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ABSTRACT

Tropheryma whipplei is a gram-positive, non-acid-fast, and periodic acid-Schiff-positive bacillus that causes Whipple's disease. Symptoms
include chronic diarrhea, joint symptoms, and weight loss. A 53-year-old Dutch woman presented with solitary cervical lymphadenopathy,
without digestive symptoms, joint pain, or weight loss. Ultrasound-guided fine-needle aspiration cytology and lymph node extirpation showed
periodic acid-Schiff-positive bacteria. Polymerase chain reaction of the lymph node was positive for T. whipplei. Laboratory findings, gastroduo-

denoscopy, and duodenal biopsies showed no abnormalities.

Whipple's disease was limited to the cervical lymph node, and lymph node extirpation was deemed sufficient. Three years later, the patient
presented with recurrent cervical lymphadenopathy. Polymerase chain reaction again confirmed T. whipplei. Eradication therapy with long-term
antibiotics was started. This report describes the first case of Whipple's disease limited to cervical lymphadenopathy. Whipple's disease should
be considered in case of lymphadenopathy and periodic acid-Schiff-positive bacteria, given the need for long-term antibiotic therapy.
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Introduction

The gram-positive, non-acid-fast, and “periodic acid-Schiff"-
positive (PAS) bacillus Tropheryma whipplei causes Whipple's
disease." The classic presentation of Whipple's disease is char-
acterized by chronic diarrhea, malabsorption, joint symptoms,
and weight loss.2 Whipple's disease is diagnosed using poly-
merase chain reaction (PCR) to identify 16S ribosomal RNA in
the intestinal and lymphatic tissue."

A study investigating high-risk places to come into contact
with T. whipplei shows that it was found in sewage water
(17/46, 37%), stools of healthy persons (12/178, 6.7%), and
significantly more often in stools of workers exposed to sew-
age water (16/64, 25%).2

This case report presents an unusual presentation of Whipple's
disease.
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Case presentation

A 53-year-old, healthy, Caucasian woman from an urban
area presented with a painless cervical lymph node of 4 x
2 cm level 2 on her right side that had been persisting for 5
months. Physical otorhinolaryngology examination of head and
neck was otherwise normal. The patient reported no digestive
symptomes, joint pains, or weight loss.

Laboratory findings showed no abnormalities, in particular nor-
mal white blood cell level and differentiation, nor were elevated
CRP or sediment rate elevated. Lymphotropic virus serology
(IgG/1gM testing for HIV, herpes simplex virus, cytomegalovi-
rus, varicella-zoster virus, Bartonella henselae, mumps) and a
QuantiFERON TB Gold test (IGRA (interferon-gamma release
assay)) were negative.

Ultrasound-guided fine-needle aspiration cytol-
ogy (Ug-FNAC) of the affected lymph node showed an
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Figure 1. The extensive non-necrotizing granulomatous disease was
observed by histological examination (H&E slide). H&E, hematoxylin
and eosin.

inflammatory infiltration. A second Ug-FNAC showed a gran-
ulomatous inflammation, with PAS-positive bacteria. Gram
staining and Ziehl-Neelsen staining were negative. Magnetic
resonance imaging of the neck confirmed the lymphadenopa-
thy on theright side, behind the musculus sternocleidomastoid.

Since repeated Ug-FNAC was inconclusive, a lymph node
extirpation was performed. Histopathological examination
showed lymphoid tissue with non-necrotizing, granuloma-
tous inflammation with PAS-positive bacteria (Figure 1).
Periodic acid-Schiff-positive bacteria include Actinomyces,
Corynebacterium, Klebsiella pneunomiae, Bacillus cereus,
Propionibacterium, atypical mycobacteria, and T. whipplei.*

The histopathological differential diagnosis of non-necrotiz-
ing granulomatous inflammation with PAS-positive bacteria
raised a strong suspicion of a T. whipplei infection. The diag-
nosis was confirmed by positive PCR analysis for T. whipplei on
the formalin-fixed tissue of the lymph node. In addition, PCR
for Mycobacterium tuberculosis, genus, and avium tested neg-
ative. The presence of T. whipplei in serology with PCR could
not be demonstrated.

Positron emission tomography-computed tomography after
diagnostic surgical removal of the enlarged lymph node showed
no other enlarged lymph nodes or abnormalities, which made
an alternative diagnosis such as malignancy even more unlikely.

