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Case Report

Whipple’s Disease; An Overlooked Diagnosis
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Abstract
Whipple disease is a rare multisystem inflammatory disease. Because fewer than 1000 reported cases have been described, 
clinical experience with this disorder is sparse. We are reporting a case of a 46-year-old man who presented with fever, weight 
loss, and polyarthralgia for 2 months, and 1 month of diarrhea. The patient was thoroughly investigated for collagen diseases and 
COVID-19, with no definite diagnosis. A therapeutic trial by immunosuppressive drugs provided partial remission followed by a 
marked rebound of the symptoms. His occult blood in stool was positive and subsequent upper endoscopy with proximal small 
intestinal biopsies showed the pathological features of Whipple’s disease. The patient showed a dramatic improvement following 
treatment with ceftriaxone and trimethoprim-sulfamethoxazole. Despite the rarity of Whipple’s disease, its course mimics many 
rheumatological diseases, inflammatory bowel disease, and COVID-19 disease. It should always be a part of the differential 
diagnosis of obscure polyarthralgia and chronic diarrhea. 
Keywords: Whipple disease, Malabsorption syndrome, COVID-19
Cite this article as: Motwade N. Kerollos K, Osman Taha B. Whipple’s disease; an overlooked diagnosis. Middle East J Dig Dis 
2023;15(2):136-138. doi: 10.34172/mejdd.2023.333.

*Corresponding Author: Kerollos Motwade N. Kerollos, Email: Kerollos_Kerollos@med.aun.edu.eg

 © 2023 The Author(s). This work is published by Middle East Journal of Digestive Diseaes as an open access article distributed under 
the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, 
and reproduction in any medium, provided the original work is properly cited.

10.34172/mejdd.2023.333doi

Introduction
Whipple’s disease is an uncommon bacterial disease. 
The clinical manifestations of the disease are caused by 
the infiltration of the various body tissues by a gram-
positive bacterium, Tropheryma whippeli. It is a systemic 
disease including malabsorption syndrome with small 
intestine involvement. The disease also affects the joints, 
central nervous system, and cardiovascular system. Due 
to its rarity, therapeutic trials for other diseases with 
immunosuppressants may obscure the diagnosis for 
some time and Whipple’s disease is ignored, initially, in 
the differential diagnosis of chronic polyarthralgia, and 
chronic diarrhea and our case is an example.

Case Report
A 46-year-old man presented with polyarthralgia 
involving the large joints (knees, ankles, and shoulders) 
for 3 months. The patient also had developed chronic 
diarrhea for one month; watery in nature, 4-5 times per 
day, not related to a certain food, did not wake the patient 
at night, and was associated with fever, and significant 
weight loss (10 kg).

These symptoms were severe enough to leave the 
patient bedridden and abandon his work as a teacher. On 
physical examination, he had a fever of 38.3°C, regular 
tachycardia of 120 bpm, blood pressure of 100/70 mm 
Hg, and respiratory rate of 22/m. His capillary oxygen 
saturation was 94%.

He had a cachectic appearance, but the examination of 
the systems was unremarkable with no joint deformity or 

lymphadenopathy. 
The patient was on an overseas trip to a country where 

COVID-19 cases were high, and due to his symptoms, which 
mimic COVID-19 disease, he was sent into isolation and 
COVID-19 PCR was done twice excluding the infection. 
His lab work included full blood count, stool examination, 
inflammatory markers, comprehensive metabolic 
panel, thyroid function tests, celiac disease serology, 
HIV screening, and Brucella antibodies. This extensive 
workup showed normocytic normochromic anemia 
(Hb 8 g/dL), positive occult blood in stool, and raised 
C-reactive protein (CRP) of 28 with normal erythrocyte 
sedimentation rate (ESR). Moreover, he was investigated 
for collagen diseases where antinuclear antibodies (ANA), 
anti-double-stranded deoxyribonucleic acid antibodies 
(dsDNA Abs), antinuclear ribonucleoprotein (anti-RNP), 
cyclic citrullinated peptide antibodies (anti-CCP), and 
antineutrophilic cytoplasmic antibodies (ANCA) were all 
negative. 

Abdominal imaging including ultrasound and multislice 
computed tomography with intravenous (IV) contrast 
revealed mild hepatosplenomegaly. Before showing up 
at our tertiary gastroenterology center, the patient was 
prescribed immunosuppressive drugs (prednisolone 
and azathioprine) for undifferentiated connective tissue 
disease, he had partial improvement for 2 weeks and his 
fever subsided. This was followed by a rebound of his 
symptoms, which led to the cessation of the treatment.

At our center, we performed upper endoscopy with 
proximal small intestine biopsies, which were examined 
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using Giemsa stain (Figure 1) and periodic acid-Schiff 
(PAS) stain (Figure 2).

The tissue biopsy stained positive for PAS and showed 
histiocytes with diastase resistance positive granules; a 
result that was in favor of Whipple’s disease diagnosis. 
Intravenous ceftriaxone 2 g/d for 14 days was started for 
the patient, then trimethoprim-sulfamethoxazole 800/160 
mg was prescribed as an outpatient treatment. 

Follow-up at a 3-month interval for one year has shown 
dramatic improvement in the patient’s symptoms with 
the restoration of his functional capacity.

Discussion
Tropheryma whippeli may be a ubiquitous gram-positive 
microorganism that is rarely related to symptomatic 
disease, namely, Whipple’s disease.1 T. whipplei may be 
a commensal organism and not an obligate pathogen. 
The incidence of Whipple’s disease has been estimated at 
about 0.5 to 1/1 000 000 people.2 The way of transmission 
may involve the passage of the bacterial agent from the 
environment into the body through the digestive tract, 
followed by fecal-oral transmission. However, person-to-
person transmission through the oral-oral route cannot 
be ruled out.3 Whipple’s disease often ends up in chronic 
seronegative arthritis that would be often misdiagnosed.4,5 
Interestingly, 1.58% of patients with unexplained arthritis 
and no other evidence of Whipple’s disease were positive 
for T. whipplei.6 Articular involvement often characterizes 

the onset of Whipple’s disease. The mean solar time from 
the event of articular symptoms to the diagnosis is nearly 
7 years,7 but there are some reports focusing the eye on 
the very late diagnosis of Whipple’s disease, within the 
absence of gastrointestinal symptoms.8,9 Arthritis has 
been reported in 41%-61% of cases.7 All patients had 
increased CRP, while rheumatoid factor and anti-CCP 
were absent, and everyone was initially misclassified as 
suffering from seronegative rheumatoid arthritis. Six 
patients received disease-modifying antirheumatic drugs 
(DMARD) treatment consisting of methotrexate and/or 
leflunomide, and three were also treated with a minimum 
of one DMARD. Most patients showed an inadequate 
response. A recent literature search of 19 studies reported 
the utilization of immunosuppressive drugs, particularly 
therapy with TNF inhibitors, before the diagnosis in 41 
patients with Whipple’s disease.3 As arthritis may precede 
the diagnosis of Whipple’s disease by a few years, a relevant 
percentage (up to 50% in some reports) of patients is 
treated with immunomodulatory drugs or with biologics. 
Histological detection of macrophage-containing PAS-
positive granules within the duodenum lamina propria 
is considered the quality diagnostic method.1 Antibiotic 
therapy usually promptly provides improvement within 
the clinical and laboratory abnormalities,10 but it is of great 
importance to continue the treatment for a minimum of 2 
years or perhaps preferably throughout life.11,12
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