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a  b s t r  a  c t

Whipple’s disease is a rare disease caused by the actinomycete bacteria Tropheryma whip-

plei,  which cause intestinal infection. The most common symptoms are  chronic diarrhoea,

weight  loss, abdominal pain, arthritis and neurological abnormalities, which can be fatal.

This  paper reports a case of a  57-year-old Brazilian woman with diarrhoea, vomiting, abdom-

inal  pain, appetite loss,  intermittent fever, malaise, weight loss and malnutrition. Migratory

polyarthralgia  and recurrent visual scotomas preceded the symptoms. The retroperitoneal

pseudotumour  formation finding was associated with prolonged wasting syndrome, which

did not respond to usual therapies, thus leading to the investigation of carcinomatosis dis-

ease. After laparotomy, biopsy and histochemical study of the lesions with negative results

for  malignancy, we  proceeded to the investigation of Whipple’s disease, which was then con-

firmed. The patient improved clinically and started gaining weight after using ceftriaxone

(IV).

Introduction

Whipple’s disease, caused by Tropheryma whipplei bacteria,

is  a rare disease, with an annual worldwide incidence of

about  12 new cases. It presents gastrointestinal symptoms,

mainly related to malabsorption, which is associated with sys-

temic symptoms such as  fever, joint pain, and neurological

manifestations.1
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Despite affecting any age group, it mainly affects white

men  between the fourth and sixth decades of life.1,2 The

disease pathogenesis is uncertain, but it appears to involve

faecal–oral  transmission of the bacillus that belongs to the

Actinomycetes group. Host’s susceptibility, combined with

a  probable cellular immunity deficit, also seems to  con-

tribute  to  the  disease onset. Inter-human transmission cases

have  not been documented. The diagnosis is established

by  histological examination of the tissues involved, gener-
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ally obtained through an endoscopic duodenal biopsy, which

shows  macrophages containing microorganisms positive for

periodic acid-Schiff (PAS) reaction.3,4 If  the pathologic diagno-

sis  is not possible or if there are any questions regarding the

histological  findings, polymerase chain reaction (PCR) is use-

ful  in the diagnostic investigation.5 There might be,  among

non-specific laboratory findings, increased levels of acute

phase  reactants, anaemia, leucocytosis, and thrombocytosis.6

Treatment consists of prolonged broad-spectrum antibiotics,

preferably with agents that cross the blood brain barrier, due to

the possible involvement of the  central nervous system (CNS),

where  the local recurrence is more  frequent.7

This paper aimed to report an atypical clinical manifes-

tation of Whipple’s disease with the formation of a  lipophilic

retroperitoneal tumour of reactive nature, simulating carcino-

matosis.

Case  presentation

A  57-year-old Brazilian woman, of Caucasian ethnicity,

residing in the city of Ipatinga, Minas Gerais, who was

previously healthy, started having diarrhoea, postprandial

vomiting, abdominal pains, appetite loss, intermittent fever

and  asthenia. Despite the symptomatic treatments, symp-

toms  persisted for nine months. It contributed then to a weight

loss  of approximately 25 kg and severe malnutrition. Inter-

mittent  headache and visual scotomas had been present for

one  year, and for four years, the patient complained of having

arthralgia  and/or migratory arthritis, especially in the ankles,

knees,  elbows and proximal phalanges. She did not have rel-

evant  family history or personal history of previous surgeries

or  hospitalizations. In spite of her countryside origin, she

had  resided in an urban environment for 40 years. On exam-

ination,  she weighed 29  kg, was  eupneic, eucardiac, febrile,

pale,  malnourished, with anasarca, asthenic, and unable to

walk without bilateral support. She had abdomen ascites,

which was  generally painful on palpation. Laboratory tests

showed  hypochromic microcytic anaemia (Hb = 8.7 g/dL, fer-

ritin  = 332.5 ng/mL, serum iron = 15 mcg/dL) without leucocy-

tosis,  hypoalbuminemia (1.84 g/dL), hypokalemia (2.7 mEq/L)

and  hyponatremia (131 mEq/L). Serologies for HIV, hepatitis B,

hepatitis C, celiac disease, brucellosis, antinuclear antibodies,

rheumatoid factor, tumour markers, and TSH were investi-

gated  and showed negative or within normal limit results. The

electrocardiogram was  normal. Colonoscopy showed colonic

tubular  adenoma, and the anatomopathological examination

showed  changes that were consistent with mild dysplasia.

