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Whipple’s Disease: Case Report and
Review of the Literature

Whipple Hastalig1: Olgu Sunumu ve
Literatiirin Gézden Gegcirilmesi

ABSTRACT Whipple disease is a rare, multisystemic, relapsing, bacterial disease, which can be fa-
tal if undiagnosed or untreated. It occurs in white, middle-aged men in 80% of the cases. It has a
variety of clinical manifestations and should be considered in a patient with weight loss, diarrhea,
abdominal pain and arthralgias in clinical practice. The disease is commonly diagnosed by histolo-
gical examination of small bowel biopsies, after staining with periodic acid-schiff. Because of the ra-
rity of the disease, its diagnosis is not often considered. In the present report, we present a case of
‘Whipple's disease. Our aim is to remind the Whipple disease in patients with abdominal pain, we-
ight loss and diarrhea. We also review the current literature on this topic
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OZET Whipple hastalig1, seyrek goriilen, sistemik, tekrarlayici, tam konulmadigi ve tedavi edil-
mediginde fatal seyreden bakteriyel bir hastaliktir. Olgularin %80'i beyaz, orta yash erkeklerdir.
Farkl klinik bulgular: olmakla birlikte kilo kaybz, ishal, abdominal agr1 ve artralji semptomlari olan
hastalarda akla gelmelidir. Tan1 siklikla ince barsak biyopsilerinin, periyodik asit-schiff ile boyan-
diktan sonra incelenmesi ile konur. Hastalik seyrek goriildiigii i¢in tan1 akla gelmeyebilir. Burada,
bir Whipple hastalig1 olgusunu sunduk. Amacimiz, karin agrisi, kilo kaybi ve ishal semptomlari ile
bagvuran hastalarda, Whipple hastaliginin hatirlanmasina yardime: olmaktir. Ayni zamanda bu
baglikla ilgili giincel literatiirti de gozden gegirdik.

Anahtar Kelimeler: Whipple hastaligi; karin agrisy; artralji; periyodik asit-schiff reaksiyonu
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hipple disease is chronic, multisystemic, granulomatous disease

caused by a gram positive bacillus Tropheryma whipplei.! The

most common symptoms include weight loss, diarrhea, abdo-
minal pain and arthralgia, and less frequent symptoms are fever, lympha-
denopathy, skin hyperpigmentation and cardiovascular and neurological
abnormalities.? The diagnosis is based on the detection of characteristic pe-
riodic acid-Schiff (PAS) material containing macrophages in the lamina pro-
pria of duodenum.’ We present a patient who admitted to hospital with a
rapid onset of diarrhea, vomiting, fatique and weight loss, who was subse-
quently diagnosed as Whipple disease. We described his diagnosis, mana-
gement and review of the literature about this condition.
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I CASE REPORT

A 63-year-old male patient was admitted to the gas-
troenterology department, with complaining of fa-
tique, abdominal pain, vomiting, watery diarrhea
and weight loss of 12 kg during the previous three
months. Physical examination was normal except
for 2/6 systolic suffle on the apex of the heart. The
complete blood count revealed leukocytosis
(13.300/mm?; 77% neutrophils, 15% lymphocyte),
normal hemoglobin, hematocrit and platelets (15
g/dL, 40%, 235.000/mm?, respectively). Other ab-
normal laboratory findings were: C reactive prote-
in 2.04 mg/dL (normal <0.8 mg/dL), iron 18 pg/dL,
total iron binding capacity 168 pg/dL, albumin 3.2
g/dL, lactate dehydrogenase (LDH) 287 U/L. Human
immunodeficiency virus serology was negative. Ab-
dominal ultrasound showed no abnormalities. An
abdominal computerized tomography scan revea-
led enlarged mesenteric, peripancreatic and paraa-
ortic lymph nodes. Gastroscopy and colonoscopy
revealed gastritis, generalized whitish appearance
of the duodenal mucosa and lineer small ulcers in
the terminal ileum. Both duodenum and terminal
ileum histology revealed extensive infiltration of
the lamina propria with PAS stain positive macrop-
hages, consistent with the diagnosis of Whipple’s
disease (Figure 1, 2). Neurologic examination was
normal. Therapy with benzylpenicillin 1,2 g/d and
streptomycin 1 g/d was initiated for 14 days and fol-
lowed by trimethoprim-sulfamethoxazole (160-800
mg) as the maintanence therapy. Within a week,
his diarrhea discontinued and abdominal pain re-
solved. He completely recovered within a month.
He gained nearly 20 kg in 6 months during mainte-
nance therapy. Control tissue biopsies were obtai-
ned after the end of 6 months of therapy and in
which infiltration of the lamina propria with PAS
stain positive macrophages was still revealed. Labo-
ratory findings had returned to the normal ranges.
Written informed consent was obtained from the
patient for the publication of study.

