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Successful Treatment of Comorbid SAPHO Syndrome and Hidradenitis Suppurativa with Upadacitinib
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Synovitis, acne, pustulosis, hyperostosis, and osteitis
(SAPHO) syndrome and hidradenitis suppurativa (HS)
are both chronic auto-inflammatory conditions that can
be debilitating and challenging to treat (1, 2). The coexis-
tence of SAPHO syndrome and HS is rare, and treatment
may involve a combination of immunosuppressive agents
and tumour necrosis factor-a (TNFa) blockade. Here,
we present the first published case of comorbid SAPHO
syndrome and HS successfully treated with upadacitinib,
an oral Janus kinase (JAK)-1 inhibitor.

CASE PRESENTATION

A 48-year-old man with comorbid SAPHO syndrome and HS
presented with a 1-year history of painful, pruritic plaques pre-
dominantly affecting the palms and soles. He had failed multiple
prior treatments, including topical corticosteroids, ixekizumab, and
infliximab. At the time of presentation, he was taking cyclosporine
100 mg daily and prednisone 40 mg daily, and review of systems
was positive for arthralgias and bone pain. Physical examination
demonstrated well-demarcated plaques on the palms, forearms,
abdomen, legs, and soles, and acne on the upper trunk. In addition,
bilateral axillae and groin exhibited draining nodules, sinus tracts,
and scarring consistent with Hurley stage II HS. For HS, previous
treatments included oral doxycycline and surgical procedures, both
of which were ineffective. His skin lesions remained unchanged
at 1-month follow-up (Fig. 1). During this visit, cyclosporine was
discontinued, and upadacitinib 15 mg daily was initiated while
prednisone was continued and later tapered to 20 mg daily after
2 months. Three months later, he exhibited significant improve-
ment in skin lesions, prompting an increase in upadacitinib to 30
mg daily and further tapering of prednisone till discontinuation
(Fig. 2). After 5 months of upadacitinib treatment, his signs and
symptoms of SAPHO were completely resolved, and the patient
achieved HS Clinical Response (HiSCR), defined as >50%

reduction in abscesses and inflammatory nodules without increase
in abscesses or draining fistulas. He was successfully tapered off
steroids and has been maintained on upadacitinib 30 mg daily
monotherapy without adverse effects for 11 months.

DISCUSSION

The term SAPHO was first introduced by Chamot and
Benhamou between 1987 and 1988 to describe a constel-
lation of osteoarticular and cutaneous symptoms (3, 4),
and its pathogenesis remains incompletely understood.
Unlike spondyloarthritis, SAPHO is not associated with
increased HLA-B27 frequency despite overlapping
clinical features such as peripheral arthritis, enthesitis,
spinal involvement, and psoriasiform skin findings.
Furthermore, the coexistence of SAPHO with HS has
been increasingly recognized within the spectrum of
HS-related autoinflammatory syndromes including pyo-
derma gangrenosum, acne, and suppurative hidradenitis
(PASH), pyogenic arthritis, pyoderma gangrenosum,
acne, and suppurative hidradenitis (PAPASH), and other
rarer variants (5). SAPHO lacks a standardized classifica-
tion system, and laboratory findings are nonspecific with
no known serum markers (1). Radiological assessments
primarily highlight osteoarticular changes.

Treatment of SAPHO typically includes nonsteroidal
anti-inflammatory drugs, steroids, bisphosphonates, and
disease-modifying antirheumatic drugs such as met-
hotrexate, sulfasalazine, and cyclosporine (1). Elevated
cytokine levels, including IL-8, IL-17,1L-18, and TNFa,
suggest involvement of the Th17 pathway, leading to
the increased use of anti-TNFa and anti-IL-17 agents.

Fig. 1. Synovitis, acne, pustulosis, hyperostosis, and osteitis (SAPHO) syndrome at 1-month follow-up while on cyclosporine and prednisone,
prior to upadacitinib initiation. Skin examination revealed well-demarcated plaques on the (A) palms and forearms, (B) abdomen, and (C) soles and

legs. Acne lesions on the upper trunk not pictured.
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Fig. 2. Synovitis, acne, pustulosis, hyperostosis, and osteitis (SAPHO) syndrome 3 months after upadacitinib initiation with prednisone
taper. Skin examination showed notable improvement of lesions on the (A) palms and forearms, (B) abdomen, and (C) soles and legs. Arthralgias and

bone pain also improved.

While these biologics have shown efficacy in treating
osteoarticular involvement, skin manifestations often
remain treatment-resistant (6).

Recent reports highlight the emerging role of JAK
inhibitors, including tofacitinib, baricitinib, and upada-
citinib, in SAPHO treatment (7, 8). In parallel, reviews
oftargeted biologic therapies in HS have also highlighted
JAK inhibition as a promising investigational strategy
(9). JAKs are intracellular enzymes that relay signals
from cytokine or growth factor receptors on the cell
membrane, regulating processes such as haematopoiesis
and immune function. In this pathway, JAKs phospho-
rylate and activate signal transducers and activators
of transcription (STATs), which influence intracellular
activity, including gene expression. Upadacitinib, an
oral selective JAK 1 inhibitor, modulates the JAK—STAT
pathway, reducing pro-inflammatory cytokine activity
and dampening inflammatory responses (10).

In this case, off-label use of upadacitinib led to sig-
nificant symptom improvement in our patient and was
well tolerated, representing a novel case of comorbid
SAPHO syndrome and HS successfully treated with JAK
inhibition. This case underscores the potential of JAK
inhibitors as a promising therapeutic option for patients
with both SAPHO and HS, warranting further studies.
Nevertheless, as a single case report, our findings are
limited by the absence of long-term follow-up and may
not be generalizable. In addition, while no adverse effects
were observed in this patient, JAK inhibitors are associa-
ted with potential safety concerns, including increased
risks of infection, thrombosis, and malignancy, which
must be carefully considered prior to initiating therapy.
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