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Etanercept Treatment in Sweet’s Syndrome with
Inflammatory Arthritis

To the Editor:

A 55-year-old Caucasian man initially presented 6 years earlier to an out-
side facility with a photosensitive rash, arthritis, fatigue, and mild neu-
trophilia. He had a history of liver cirrhosis, felt to be secondary to previ-
ous alcohol consumption. He had several inflammatory papules and
plaques on his trunk and forearms that clinically were suggestive of
Sweet’s syndrome. A skin biopsy showed a dense, perivascular, neu-
trophilic infiltrate, which confirmed the diagnosis1. He was prescribed
prednisolone and a calcium-vitamin D3 preparation. Standard investiga-
tions for an underlying malignancy were undertaken2, with results that
were normal. Both his arthritis and his skin disease improved dramatically
under steroid treatment, but both flared again once the steroid dose was
tapered below 20 mg per day. Over the next 5 years he was followed up by
a dermatology service and was maintained on 20–40 mg prednisolone.
Concomitant treatment with colchicine, hydroxychloroquine, and chloro-
quine was ineffective, nonsteroidal antiinflammatory drugs were not toler-
ated because of gastrointestinal side effects, and liver function tests became
abnormal with mycophenolate therapy.

One year before presenting to our service, he developed a pancyto-
penia, with hemoglobin 8.4 g/dl, elevated mean cell volume of 110 fl, a
white cell count of 5.1 × 109/l (lymphocytes 1.4 × 109/l), and a platelet
count of 87 × 109/l. His only treatment at this time was prednisolone 20 mg.
Erythrocyte sedimentation rate was elevated at 120 mm/h and ferritin was
477 µg/l. Reticulocytes were normal. JAK-2 mutation was negative.
Computed tomography scans of thorax, abdomen, and pelvis were normal,
as were esophagogastroduodenoscopy and colonoscopy. Bone marrow
examination revealed a hypercellular marrow with dysplastic features;
fat:cell ratio was 10:90. The myeloid series was prominent and matured
with mild left shift. The erythroid series showed multiple maturing clusters
with mild dyserythropoiesis. There was no stainable iron. Chromosomal
analysis was normal.

A rheumatology review at this stage confirmed a severe nonerosive
seronegative inflammatory arthritis involving metacarpophalangeal, wrist,
elbow, knee, and ankle joints. Given previous treatment failures he was
given etanercept 50 mg/week subcutaneously and was maintained on pred-
nisolone 20 mg.

There was a dramatic improvement in his synovitis within 2 weeks. By
6 months he reported a gradual but marked improvement in his cutaneous
disease with no new lesions. This allowed steroids to be tapered for the first
time in 6 years. To date his joint and skin disease remains well controlled
with etanercept and prednisolone 7.5 mg. He continues to have a moderate
pancytopenia that is being followed closely by the hematology service.

Tumor necrosis factor-α (TNF-α) is a proinflammatory cytokine that is
released by activated monocytes, macrophages, and T lymphocytes; it pro-
motes inflammatory responses including stimulation of synovial fibrob-
lasts, osteoclasts, and chondrocytes that in turn release tissue-destroying
matrix metalloproteinases. TNF-α can be detected in high concentrations
in synovial fluid from patients with active rheumatoid arthritis (RA)3,4, and
its inhibition leads to amelioration in joint disease5. TNF receptors are
expressed on a wide variety of cell types6,7.

The pathogenesis of Sweet’s syndrome remains to be definitively deter-
mined. Cytokines may have an etiologic role. Granulocyte colony-stimu-
lating factor, granulocyte macrophage colony-stimulating factor, interfer-
on-γ, interleukin 1 (IL-1), IL-3, IL-6, and IL-8 are potential cytokine can-
didates in the pathogenesis of Sweet’s syndrome. Therefore there does
appear to be a rationale for treating Sweet’s syndrome with anti-TNF-α
therapies8,9. In our patient, the therapy was highly effective at treating the
arthritis and skin disease, although, surprisingly, it took 6 months for the
skin disease to respond.

There is concern regarding the safety of anti-TNF agents in this popu-
lation. TNF plays an important role in host defence and tumor growth con-
trol; therefore, anti-TNF antibody therapies may increase the risk of seri-

ous infections and malignancies. A metaanalysis to assess the extent to
which anti-TNF antibody therapies may increase the risk of malignancies
in patients with RA found that the pooled odds ratio for malignancy was
3.3 (95% confidence interval 1.2–9.1)10. Malignancies were significantly
more common in patients treated with higher doses compared with patients
who received lower doses of anti-TNF antibodies. For patients treated with
anti-TNF antibodies in the included trials, the number needed to harm was
154 (95% CI 91–500) for 1 additional malignancy within a treatment peri-
od of 6 to 12 months10. A recent trial in patients with Wegener’s granulo-
matosis revealed a statistically significant increase in the incidence of solid
malignancies in patients treated with etanercept, with 6 solid cancers in 89
patients treated with etanercept plus cyclophosphamide versus no malig-
nancy in 91 control patients treated with cyclophosphamide alone11.

