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DEAR EDITOR, We report on a 51-year-old male patient who
presented initially with symmetrical polyarthralgia, predomi-
nantly affecting large joints, that occurred intermittently for
20 years. On admission, laboratory diagnostics revealed a
CRP of 37.1 mg/l (normal <5.0 mg/l), with slightly elevated
ACPA and RF; the latter was normal in follow-up tests.
Scintigraphy showed radionuclide enrichment in the right
wrist and elbow and in both ankle joints. MRI of the right
hand showed bone marrow oedema in the carpal joints and
an erosion of the MCP joint III. Based on these findings, rheu-
matoid arthritis (RA) was diagnosed and therapy with pred-
nisolone and MTX initiated.

In the following months, the patient had continuing polyar-
thritis (Fig. 1A, B), mostly affecting the MCP, wrist and ankle
joints. Radiography revealed initial erosions in the finger and
toe joints (Fig. 1C). MTX, etanercept, baricitinib, upadaciti-
nib, abatecept and local injection of glucocorticoids in the an-
kle joint were administered, without a therapeutic benefit.
Only prednisolone doses >15 mg/day provided partial relief.
CRP levels remained elevated 7- to 20-fold over 30 months.

Owing to refractory arthritis, additional weight loss (4%
within 1 year), pale skin coloration and epigastric discomfort,
an initial reassessment of the working diagnosis was made,
which was followed by oesophageal gastroscopy, leading to
exclusion of Tropheryma whipplei by histology and PCR.
Malignant disease was ruled out by PET-CT.

Subsequent use of tocilizumab, adalimumab and a radiosy-
novioorthesis of the ankle joint also had no effect. In addition
to increasing pain, loss of function and reduced quality of life,
the patient developed depression with suicidal ideation.
Furthermore, he reported the onset of dizziness, nausea,

headache, tinnitus and an increasing symmetrical hearing
loss, which was objectified with audiometry (Fig. 1D), but
otolaryngological evaluation revealed no probable causes.
The patient was prescribed hearing aids.

Given that the refractory ankle arthritis threatened mobility
and the wrist arthritis limited the ability to work, a synovec-
tomy was discussed. Before surgical referral, a further joint
puncture was performed to rule out infection with previously
unconsidered pathogens, such as atypical mycobacteria, and
to rule out T. whipplei again. Although PCR diagnostics from
the synovial fluid of the right ankle did not reveal mycobacte-
ria, the PCR for T. whipplei was positive. Subsequently, this
ubiquitously occurring Gram-positive rod bacterium [1] was
also detected by PCR in the urine and spinal fluid. Brain MRI
and neuropsychological testing were normal.

The patient received ceftriaxone i.v. over 4 weeks
(�4 g/day), followed by oral sulfamethoxazole and trimetho-
prim (800 and 160 mg, respectively, twice daily) for 1 year.
The initial administration of ceftriaxone resulted in a Jarisch–
Herxheimer reaction, with chills and elevated blood pressure,
which responded well to glucocorticoids. Polyarthritis, dizzi-
ness, nausea, headaches, tinnitus and hearing loss steadily re-
ceded and were almost completely resolved after 6 months
(Fig. 1D). CRP normalized within 6 weeks after initiation of
antibiotics. The patient was able to resume work and sports
activities. Hearing aids were no longer needed.

We consider this case of general interest because the diag-
nosis of well-treatable Whipple’s disease is often challenging.
In this case, initially slightly elevated ACPA and RF in associ-
ation with elevated joint fluid cell count, symmetrical synovi-
tis and erosions mimicked RA. According to the EULAR
points to consider for difficult to treat RA, active reassessment
of the diagnosis should take place before further cycling of
therapies after an initial failure of two biologic/targeted syn-
thetic DMARDs.

Initial diagnostic re-evaluation had included a duodenal bi-
opsy to assess for Whipple’s disease, which was negative.
Although small bowel biopsies allowed diagnosis in 95%
of 191 cases of classic Whipple’s disease in one published
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cohort [2], it is important to note that duodenal biopsies do
not have a high enough sensitivity to exclude an infection
with T. whipplei in the context of non-classical Whipples’s
disease and predominant joint affection [3, 4]. PCR from sa-
liva and stool has been recommended as first-line screening
[5]. Because the disease is rare, the described sensitivity of
62.5% led to a negative predictive value of 94.6% [5].
Importantly, both false-positive and false-negative results are
possible [5, 6]. Interestingly, PCR from urine provided 75%
sensitivity with 100% specificity in 12 Whipple’s disease
patients and 110 healthy controls [6]. In our patient, earlier
PCR diagnostics of the synovial fluid or urine for T. whipplei
could have enabled earlier diagnosis and therapy.

Moreover, the clinical combination of arthritis and hearing
loss is of special interest. Hearing loss has been described in
individual patients with Whipple’s disease [7] and has even
been discussed as a cause for Beethoven’s deafness [8].
Although neurological symptoms caused by Whipple’s disease
are often irreversible, fortunately almost complete recovery
could be achieved with antibiotic treatment (Fig. 1D). In sum-
mary, Whipple’s disease is an important differential diagnosis
in refractory arthritis that should be tested by PCR from a fo-
cus of inflammation.
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administration
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