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Abstract

We present a 44-year-old man with metastatic clear
cell renal cell cancer undergoing treatment with
nivolumab immunotherapy. Three months post-
initiation, he developed symmetric recurrent nodules
and boils in intertriginous areas, diagnosed as stage
Il hidradenitis suppurativa of the groin and gluteal
cleft. The progressive course, lesion symmetry and
location, worsening with nivolumab infusions, and
biopsy findings supported the diagnosis.
Hidradenitis suppurativa pathogenesis involves
immune dysregulation marked by elevated IL17 and
neutrophil-dominated inflammation [1]. Immune
checkpoint inhibitors, including anti-PD1 agents like
nivolumab, are linked to immune-related adverse
events related to widespread T cell activation,
potentially increasing IL17 signaling associated with
HS [2,3]. Clinicians should be aware of, and observant
for anti-PD1-induced HS, a rare immune-related
adverse event, in patients undergoing immune
checkpoint inhibitor therapy.

Keywords: adverse event, antibody, hidradenitis
suppurativa, immune dysregulation, immunotherapy,
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Introduction
Hidradenitis suppurativa (HS) is a chronic,
inflammatory skin disorder characterized by

recurrent painful nodules, abscesses, and sinus
tunnel formation. Immune dysregulation involving
elevated IL17 and neutrophil-dominated

inflammation contribute to HS pathogenesis [1].
Although immune checkpoint inhibitors (ICls) are a
dominant therapy for advanced malignancies, they
can cause immune-related adverse events (irAEs).
Notably, anti-programmed cell death protein-1 (anti-
PD1) therapy has been associated with T cell-
mediated adverse events, which may involve IL17
signaling [2,3]. We present a rare case of anti-PD1-
induced HS. Clinicians should be aware of this
important adverse event when treating patients with
anti-PD1 immunotherapy.

Case Synopsis

A 44-year-old, man with metastatic clear cell renal
cell cancer was initiated on nivolumab (anti-PD1)
immunotherapy. Three months after treatment
initiation, he developed recurrent nodules and boils
on his gluteal cleft and bilateral inguinal folds
(Figure 1A). Examination revealed numerous
discrete, follicularly-based hypertrophic papulo-
nodules with erythema and drainage in the bilateral
inguinal folds and numerous thinner hypertrophic
follicularly based papulonodules perianally. A
preliminary diagnosis of HS, stage Il of groin and
gluteal cleft, was made.

He was treated with a combination of topical and
oral medications while continuing nivolumab
infusions. His treatment plan included topical
medications, such as benzoyl peroxide wash,
clindamycin solution, and triamcinolone 0.025%
ointment to address pruritus, as well as oral
doxycycline 100mg twice daily. However, he
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Figure 1. A) Well-healed linear incision and drainage scar on the
gluteal cleft, with tender subcutaneous nodules and scattered
erythematous follicularly based papules inferior to the scar. B)

Worsening of indurated plaques and folliculocentric
papulonodules in the bilateral inguinal folds during continued
anti-PD1 therapy.

exhibited a progressive worsening course with HS
flares following each nivolumab infusion. This
treatment regimen was continued for five months
until the patient worsened and presented with
hyperpigmented indurated plaques and
folliculocentric papulonodules symmetrically in the
inguinal folds (Figure 1B). Two 4mm punch biopsies
were performed, which demonstrated follicular-
cystic dilatation with pseudoepitheliomatous
hyperplasia (Figure 2). These biopsy findings are
consistent with HS and support the diagnosis given
the clinical context characterized by a progressive
course, symmetric lesions in the intertriginous areas,
and worsening with nivolumab infusions. Humira
was not initiated owing to concerns about
immunosuppression in the context of the patient's

Figure 2. Two biopsy specimens from A) the left suprapubic area,
and B, C) the left inguinal fold demonstrating follicular-cystic
dilatation with marked pseudoepitheliomatous hyperplasia and
brisk inflammation with lymphocytes and eosinophils. H&E, A)
10x; B) 5%; C) 20x.

oncological treatment. Instead, the patient was
started on clindamycin 300mg twice daily and
rifampin 300mg twice daily. At this time, because of
stabilization of his malignancy and worsening
severity of his HS, nivolumab was discontinued after
11 cycles.

Despite one month of clindamycin and rifampin as
above, his HS continued to worsen. He was then
started on a 6-week course of intravenous
ertapenem and a one-week course of low dose
prednisone for his worsening flare. The patient
showed clinical improvement with intravenous
ertapenem, but his symptoms returned to his
previous severity after completing the course.

His antibiotic regimen was then switched to triple
therapy of levofloxacin 500mg once daily, rifampin
300mg twice daily, and metronidazole 500mg three
times daily. Around this time, his hematology-
oncology team also prescribed an increased and
extended high dose prednisone course. His triple
antibiotic regimen, in combination with topical
therapies, was continued for four months with
complete resolution. In summary, the patient
completed all HS medications approximately 5-6
months after discontinuation of nivolumab, with
complete resolution of all HS symptoms 9 months
after discontinuation of nivolumab.

