Case Reports

Infliximab treatment for resistant Achilles tendonitis
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Undifferentiated spondyloarthropathies (USPA) can
sometimes be refractory to usual disease modifying agents.
Anti-tumor necrosis factor (TNF)-alpha agents have
been shown to be effective in spondyloarthropathies. Few
articles described the efficacy of TNF-alpha antagonists
in USPA. Our patient had refractory Achilles tendonitis
as an early manifestation of USPA which responded
dramatically to infliximab treatment.
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We describe herein a case of a 36-year-old male
patient with chronic bilateral Achilles tendonitis,
resistant to non-steroidal anti-inflammatory drugs
(NSAIDs), sulfasalazine, methotrexate, short courses
of steroids, and rehabilitation program. The diagnosis
of undifferentiated spondyloarthropathy (USPA) was
suggested. Human leukocyte antigen (HLA)-B27 gene
was present. The patient was started on infliximab, and he
responded to treatment within 48 hours, with resolving
tendonitis and normalizing inflammatory markers. We
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are presenting this case to support the theory that anti-
tumor necrosis factor (TNF)-alpha therapy can be used
in cases of refractory Achilles tendonitis when it is part

of USPA.

Case Report. The patient is a 36-year-old Filipino
male who has been working as a housekeeper for the past
several years. He presented with pain and swelling of the
Achilles tendon, bilaterally for the last year. There was
no history of trauma, or signs of systemic disease such as
fever, weight loss, rashes, and so forth. There were also
no preceding genitourinary manifestations. There was
neither a personal history of psoriasis, inflammatory
bowel disease, or spondyloarthropathy, nor was there
any family history of such diseases. Physical examination
revealed normal vital signs, and it was noted that
the patient was mildly overweight. Musculoskeletal
examination revealed bilateral swelling and severe
tenderness of the Achilles tendon, as well as, mild heel
tenderness. His initial laboratory results revealed normal
blood counts, liver function tests, and chemistry. The
results also showed elevated erythrocyte sedimentation
rate (ESR) - 65 (normal; 20), and C-reactive protein
(CRP) - 25 (normal; 5), negative hepatitis profile B and
C, negative human immunodeficiency virus, negative
antinuclear antibody and rheumatoid factor, and
negative tuberculosis skin test. Testing for chlamydia,
mycoplasma, and ureaplasma was not carried out. The
x-ray of the chest and sacroiliac joints was normal.
The magnetic resonance imaging (MRI) of Achilles
tendons is shown in Figures 1 & 2. Figure 1 shows
heterogeneous swelling of the Achilles tendon with
peritendinitis and retrocalcaneal bursitis. Figure 2 shows
bilateral heterogeneous swelling of the Achilles tendon,
peritendinitis, and left side retrocalcaneal bursitis. A
working diagnosis of either overuse Achilles tendonitis,
or seronegative USPA was made. Initially, his treatment
consisted of multiple courses of NSAIDs and local
analgesic cream with no clear response. Four months
later, sulfasalazine (ata dose of 1 g orally, twice daily), and
methotrexate (at a dose of 15 mg per week orally) were
added to his treatment regimen for approximately 6
months without much improvement. An extensive
rehabilitation program (including air casting and local
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Figure 1 - Heterogencous swelling of Achilles tendon with peritendinosis
(big arrow) and retrocalcaneal bursitis (small arrow).

Figure 2 - Axial T2, turbo spin echo, fat suppression shows bilateral
heterogeneous of Achilles tendon and peritendinosis (big
arrow) and left sided retrocalcaneal bursitis (small arrow).

Figure 3 - Axial T2, turbo spin echo, fat suppression 6 months later
shows tenosynovitis of right posterior tibialis (big arrow)
persisting of bilateral, currently asymmetric Achilles tendinitis
(small arrow).

steroid injection around the Achilles tendon) was
administered to the patient with minimal improvement.
At times, the patient was limited in his daily activities
due to severe pain on weight bearing duties. Six
months later, he developed right posterior tibialis
tenosynovitis along with his persistent bilateral Achilles
tendonitis. The MRI was repeated (Figure 3) showing

tenosynovitis of right posterior tibialis and persistence

of bilateral, currently asymmetric, Achilles tendonitis.
His ESR level rose to 83 mm/hr, his CRP level also rose
to 59.4 mg/liter, and he was severely incapacitated by
the pain. Testing for HLA-B27 gene was ordered, and
it was noted to be present. At this time the patient was
admitted to the hospital electively, and colonoscopy was
performed due to his past history of one attack of (self-
limited) bloody diarrhea, one month prior to admission.
Multiple colon biopsies taken to exclude the possibility
of inflammatory bowel disease were all normal. The
patient was then started on infliximab infusion at
a dose of 3 mg/kg of body weight. Within 48 hours,
the patient became asymptomatic, performing daily
activities without restriction. All his previous symptoms
of Achilles tendonitis, and the recent tenosynovitis of
the right ankle resolved almost completely. His ESR
dropped to 36 mm/hr, and CRP also dropped to 2.6
(normal). Six months after initiating infliximab therapy,
the patient is doing very well. There are no signs of
disease activity on 7.5 mg oral methotrexate weekly plus
infliximab therapy every 2 months.

Discussion. Pleripheral enthesopathies especially
Achilles tendonitis and plantar fasciitis are very
frequent in seronegative spondyloarthritides." Achilles
tendonitis may, for a long time, be the only clinical
feature of the HLA-B27 associated disease process.' In
USPA, most patients have 2 or more manifestations of
spondyloarthropathy, and meet the Amor criteria, or the
European Spondyloarthropathy Study Group criteria.?
The modified Amor criteria can be helpful in suggesting
the diagnosis of USPA.>” The therapeutic options in
USPA are limited.® The NSAIDs and disease-modifying
anti-rheumatic drugs are the main therapeutic agents in
USPA.7 In cases where severe symptoms persist despite
its treatments, or when there is severe axial involvement,
anti-TNF agents represent an effective choice.” It was
suggested that anti-TNF-alpha short term therapy has
significantefficacy in patients with severe USPA.¢ Olivieri
et al® treated severe refractory heel enthesitis associated
with HLA-B27 with adalimumab. We believe that our
patient had severe bilateral Achilles tendonitis, which
was refractory to the usual treatments. The presence
of the HLA-B27 gene, and the later development of
tenosynovitis of the right posterior tibialis supported the
diagnosis of USPA. This dramatic improvement upon
initiating infliximab therapy within 48 hours is adding
more evidence for the role of TNF-alpha inhibitors in
treating refractory cases of Achilles tendonitis when it is
part of USPA.

In conclusion, TNF-alpha inhibitors continue
to prove its efficacy in USPA. Long term studies and
randomized trials are needed to further clarify the
effect of this class of treatment on the natural course

of USPA.
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