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ABSTRACTABSTRACT
WD is a rare, multisystem, chronic infection caused by the Tropherima whipplei primarily involving the small 
intestine. The patient presents with diarrhea, weight loss, abdominal pain, and fever. The series of endoscopic 
evaluation, histopathology, and PCR assays are essential, however, histopathologically, the presence of sheets 
of foamy macrophages is the key suspicion leading to diagnosis. An 18-year-old boy presented with severe 
abdominal pain accompanied by severe diarrhea with episodes of intermittent constipation. He underwent a 
series of gastro-endoscopic and colonoscopic examinations. The tissue blocks after reviewing showed sheets 
of macrophages in lamina propria suggesting a provisional diagnosis of Whipple’s disease. The patient was 
treated by injection of Oxidil 2g OD for two weeks and Septran DS BD. This treatment led to the improvement of 
symptoms i.e., diarrhea and weight loss. In the resource-limited setting, where repetition of tissue block review 
leads to exhaustion and the economic burden of repetitive endoscopic procedures on patients is laborious. The 
presence of foamy macrophages plays a pivotal role in patient management, ultimately leading to symptomatic 
improvement.
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fever. However, extra-intestinal sites include joints, 
the musculoskeletal system, cardiac valves, the 
brain, eyes, lungs, and skin.4 In 1961 the organism 
T. whipplei was detected in the electron microscope. 
Later on, a specific polymerase chain reaction (PCR) 
assay targeting T. whipplei 16S ribosomal RNA (rRNA) 
genes was detected.5 Currently, it is detected by im-
munohistochemical staining and various diagnostic 
PCR assays.6 The series of endoscopic evaluation, 
histopathology, and PCR assays are essential in the 
evaluation of WD, however, histopathologically, the 
presence of sheets of foamy macrophages is the 
most reliable diagnostic method.7

CASE REPORTCASE REPORT
An 18-year-old boy was referred to our Gastroenter-
ological Unit at Karimia Medical Complex on March 
2024 due to non-shifting and non-radiating severe ab-
dominal pain accompanied by severe diarrhea. There 
was a positive history of intermittent constipation with 
alternate loose stools. No complaints of fever, fatigue, 
and arthralgia were provided. Abdominal palpation 
was unremarkable. No cardiovascular, or neurologi-

INTRODUCTIONINTRODUCTION
Malabsorption syndrome is a disease affecting the 
small intestine usually, due to defective absorption 
through microvilli or defective digestive enzymes, or 
indigestion.1 There are many causes of malabsorption 
including celiac disease (CD), food allergies, Lactose 
intolerance (LI), and Whipple’s disease (WD).2 WD 
was rendered as intestinal lipodystrophy in 1907. 
WD is a rare, multisystem, chronic infection caused 
by the actinomycete Tropherima whipplei (T. whip-
plei).3 WD primarily involves the small intestinal tract, 
causing diarrhea, weight loss, abdominal pain, and 
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cal deficits were found. His past medical history was 
completely unremarkable. His complete blood pic-
ture showed normal hemoglobin, increased platelet 
count, and lymphocytic leukocytosis.  His C-reactive 
protein (CRP) was positive. The rest of the baseline 
investigations were within normal limits.  His USG 
abdomen showed no specific pathology; however, 29 
mm-sized mesenteric and para-aortic lymph nodes 
were detected and biopsied. The histopathology 
report showed reactive lymphoid hyperplasia only. 
His upper GI endoscopy done on 3rd April 2024 
showed edematous inflamed mucosa in cardia, 
fundus, body, and antrum of the stomach aligned 
with histopathological findings of chronic gastritis. 
The duodenum showed edematous mucosa in the 
cap and descending segment, (Fig 1A-B) however, 
histopathological findings showed complete villous 
atrophy and mild inflammation in lamina propria 
consistent with celiac disease. His colonoscopic 

examination showed a deformed ileocecal valve 
and an impression of IBD was made, however, Fecal 
Calprotectin turned out negative. In May 2024, the 
patient was given a gluten challenge for 3 months 
afterward but no clinical improvement in diarrhea 
was noted. In keeping with the clinical scenario, 
the tissue blocks were reviewed again by two dif-
ferent consultant histopathologists as CD was not 
suspected clinically. The in-house; and Agha Khan 
Histopathologist reported sheets of macrophages 
in lamina propria suggesting Whipple’s disease. 
(Fig. 1C-F). Unfortunately, due to the repetition of 
review, special stains i.e., PAS and PASD were un-
able to perform due to block exhaustion. After the 
histopathology report, the patient was managed in 
the line of WD. The patient was treated by injection 
of Oxidil 2g OD for two weeks and Septran DS BD. 
This treatment led to the improvement of symptoms 
i.e., diarrhea and weight loss.

Fig 1A-F Endoscopic images and H&E stained tissue sections of small bowel at 20x and 40X

1A 1B 1C

1D 1E 1F

Fig 1A-B: Endoscopic images of small bowel mu-
cosa show villous flattening and mildly inflamed 
edematous mucosa Fig 1C-D: H&E stained tissue 
section shows a panoramic view of multiple frag-
ments of small bowel mucosa with expansion of 
lamina propria, marked villous flattening (arrow) 
with no increased intraepithelial lymphocytes and 

widely spaced intestinal glands (10x). Fig 1E and 
F: A high power examination of H&E stained tissue 
section show villous flattening, marked infiltration of 
foamy macrophages, and widely spaced small bowel 
glands. At places few epithelioid cells are also noted. 
(40x) (Highlighted by arrows). An insert image shows 
exhausted block with no tissue remaining.
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DISCUSSIONDISCUSSION
WD is a rare multisystem disease which presents in 
the middle age group. This substantial age discrepan-
cy between our case and the reported data highlights 
a rare and unusual occurrence warranting strong 
clinical suspicion of WD. In our index case, the patient 
was notably younger at 15 years-old compared to the 
other authors who reported middle-aged patients. 
Rey R.M. et al. reported 46 years, Crews N.R. reported 
52 years, and Günther U. et al. found a mean age of 
55 years.7,4,6 De Francesco V. et al. and Ruggiero E. 
et al documented patients in 6th and 7th decades.2,3

The literature review indicates a male preponder-
ance. The index case also a male patient, similarly 
reported by De Francesco V. et al., Ruggiero E. et al., 
and Crews N.R.et al.2-4 However, female patients are 
also reported by Rezk A. et al. and Rey R.M.et al.5,7 
The pattern of gastrointestinal and rheumatological 
involvement was a consistently noted across studies. 
In our study, the patient presented with abdominal 
pain, diarrhea, malabsorption, and weight loss, simi-
larly reported by Günther U. et al., Crews N.R., Nasim 
A. et al, Chandra S et al and Batista M et al. 6,4,8,10 In 
addition, Rezk A et al. reported arthritis symptoms 
with RA factor negativity apart from gastrointestinal 
symptoms.5 Nasim A et al. reported Whipple’s dis-
ease presented with diarrhea in transplant recipients.8

Whipple’s disease is a multisystem disease and it is 
rarely present as only gastrointestinal disease. In the 
gastrointestinal tract it commonly affects small bowel 
as reported in the index cases aligned with Crews 
N.R. et al.6 In contrast, Rezk A. et al. reported histio-
cytes containing periodic acid-Schiff (PAS)-positive 
globules in the mesenteric lymph node.5
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