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ABSTRACT

Background: to determine the epidemiological, clinical, diag-
nostic and therapeutic characteristics of Whipple's disease in Spain.

Patients and method: cases of Whipple's disease reported
in the Spanish literature between 1947 and 2001 which meet his-
tological or PCR criteria are reviewed.

Results: 91 cases were included, 87.5% of which were male.
The maximum incidence was between 40 and 60 years of age
(68%). There was no family clustering or susceptibility by profes-
sion or surroundings. The most common symptoms and signs
were: weight loss (80%), diarrhoea (63%), adenopathies (35%),
skin problems (32%), abdominal pain (27%), fever (23%), joint
problems (20%) and neurological problems (16%). Arthralgias, di-
arrhoea and fever were noted prior to diagnosis in 58, 18 and
13% of patients, respectively. Diagnosis was histological in all cas-
es except two, which were diagnosed by PCR. Intestinal biopsy
was positive in 94%. Adenopathic biopsies (mesenteric or periph-
eral) were suggestive in 13% of cases, and treatment was effective
in 89%. There were nine relapses, four of which were neurologi-
cal, although all occurred before the introduction of cotrimoxa-
zole.

Conclusions: Whipple’s disease is not uncommon, although
it requires a high degree of suspicion to be diagnosed in the ab-
sence of digestive symptoms. The most common and most sensi-
tive diagnostic method is duodenal biopsy. PCR is beginning to be
introduced to confirm the diagnosis and as a therapeutic control.
Initial antibiotic treatment with drugs that cross the blood-brain
barrier, such as cotrimoxazole and ceftriaxone, is key to achieving
a cure and avoiding relapses.
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INTRODUCTION

Whipple’s disease (WD) is a chronic infection whose
causative agent, Tropheryma whipplei, was identified in
1992. This disease affects the digestive tract, joints,
lymph nodes, skin, heart, lungs, nervous system, eyes,
liver, kidneys, haematopoietic system and other organs.
George Hoyt Whipple described the first case of this dis-
ease in a 36-year-old medical missionary recently re-
turned from Turkey who was admitted to Johns Hopkins
hospital in 1907 (1). The patient was suffering from
arthritis, weight-loss, low-grade fever and diarrhoea. The
autopsy showed important involvement of the intestine
and mesenteric nodes. Whipple termed this disease “in-
testinal lipodystrophy” as he considered that it was likely
to be the result of a lipid metabolic disorder in light of the
numerous fat deposits found in the intestinal lamina pro-
pria and mesenteric adenopathies. The most relevant dis-
coveries concerning this disease are listed chronological-
ly in table I (2-9). Between 1908 and 1949, 15 patients
with symptoms consistent with WD were collected. In
1986, Dobbins (10) compiled 617 cases from the medical
literature and a further 79 cases by correspondence. Of a
total of 696 patients, 246 were from the USA, 114 from
Germany and 91 from France. The total number of cases
published in the last 100 years does not reach 2000.

In 1947, Oliver Pascual reported the first case of WD
in Spain in the May-June issue of the Spanish Journal of
Diseases of the Digestive Apparatus and Nutrition (11).
This case involved a 34-year-old woman who had been
suffering from weight loss, intermittent diarrhoea and ab-
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Table I. Historical timeline

Whipple GH, 1907 (1)
Black-Schaffer B, 1949 (2)
Hendrix JP, 1950 (3)
Paulley JW, 1952 (4)

Bolt RJ, 1958 (5)

Cohen AS, 1960 (6)

Intestinal lipodystrophy

Macrophages stained with PAS

First report of endocardial involvement

Antibiotic treatment shown to be effective

First diagnosis by peroral intestinal biopsy

Bacillary structures observed in the intestinal
biopsy (by EM)

First endoscopic description

CNS involvement with no digestive symptoms or
intestinal involvement

Identification of Tropheryma whipplei (by PCR)

Asseburg V, 1973 (7)
Finelli PF, 1977 (8)

Relman DA, 1992 (9)

dominal pain for over 20 years. An anatomopathological
study of the abdominal nodes through laparotomy con-
firmed the diagnosis, with mesenteric node lesions result-
ing from lipophagic granulomatosis. More than 100 cases
have been reported in Spain to date.