Case Discussion

Hidradenitis suppurativa is a chronic inflammatory
disease primarily affecting follicles, often in the
apocrine gland-bearing areas. Although HS s
typically a clinical diagnosis, histopathological
findings have been well characterized. These
findings include follicular occlusion followed by
hyperkeratosis, hyperplasia of the follicular
epithelium, perifolliculitis, and ruptured follicles [4].
In cases of unclear clinical presentations, such as our
patient, a biopsy may be performed to confirm the
diagnosis of HS. The pathogenesis of HS remains
incompletely understood, but immune system
dysregulation, particularly involving elevated IL17
and neutrophil-dominated inflammation, is believed
to play a major role [1,4].
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Immune checkpoint inhibitors (ICls), such as anti-
PD1 agents, can lead to irAEs owing to their
mechanism causing widespread T cell activation.
Cutaneous irAEs are among the most common
adverse events associated with ICls. These most
common manifestations of cutaneous irAEs in
patients treated with ICls include maculopapular
eruptions (10%-50%), eczematous dermatitis (10-
20%), pruritus (10%-30%), lichenoid dermatitis
(0.5%-6%), and vitiligo (2%-9%), [1,5,6]. In our
patient, the observed latency period of three months
between nivolumab initiation and the onset of HS
symptoms, along with subsequent improvement
after discontinuation, supports the diagnosis of anti-
PD1-induced HS. The widespread T cell activation of
ICls is thought to increase activity of the IL17
pathway, thus contributing to HS pathogenesis [1,4].

Our case is the third reported incident, to the best of
our knowledge, supporting the possibility of anti-
PD1-induced HS. The key features of our case, along
with those of the two previously reported instances,
are summarized in Table 1 [3,7]. All three patients
exhibited no prior history of HS before developing
symmetric, recurrent nodules in apocrine gland-
bearing areas within 1-3 months of initiating anti-
PD1 therapy. Notably, in two of these cases, HS
lesions persisted for 9-18 months post anti-PD1
cessation. This prolonged persistence prompts
consideration that anti-PD1 therapy might not
directly induce hidradenitis suppurativa, but
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potentially unmask an underlying predisposition to
develop HS.

Although anti-PD1-induced HS is exceedingly rare, it
is an important irAE that should be considered in
patients receiving ICl therapy [3,7]. This is important
to consider in patients, both with and without an
existing HS diagnosis as ICls can exacerbate pre-
existing cutaneous autoimmune diseases [5]. The
management of ICl-induced irAEs often involves
systemic corticosteroids or temporary interruption
of ICl therapy, which may reduce efficacy. Thus, early
recognition and management of cutaneous irAEs is
beneficial to preventing worsening severity that may
require systemic corticosteroids or discontinuation
of ICls [2,5].

Conclusion

Clinicians should be aware of the potential for HS as
arare irAE associated with anti-PD1 immunotherapy.
Timely recognition and diagnosis of anti-PD1-
induced HS are crucial to ensure appropriate
management, prevent worsening severity, and
minimize disruption to cancer therapy associated
with this potential irAE. Collaborative care between
oncologists and dermatologists is vital to optimizing
treatment strategies [2,5].
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Table 1. Overview of anti-PD1-associated hidradenitis suppurativa cases.

Our patient;
Lamberg O, Pandher K,
Matthews NM

Key features

Symmetric recurrent nodules
and boils in intertriginous
areas

Onset during anti-PD-1 treatment

Yes; lesions onset three months after
treatment initiation

Persistence post-discontinuation

Yes; lesions completely cleared 9
months after nivolumab cessation

Predisposing factors

Former smoker (17-pack years)
History of hypertension

No history of obesity or
diabetes

No personal/family history of
hidradenitis suppurativa

Maillard A, Pastor D,
Merat R [3]

Ayoubi N, Gerhardt CA,
Hennessy K et al. [7]

Palpable nodules and aseptic
abscess in the bilateral
axillary folds and groin
Spontaneous clearance or
drainage of the majority of
lesions; however, new flares
occurred on a weekly basis
Erythematous plaques,
inflamed nodules and
draining sinus tracts in the
bilateral inguinal folds

Yes; lesions onset three months after
treatment initiation

Yes; lesions onset one month after
treatment initiation

Yes; lesions completely cleared 18
months after nivolumab cessation

Undetermined; the patient remained
on anti-PD1 therapy with ongoing
lesion flaring at the time of case
publication

Obese (BMI of 31.9kg/m?)

No smoking history

No personal/family history of
hidradenitis suppurativa

No other medical conditions
associated with metabolic
syndrome

Not specified in the case
publication