A  CT scan of the abdomen revealed a heterogeneous for-

mation  consisting predominantly of fat content, with its

epicentre  in the retroperitoneal region, associated with dif-

fuse  densification of the abdominal mesenteric fat and the

thickening  of the small-bowel intestinal loop wall, whose dif-

ferential diagnosis included a  tumour of lipomatous lineage

(Fig.  1).

The prolonged wasting syndrome associated with the  radi-

ological  condition, compatible with retroperitoneal pseudotu-

mour  formation, led to exploratory laparotomy for the  inves-

tigation  of the  carcinomatous disease. The tumour removed

had  a brown-yellowish gelatinous microcystic appearance,

Fig. 1 – CT scan showing retroperitoneal tumour to the left,

with  irregular, infiltrative aspect, predominantly of fat

content,  highlighted by the contrast, as shown by the arrow.

measuring 9.0 cm ×  6.0 cm × 4.0 cm.  The retroperitoneal

lymph nodes consisted of three irregular fragments of

greyish  tissue, measuring together 7.0 cm × 4.0 cm × 1.0 cm,

containing  five nodes. The anatomopathological examina-

tion  revealed lymphoid/lipomatous proliferation associated

with histiocytosis in adipose tissue and lymph nodes. The

immunohistochemical technique excluded malignancy from

the  sample, featuring a nonspecific lipophilic reaction with

foci  of steatonecrosis and inflammatory reaction.

As  there were  chances of the  disease being Whipple’s

disease, a  high digestive endoscopy was carried out and

revealed  a normal macroscopic appearance. Fragments from

the  second portion of the duodenum were  collected for

histopathology, which demonstrated an  increased lamina pro-

pria cellularity at the expense of histiocytes, the cytoplasm of

which  stained positively with PAS (Fig. 2A). The tissue removed

from  the abdomen was  also subjected to the same procedure

with similar results (Fig. 2B). Acid-fast bacilli (AFB) staining

was  negative.

Since the clinical and histopathological findings were  con-

sistent  with Whipple’s disease, treatment was  initiated with

diuretics,  vitamin and mineral replacement, and symptomat-

ics.  However, only after the introduction of antibiotic therapy

with  ceftriaxone (1 g, every 12 h, IV) was  there a  significant

clinical improvement with the return of appetite and physio-

logical  bowel habit in five days. The disappearance of visual

scotoma  and arthralgia came next, which led to hospital dis-

charge  as soon as  the 15-day antimicrobial treatment was

concluded.  The patient was  kept on doxycycline 100 mg every

12  h, due to having developed leukopenia after the admin-

istration of trimethoprim–sulfamethoxazole for seven days.

In  30  days, laboratory parameters returned to normal, she

became  afebrile, and gained 15  kg. After 40 days, we reintro-

duced  trimethoprim–sulfamethoxazole successfully, as  there

was  no episode of leukopenia again, which had been probably

related  to malnutrition or infectious cause.

After improvement of her intestinal condition, the patient

returned  to seek medical attention due to intense arthralgia

in  the  right coxofemoral joint, as well as low back pain with

significant  functional limitation. She was  diagnosed and then

treated  for sacroiliitis.
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Fig. 2 – (A) Biopsy of the second portion of the duodenum, stained with periodic acid-Schiff (PAS), 40× magnification and (B)

peritoneum with PAS positive histiocytes and with numerous lymphocytes and adipocytes.

