIPSE, the rate

of patients with PASI90 response at week 48 was higher in
the guselkumab group (84.5%) than in the secukinumab
group (70%), while PASI100 response was 58.2% and 48.4%
respectively (2). The analysis of response to guselkumab in
patients with severe psoriasis forms, such as generalized
pustular psoriasis, as well as in special areas such as the scalp,
palms, soles, and nails, also showed favorable outcomes (5).
The efficacy and safety of guselkumab in patients with

active psoriatic arthritis were reported in two randomized,
phase 3, multicenter, double-blind, placebo-controlled clin-
ical trials (DISCOVER-1 and DISCOVER-2) that had as a
primary endpoint of ACR20 response at week 24 (2,3). The
studies assessed a total of 1122 patients assigned to three
groups: 100 mg guselkumab at weeks 0 and 4 and main-
tenance every 8 weeks, 100 mg guselkumab every 4 weeks,
and placebo. In DISCOVER 1, patients previously on anti-
TNF-a were enrolled, and in DISCOVER 2, only biologically
naïve patients were enrolled. In both studies, the rate of
patients who reached the ACR20 response was significantly
higher in groups treated with guselkumab than in those
treated with placebo. Responses in DISCOVER-1 were 59%
in the guselkumab group every 4 weeks, 52% in the
guselkumab group every 8 weeks, and 22% in the placebo
group. Responses in DISCOVER-2 were 64% in the guselk-
umab group every 4 weeks, 63% in the guselkumab group
every 8 weeks, and 33% in the placebo group (Figure 1). The
safety profile was deemed satisfactory, without any oppor-
tunistic infection or tuberculosis.
Anti-IL23 immunobiologicals raise important questions

regarding the specificity of the choice of treatment for
psoriasis. The high efficacy in psoriasis treatment, with
response levels higher than anti-TNFs, the comparable
response to the same drugs in the treatment of the articular
manifestations and the class safety, with no indication of
influence on the incidence of tuberculosis (6), leads to the
conclusion that anti-IL23 antibody may be the medication of
choice for the treatment of several psoriasis manifestations.
The absence of class-specific adverse events so far may be
an advantage for patients with a contraindication to the use
of anti-IL17 immunobiologicals. Considering tuberculosis is
endemic to Brazil, anti-IL23 could be a safer and more
efficient alternative for the first-choice treatment of moder-
ate-to-severe psoriasis, associated or not with psoriatic
arthritis with appendicular manifestation, than anti-TNFs
(6). In conclusion, new immunobiologicals including anti-
IL23 are relevant to clinical dermatology, provide a new
physiopathology insight into inflammatory and neoplasticDOI: 10.6061/clinics/2021/e2629
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diseases, and represent a more efficient and safer alternative
to anti-TNFs for the treatment of skin and joint manifesta-
tions of psoriatic disease.
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Figure 1 - Main endpoints of interest (DISCOVER-2) (3).
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