I DISCUSSION

Whipple disease is a rare, relapsing condition cau-
sed by the systemic infection of actinomycete
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FIGURE 1: Macrophage infiltration in the lamina propria. (Hematoxylin-Eozin
stain x 100).

i

FIGURE 2: Macrophage cytoplasm contains large amounts of particles that
are PAS-positive and diastase resistant staining. ( Periodic acid Schiff stain
x 400).

T.whippleii. Only 696 cases had been reported un-
til 1987, approximetely annual incidence is less
than 1 per 100.000 population. Disease preferenti-
ally affects middle-aged white men.*

The pathogenesis of Whipple disease still re-
mains contraversial. Invasion or uptake of the ba-
cillus is widespread throughout the body, including
the intestinal epithelium, macrophages, capillary
and lymphatic endothelium, colon, liver, brain, he-
art, lung, synovium, kidney, bone marrow and
skin.®> All of these sites show a remarkable lack of
inflammatory response to the bacillus. It has been
shown that Whipple disease is associated with in
vivo defective cell- mediated immune function not
only during active disease but also in remission.
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Thus in vivo evidence of immune dysfunction is
accompanied by various in vitro evidence, inclu-
ding the occurence of a reduced CD4/CD8 ratio and
various macrophage abnormalities.The latter inc-
lude the fact that macrophages of the patient disp-
lay an impairment of phagocyte function as well as
a decrease in expression of CD11b, a molecule in-
volved in regulating phagocytosis and intracellular
degradation. More recently it has been shown that
Whipple disease patients have macrophages with a
decreased capacity to secrete IL-12, a cytokine
which has a central role in cell-mediated immunity
and in regulating the differentiation of interfe-
ron-gamma producing T-helper type 1 cells.?

Patients typically present with migratory art-
hralgias of the large joints or less often a chronic,
migratory nondeforming oligoarthritis which may
precede the onset of typical gastrointestinal symp-
toms by an average of 8 years.?

The main gastrointestinal manifestations of the
disease are diarrhea, weight loss, abdominal pain,
steatorrhoea, and malabsorption, which may prog-
ress to a severe wasting syndrome and abdominal
lymphadenopathy.® Some patients develop severe
ascites and peripheral edema. The most serious ma-
nifestation of the disease is central nervous system
(CNS) involvement. Cognitive dysfunction is the
most common abnormality. Oculomasticatory my-
orhytmia and oculo-facial-skeletal myorhytmia are
considered pathognomonic for Whipple disease.’
The other CNS symptoms are upper motor neuron
disorder, myoclonic signs, psychiatric signs, apathy,
confusion, memory impairment, unconsciousness,
dementia, supranuclear opthalmoplegia. Hypoalbu-
minemia, fever, skin pigmentation, arthralgia and
anemia are the other common symptoms.

T.whipplei can be detected in saliva and mar-
ginal and subgingival plaque, intestinal biopsy spe-
cimens, and stool samples of the healthy
individuals.® The existence of asymptomatic carri-
ers of T.whipplei indicates that Whipple disease do
not develop in every individual following exposu-
re to this soil microorganism, supporting the theory
that an underlying genetic predisposition leads to

development of the disease.