Discussion

As the annual incidence is estimated at less than 1/1,000,000

people,  Whipple’s disease is probably underdiagnosed.

Although men  are more  often affected, the disease can in

fact  affect people of any gender or  any age  group, having an

increased  frequency in farmers or  rural residents.4,6,8 In this

report,  the patient presented the  first manifestations of the

disease  by the fifth decade of life, and according to what is

described  in the  literature, she had worked in rice and cof-

fee  plantations from childhood to the age of seventeen years,

during  which she probably acquired the  bacteria.

After four decades of alleged contact with the agent, the

patient developed migratory symmetric polyarthralgia, which

preceded  the diagnosis in four years. The joint condition was

intermittent,  especially affecting the ankles, knees and prox-

imal  phalanges, at a  moderate intensity. This is  the typical

frame in which osteoarticular symptoms (arthralgia and/or

peripheral  arthritis) – present in up  to 90% of patients – often

preceding  in years the  classic triad of the  disease, diarrhoea,

malabsorption and weight loss, which can cause cachexia

and  death if not treated.6,9,10 Sacroiliitis can also be found,

as  shown in  the case above, as well as the spine condition,

though both are rare.10–12

The daily visual scotoma reported by the patient disap-

peared after specific antibiotic therapy, and that was  probably

due  to a neurological change. The central nervous sys-

tem  involvement is clinically recognized in 45%  of patients

and  observed in 90%  of them in post-mortem examination,

including the asymptomatic.13 Although visual problems were

excluded  as the cause for such a change, the disease’s ocular

manifestations are described as uveitis, vitritis, retinitis, reti-

nal  haemorrhage, choroiditis, papilledema, optic atrophy, and

keratitis.14

The intestinal lipodystrophy condition and retroperitoneal

pseudotumour formation, associated with the  prolonged

wasting syndrome, led to the  investigation of carcinoma-

tous  disease, which ultimately led to exploratory laparotomy,

biopsy and histochemical study of the lesions. From the nega-

tive  results for malignancy, we  proceeded to the investigation

of  Whipple’s disease, as the patient’s condition was  progres-

sively  worsening. The mesenteric panniculitis found in this

case  is rare and of unknown aetiology. However, among the

suggested  factors that trigger the process, we can mention the

existence  of infection and of autoimmune diseases.15,16

Whipple’s disease should be considered in the differen-

tial diagnosis of malignant tumours and lymphoproliferative

diseases, as  it manifests in  the formation of multiple lym-

phadenopathy. Although it is  associated with the onset of

lymphomas,  the  peripheral and abdominal lymphadenopathy

found are mostly present.17,18 The finding of a  retroperitoneal

mass of fat content simulating a  tumour, which was  proba-

bly  a reaction to the presence of the bacteria, has been poorly

described  in the literature, demonstrating once again the dis-

ease’s  manifold presentation.

Current  recommendations for the  treatment of Whip-

ple’s  disease are based on case reports and case series

retrospectively and consider the activity and pharmacoki-

netic  properties of antimicrobials. In the absence of effective

therapy,  the disease is potentially fatal. The use of antibi-

otics  that surpass the blood–brain barrier is recommended,

since the CNS is  often affected and very often involved

in  relapses. Currently, the most widely used regimen calls

for  the oral administration of 160 mg  of trimethoprim and

800  mg  of sulfamethoxazole, twice daily, for one or two

years,  usually preceded by parenteral administration of

ceftriaxone  (2 g/day) for fifteen days.7,8,19 In our case, we

opted  for doxycycline as  maintenance of the  antibiotic ther-

apy  due to the occurrence of leucopenia after a  short

course of trimethoprim–sulfamethoxazole. Reintroduction of

trimethoprim–sulfamethoxazole after 40 days was followed

with  no changes in the leucocyte count.
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