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Introduction

Whipple’s disease is a rare systemic disease, described in 1907
by George Whipple at Johns Hopkins Hospital.! Years later, in
1961, was shown to be caused by the bacterium Tropheryma
whipplei.? This is a mandatory intracellular organism, which
inhabits mainly the gastrointestinal tract and, due to the lack
of data proving its benefit to the host, can be considered a
parasite.’

Infection by Tropheryma whipplei may be asymptomatic or
present with several clinical manifestations such as fever, pol-
yarthralgia, diarrhea, weight loss, fatigue, lymphadenopathy,
pulmonary, heart, and skin involvement, and neurolog-
ical disorders, such as oculomasticatory myorhythmia,
oculo-facio-skeletal myorhythmia, dementia and intracranial
hypertension.” It is a rare disease and the clinical features
are extensive and varied, with absolutely variable order of
appearance of symptoms, determining an extremely difficult

* Corresponding author.
E-mail: drguialmeida@gmail.com (G.A. Silva).
http://dx.doi.org/10.1016/j.rbre.2015.05.003

diagnosis. Without proper antibiotic treatment, the disease
invariably culminates in dissemination and is potentially
fatal.®

Whipple’s disease has an incidence thatis much lower than
1:1,000,000 people, with and occurrence of 12 new cases per
year worldwide being estimated. It has a correlation with cel-
lular immunity deficiencies and HLA DRB1*13, DQB1*06 and
HLA B27.57 It affects mainly middle-aged men, around fifty
years, with a ratio of 6:1 compared to women.® Complaints
of migratory polyarthralgia usually precede diarrhea in many
years.’

This article aims to report a case marked by polyarthralgia
that had difficult etiological definition and delayed diagnosis,
the conclusion of which was Whipple’s disease and review
the related literature. The patient whose case was reported in
this study agreed with the publication and the Research Ethics
Committee of Hospital Gaffrée and Guinle approved the study
under number 631,797.
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Case report

Male, brown, 45-year-old patient, who has been married
for 26 years, Brazilian from the city of Simonésia, in the
state of Minas Gerais, businessman, evangelical Christian. He
presented in 2006 with severe episodic right hip arthralgia
that remitted with analgesics. In 2007 he presented additive,
episodic and sometimes migratory arthralgia that affected the
right knee joint, right sacroiliac joint, right elbow arthritis and,
some months later, right ankle arthritis. During this period,
the patient was seen by several physicians, who could not
establish a diagnosis and prescribed painkillers, parenteral
and oral anti-inflammatory drugs.

He started to have nocturnal flares of generalized non-
specific pain, with dysesthesia, requiring several visits to
emergency rooms with use of weak opioids between 2008
and 2009. During this period, the clinical features of additive,
migratory, episodic polyarthralgia evolved to generalized pol-
yarthritis, also affecting the sternoclavicular joint. The patient
main pain complaints referred to hip and sacroiliac joints.
He has taken analgesics, nonsteroidal anti-inflammatory
drugs, oral corticosteroids and weak opioids with partial
response.

The rheumatologist assistant chose to start therapy with
a biological agent infliximab. After the second dose, he pre-
sented a fever and maculopapular rash in the dorsal region
and upper limbs. Due to dissatisfaction with the results of
treatment, in 2010 he sought physicians of other specialties
and alternative therapies for pain relief without success.

Given the uncertainty of the case, he looked for the Inter-
nal Medicine Unit of the University Hospital Gaffrée and
Guinle - UNIRIO. After history and physical examination,
new complementary tests were requested (Table 1). The fact
that the patient had joint complaints, consulted multiple
specialists, had negative complementary tests for rheumatic
diseases and presented a non-reactive PPD, although living
in an endemic area of tuberculosis, was noted. This was
interpreted as a possible defect of cell immunity. With this
information, the diagnosis hypothesis was an articular man-
ifestation of a systemic disease. Since HLA B27 was negative,
the classic seronegative spondyloarthropathies (ankylosing
spondylitis, inflammatory bowel disease, Reactive Arthri-
tis, Psoriatic Arthritis) was less likely, but not impossible.
Behcet'’s disease and Whipple’s disease were contemplated.
The patient received a written summary of the clinical fea-
tures and an immediate request of upper gastrointestinal
endoscopy with duodenal biopsy to specifically rule out Whip-
ple’s disease. Despite this evaluation, the patient did not
follow the indications and he did not return.

In 2011, together with the articular features, he started
a refractory very severe headache. Associated with the
headache bursts, he developed a right hemiparesis and a
left facial paralysis that remitted spontaneously. In addition,
he had episodes of diarrhea with hematochezia, nausea and
vomiting, resulting in significant weight loss and muscle atro-
phy.

In 2012, the disease progressed and the patient required
hospitalization in the Intensive Care Unit (ICU) in the city
of Juiz de Fora, state of Minas Gerais. He had intracranial

Table 1 - Test results performed at consultation to Internal Medicine Unit on January 8, 2010.