Turkiye Klinikleri ] Gastroenterohepatol 2010;17(2)

Biilent YASAR et al

The differential diagnosis includes multisyste-
mic infections, and granulomatous disorders. It must
be distinguished from a wide range of chronic inf-
lammatory and infectious conditions, including sar-
coidosis, mycobacterial disease, fungal infections,
brucellosis, protozoal diseases, inflammatory bowel
disease, and Wegener’s granulomatosis'. The clinical
presentation also may mimic amyloidosis, advanced
HIV infection, arthritis, and chronic meningitis.

Upper gastrointestinal endoscopy with biopsi-
es of the small intestine is the test of choice in ma-
king the diagnose of the Whipple disease.’
Duodenal mucosa may appear pale, yellow, and
clumsy macroscopically. Duodenal biopsies are his-
tologically characterised by foamy macrophages in
the lamina propria (Figure 1). The macrophage cy-
toplasm contains large amounts of particles that are
PAS-positive and diastase resistant but negative for
Ziehl Nielsen staining (Figure 2). The identificati-
on of the 16S r RNA of T.whipplei has led to the
use of 16S r DNA primers for detection of this or-
ganism by using polymerase chain reaction
(PCR).!° However, as mentioned above, healthy
carriers can have positive PCR results even if they
do not have disease. Thus, this method is not sui-
table for screening and should only be used for pa-
tients with clinical suspicion for Whipple disease.
An immunofluorescence serologic test has been de-
veloped. This test has shown that IgM antibodies
seem to be more spesific than IgG; however, sero-
logy is not the current diagnostic tool that can be
applied routinely."! Electron microscopy and cul-
tivation of T.whipplei is limited to specialised rese-
arch laboratories.!

Recommended first-line therapy includes 2
weeks of either an intravenous third generation
cephalosporin (ceftriaxone, 2-4 g/d, 2 weeks) or in-
travenous penicillin (benzyl penicilin, 1.2 mU/d, 2
weeks). In case of allergy the initial therapy is in-
tramuscular streptomycin (1 g/d, 2 weeks) followed
by an oral trimethoprim-sulphamethoxazole (960
mg twice a day) for at least one year. If an allergic
reaction occurs to oral trimethoprim-sulphamet-
hoxazole, maintenance therapy is 100 mg oral
doxycycline twice daily plus 200 mg oral hydroxy-
chloroquine twice daily >1 year.
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In cases with CNS involvement therapy is 100
mg doxycycline twice daily plus 200 mg hydrox-
ychloroquine three times daily plus co-trimoxazo-
le five DS tablets or 4-8 tablets (500 mg)
sulfadiazine orally for at least one year or until dis-
appearance of bacterial DNA and immunohistoc-
hemistry on duodenal biopsies.” The potential for
neurologic involvement makes it important to use
since it can easily cross the blood-brain barrier.

For Whipple disease patients with severe CNS
manifestations, i.e. cerebral lesions and in patients
with long-lasting high fever after the initiation of
antibotic therapy, additional therapy with steroids
is benefical and sometimes lifesaving.

As mentioned previously, patients with Whip-
ple disease have characteristic immunological de-
fects associated with reduced Thl response. Thus,
relapsing disease may ocur in some patients despi-
te adequate antibiotic tretament. In such cases, an
additional supportive therapy with Th1 cytokines,
such as interferon gamma could be useful.!*

The most important criteria for successful tre-
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atment is the improvement of clinical symptoms,
which should occur within 7 to 21 days. Investiga-
tors suggest that the follow-up visits must be done
at 6th months, 12th months and thereafter annu-
ally following initiation of therapy . Surveillance
endoscopy and small bowel biopsy are not neces-
sary and may be misleading since PAS staining ma-
terial may persist long after clinical resolution of
the disease, as we seen in our case; this probably
represents dead organisms rather than a propensity
to relapse. PCR techniques seem to be superior for
the evaluation of successful therapy.'®

Relapses have been reported in as many as 17
to 35 percent of patients. It is assumed that relap-
ses reflect incomplete eradication of the organism
with initial therapy.

In conclusion, Whipple disease has a variety
of clinical findings. For clinical practice, it should
be kept in mind in any patients presenting with ab-
dominal pain, diarrhea, weight loss and arthralgies.
If the diagnosis is considered, disease can be rea-
dily diagnosed and treated.
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