As an estimated 25% of patients with Sweet’s syndrome may eventual-
ly be found to have an underlying malignancy12,13, with some of these
patients having a lag time up to 11 years between presentation with cuta-
neous symptoms and the diagnosis of the underlying malignancy14, we feel
that anti-TNF-α therapies should be used with caution in this high-risk
group.

NICOLA L. AMBROSE, MB, MRCPI; ANNE MARIE TOBIN, MB, MRCPI;

DONOUGH HOWARD, MB, MRCPI, FACR, St James’s Hospital,
Dublin Ireland. Address reprint requests to Dr. Ambrose;
E-mail: nambrose2001@yahoo.co.uk

REFERENCES
1. von den Driesch P. Sweet’s syndrome (acute febrile neutrophilic

dermatosis). J Am Acad Dermatol 1994;31:535-56.
2. Cohen PR, Kurzrock R. Sweet’s syndrome and cancer. Clin

Dermatol 1993;11:149-57.
3. Saxne T, Palladino MA Jr, Heinegard D, Talal N, Wollheim FA.

Detection of tumor necrosis factor alpha but not tumor necrosis
factor beta in rheumatoid arthritis synovial fluid and serum.
Arthritis Rheum 1988;31:1041-5.

4. Chu CQ, Field M, Feldmann M, Maini RN. Localization of tumor
necrosis factor alpha in synovial tissues and at the cartilage-pannus
junction in patients with rheumatoid arthritis. Arthritis Rheum
1991;34:1125-32.

5. Neidel J, Schulze M, Lindschau J. Association between degree of
bone erosion and synovial fluid levels of tumor necrosis factor
alpha in the knee-joints of patients with rheumatoid arthritis.
Inflamm Res 1995;44:217-21.

6. Black RA, Rauch CT, Kozlosky CJ, et al. A metalloproteinase
disintegrin that releases tumour-necrosis factor-alpha from cells.
Nature 1997;385:729-33.

7. Newton RC, Solomon KA, Covington MB, et al. Biology of TACE
inhibition. Ann Rheum Dis 2001;60 Suppl:iii25-iii32.

8. Yamauchi PS, Turner L, Lowe NJ, Gindi V, Jackson MJ. Treatment
of recurrent Sweet’s syndrome with coexisting rheumatoid arthritis
with the tumor necrosis factor antagonist etanercept. J Am Acad
Dermatol 2006;54:S122-6.

9. Vanbiervliet G, Anty R, Schneider S, Arab K, Rampal P, Hebuterne
X. Sweet’s syndrome and erythema nodosum associated with
Crohn’s disease treated by infliximab. Gastroenterol Clin Biol
2002;26:295-7.

10. Bongartz T, Sutton AJ, Sweeting MJ, Buchan I, Matteson EL,
Montori V. Anti-TNF antibody therapy in rheumatoid arthritis and
the risk of serious infections and malignancies: systematic review
and meta-analysis of rare harmful effects in randomized controlled
trials. JAMA 2006;295:2275-85.

11. Wegener’s Granulomatosis Etanercept Trial (WGET) Research
Group. Etanercept plus standard therapy for Wegener’s
granulomatosis. N Engl J Med 2005;352:351-61.

12. Cohen PR, Talpez M, Kurzrock R. Malignancy associated Sweet’s
syndrome. Review of world literature. J Clin Oncol 1988;6:1887.

 www.jrheum.orgDownloaded on April 10, 2024 from 

http://www.jrheum.org/


1349Letter

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2009. All rights reserved.

13. Cohen PR, Holder WR, Tucker SB, et al. Sweet’s syndrome
patients with solid tumors. Cancer 1993;72:2723-31.

14. Cohen PR. Sweet’s syndrome. Orphanet Encyclopedia 2003.
Internet. Available from: http://www.orpha.net/data/patho/GB/
uk-Sweet.pdf. Accessed Oct 28 2008.

J Rheumatol 2009;36:6;doi:10.3899/jrheum.080698

 www.jrheum.orgDownloaded on April 10, 2024 from 

http://www.jrheum.org/