Tests of January 8, 2010

Erythrocytes (10° mm?) 461
Hgb (g/dL) 12.2
MCV (fL) 82
MCH (pg) 26
MCHC (%) 31.5
RDW (%) 15.6
Leucocytes (cell/mm?) 6900
Platelets (cell/mm?) 329,000
ESR (mm/h) 93
CRP (mg/L) 100
PT (INR) 1.21
APTT (Rel) 1.0
Blood Glucose (mg/dL) 81
BUN (mg/dL) 42
Creatinine (mg/dL) 1.2
Uric Acid (mg/dL) 5.0
Sodium (mEq/L) 134
Potassium (mEq/L) 43
Chloride (mEg/L) 102
Free calcium (mg/dL) 5.2
Phosphorus (mg/dL) 3.9
PPD Nonreactive

ALT (U/L) 32
AST (U/L) 38
AF (U/L) 91.6
GGT (U/L) 78
Albumin (g/dL) 3.22
Globulin (g/dL) 3.9
Protein electrophoresis Normal
TB (mg/dL) 0.24
IB (mg/dL) 0.15
DB (mg/dL) 0.9
CK (U/L) 71.2
Hepatitis B Neg
Hepatitis C Neg
HIV Neg
ANA Neg
RF Neg
C3 (mg/dL) 168
C4 (mg/dL) 27.4
HLA B27 Neg
ANCA Neg
TSH (mcUi/mL) 2.54
Free T4 1.1

Values considered abnormal are in bold type. Hgb, hemoglobin; MCV, mean corpuscular volume; MCH, mean corpuscular hemoglobin; MCHC,
mean corpuscular hemoglobin concentration; RDW, anisocytosis index; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein; PT, pro-
thrombin time; APTT, Activated Partial Thromboplastin Time; PPD, tuberculin purified protein derivative; ALT, alanine transaminase; AST,
alanine transaminase; AF, alkaline phosphatase; GGT, gamma-glutamyl transferase, TB, total bilirubin; DB, direct bilirubin; IB, indirect bilirubin;
CK, creatine kinase; ANA, antinuclear factor; RF, rheumatoid factor; ANCA, antineutrophil cytoplasmic antibodies.
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Fig. 1 - Specimen collected by duodenal biopsy. Periodic
Acid-Schiff (PAS) staining. Marked accumulation of
PAS-positive macrophages (white arrow) on submucosa
and presence of fibrosis (black arrow) suggesting a chronic
process.

hypertension due to cerebral edema, confirmed by mag-
netic resonance imaging (MRI) associated with dyspnea on
minimal exertion, paroxysmal nocturnal dyspnea, prerenal
failure, pleural effusion and generalized edema consistent
with congestive heart failure. The echocardiography showed
a mitral valve vegetation and insufficiency. The medical team
who conducted the case requested an upper gastrointesti-
nal endoscopy with duodenal biopsy for Whipple’s disease
investigation after reviewing information collected in the
consultation at the Internal Medicine Unitin 2011. Histopatho-
logical specimen examination and polymerase chain reaction
(PCR) were performed at the Pasteur Institute in France (Fig. 1),
which confirmed Tropheryma whipplei. The primer oligonu-
cleotide sequence used was pW3FE (5'-GGA ATT CCA GAG ATA
CCC GCC GCC CAA-3) and pW2RB (5'-CGG GAT CCC ATT CGC
TCC ACC TTG CGA-3).10

In view of the diagnosis, therapy was initiated with
trimethoprim-sulfamethoxazole, soon interrupted due to
severe gastrointestinal intolerance. Therapy was replaced
with doxycycline 100mg orally 2 tablets bid and hydroxy-
chloroquine 600 mg orally once a day. The patient showed
dramatic clinical improvement and was discharged for out-
patient monitoring.

Discussion

Whipple’s disease has a variable presentation of pol-
yarthralgia, including symmetric and asymmetric forms of
intermittent nature, sometimes being migratory or additive.
Joint involvement is present in over 90% of cases and can
precede the exuberant manifestation of the disease in about
a decade.™

The patient presented the polyarticular arthritis features
about five years before the severe illness. During the initial
period, he had consultations with multiple internists and

rheumatologists without a specific diagnosis, also undergoing
immunosuppressive therapies (infliximab) that worsened the
disease. The search for pain relief was added to the frustration
of not receiving an accurate diagnosis, including seeking alter-
native therapies. When he was seen at our clinic, some details
called our attention. The first was the fact that experts, even
ordering an extensive list of tests, could not provide a clear
diagnostic definition, what reinforced the hypothesis that this
was a joint disease probably related to a rare systemic disease,
possibly indirectly related to rheumatology.

Other relevant information was the absence of symp-
toms such as chronic diarrhea (inflammatory bowel disease),
lesions suggestive of psoriasis or any other skin involvement
(psoriasis, SAPHO or Behcet’s disease), no history of sexu-
ally transmitted diseases (Reactive Arthritis), features that are
non-excluding when considering that the articular manifes-
tation may precede other symptoms. The negative HLA B27
was valued because of its known correlation with seronegative
spondyloarthropathies.'?

Finally, we highlight the fact of PPD not being reactive,
something possible, but unusual in a resident of a highly
endemic tuberculosis region. The non-reactive PPD lead us to
think of cellular immunity changes, not linked to AIDS, given
that HIV test was negative. The hypothesis of Whipple’s dis-
ease was suggested,’> > but the patient did not return to the
outpatient’s clinic with the upper gastrointestinal endoscopy
and duodenal biopsy that had been requested. Abandonment
was attributed to the patient’s lack of trust in the ability of
medicine to solve the problem of chronic pain. The case has
evolved into a typical form of a complex clinical syndrome
related to Whipple’s disease.
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