Main Points

This case report describes the first case of Whipple's disease
with cervical lymphadenopathy as a solitary manifestation of
the disease.

When diagnosing cervical lymphadenopathy, Whipple's
disease should be considered when periodic acid-Schiff-
positive bacteria are found, even if no other common
symptoms or findings of Whipple's disease are present.
Long-term antibiotic therapy may be necessary for the
treatment of Whipple's disease, even if no other symptoms
and findings are present.
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A gastroduodenoscopy was normal. Histopathological exami-
nation of the obtained biopsies of the duodenum showed no
evidence of inflammation and negative PAS and d-PAS stain-
ing (Figure 2).

According to the above findings, the diagnosis of Whipple's
disease was confirmed, which was limited to one cervical
lymph node. For that reason, no systemic therapy was started,
and a watchful waiting policy was applied.

Two years after diagnosing T. whipplei, the patient was referred
with recurrent cervical lymphadenopathy on the right side (ipsi-
laterally) without other symptoms, especially no chronic diar-
rhea, malabsorption, joint symptoms, and weight loss.? Again,
Ug-FNAC of the lymph node with cytological examination
revealed granulomatous inflammation, similar to the findings
in the previously described episode. Polymerase chain reaction
in lymph node tissue confirmed the presence of T. whipplei and
the diagnosis of recurrent Mimulus whipplei. Since previous
biopsies of the duodenum showed no PAS-positive bacteria, it
was not considered useful to repeat this.

Due to the recurrent nature of the disease, eradication therapy
was started with ceftriaxone intravenously for 14 days, fol-
lowed by trimethoprim-sulfamethoxazole (TMP-SMX) 960 mg
orally for 1 year.

Interestingly, the patient mentioned that she did not come
into contact with sewage water as she had an administrative
job. However, her ex-partner worked in a sewage plant for up
to 8 years before the first presentation. Probably our patient
experienced a late-onset infection which is known to be pos-
sible in Whipple's disease via her ex-partner.

Verbal informed consent was taken from the patient.
Discussion

This is the first case report in which Whipple's disease is dem-
onstrated in a cervical lymph node as a solitary manifestation
of the disease. In our patient, there were no other common
symptoms such as chronic diarrhea and malabsorption, joint

Figure 2. In these granulomas, PAS-positive bacteria observed
after PAS-staining. This observation raised the suspicion of a
Tropherymwhipplei-infection, which was confirmed by PCR analysis.
PAS, periodic acid-Schiff; PCR, polymerase chain reaction.
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pain, and weight loss. Also, there were no other features of
Whipple's disease at laboratory or endoscopic evaluation.

In this report, histopathologic examination showed lymphoid
tissue with non-necrotizing, granulomatous inflammation. The
most common cause of non-necrotizing granulomas is sar-
coidosis, followed by a variety of other, less common diagnosis.®

In general, to give support to the clinical diagnosis of sarcoid-
osis in case of a histological conformation of granulomatous
disease, additional histochemical stains (or eventually PCR) are
performed to exclude the presence of infectious disease.

The first choice of treatment for Whipple's disease without
central nervous system involvement is ceftriaxone (2 g IV once
daily) or penicillin (2 MU IV every 4 hours) for 2 weeks, followed
by TMP-SMX (160 mg TMP/800 mg SMX twice a day) for
1 year.® Feurle et al” suggested that ceftriaxone for 2 weeks,
followed by TMP-SMX for 3 months compared to TMP-SMX
for 1 year is equally effective. However, more research is
needed to evaluate treatment time more accurately.’

Since in our patient T. whipplei was found only in the eradi-
cated lymph node and there were no other symptoms, removal
of the cervical lymph node was expected to be sufficient.
Unfortunately, our patient was referred with recurrent lymph-
adenopathy, without any other symptoms. Polymerase chain
reaction again confirmed the presence of T. whipplei and long-
term antibiotic therapy still had to be initiated.

It can be debated whether antibiotic therapy would have been
appropriate in the first instance, even if T. whipplei had been
demonstrated only locally. However, since there were no other
symptoms in our patient, it can be defended to wait for the
effect of local treatment first. Especially since antibiotic treat-
ment can also cause side effects and long-term treatment
would be necessary. Unfortunately, local treatment was not
sufficient, so systemic therapy was needed, eventually.

In conclusion, cervical lymphadenopathy can have many
causes and Whipple's disease should be considered when
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more common causes have been excluded, given the need for
long-term antibiotic therapy.
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