PATIENTS AND METHOD

A search for WD in the Spanish medical literature was
performed for the period 1947 to December 2001 (11-84)
using the MEDLINE database (Whipple’s disease), con-
ference and meeting proceedings and the Doyma data-
base. Those patients who met histological or PCR criteria
were included. Histology-positive was defined as: a
greater or lesser degree of villous atrophy, infiltration of
the lamina propria by mononuclear cells, and the pres-
ence of macrophages with vacuoles filled with fat and
PAS-positive diastase-resistant granules. Rod-shaped
bacillary intracellular structures observed by EM. Com-
patible histology: non-caseating granulomas, other
pathologies ruled out, and response to antibiotics. These
patients’ clinical and epidemiological characteristics
were analysed and four of our own patients who attended
in the period 1994-2000 but whose cases were reported
subsequently were included (12).

RESULTS

The case material between the 1940s and 1970s is very
limited (15 patients in 30 years), whereas since then, and
up to the end of 2001, 72 cases (83% of the total) were
published at an average of two or three a year (Fig. 1).
Clinical data were obtained for 89 patients. Two of these
were taken from specialised journals which only reported
biopsy and endoscopic data. The treatment was clearly
specified in 75 cases, five were not treated, as they had
died, and no treatment was specified in a further 11 cases.
The distribution by Autonomous Community is shown in
figure 2. Seventy seven of patients were male (87.5%)
and 11 female (12.5%); no sex was specified for three
cases. The age extremes were 23 and 79 years, with a
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Fig. 1. Whipple's disease (1947-2001).
Enfermedad de Whipple (1947-2001).
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Fig. 2. Whipple's disease in Spain. Geographical distribution of the 91
cases.

Enfermedad de Whipple en Espaia. Distribucion geografica de los 91
casos incluidos en el estudio.

maximum incidence between the ages of 40 and 69 years
(68% of the total). No age was reported in five cases, and
there were no family cases.

The most frequent pre-diagnostic symptoms, defined
as those present for more than three months before visit-
ing the doctor, are listed in table II. Joint problems are the
most common (52 cases), with 27 (56%) of these cases
involving oligoarticular arthralgies, followed by mono-
or oligoarticular arthralgies/arthritis (15 cases, 30%), pol-
yarthritis (7 cases, 14%) and polyarthralgies (3 cases,
6%), one of which was migratory. The longest time inter-
val between appearance of the symptoms and diagnosis
was 20 years in one case of polyarthralgy, followed by
six years in one case of polyarthritis. A majority were in-
tervals of three to four years for monoarticular arthral-
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Table Il. Symptoms prior to diagnosis

Symptoms No. cases (%)
Joint symptoms 52 58
Diarrhoea 16 18
Abdominal pain 10 11
Fever 12 13

For 89 patients.

gies/arthritis. Initial diagnoses were: palindromic
rheumatism, gout, psoriatic arthritis, seronegative pol-
yarthritis, and, in one case, HLA-B27-positive arthritis.

Chronic diarrhoea syndrome was present in 16 cases, al-
though the time to progression was not specified. Abdomi-
nal pain was mentioned in 10 cases, with six of these involv-
ing diffuse pain, one localised epigastric pain and three
recurring dyspeptic pain. Fever occurred prior to admission
in 12 cases, with four of these cases being relapsing. The
longest time interval from relapsing fever to diagnosis was
10 years, followed by a further three cases of seven, six and
one year, respectively. One case was diagnosed several years
previously as granulomatous dermatitis consistent with sar-
coidosis, and another as leukocytosis with persistent
anaemia. Three cases mentioned previous cardiac arrhyth-
mia but in only one of these cases was first-degree AV block
with bradycardia, presenting as syncope, specified.

The symptoms at diagnosis are listed in table III. The
most common are weight loss (80%) and diarrhoea
(63%), which reached the stage of cachexia in six cases.
The diarrhoea was accompanied by blood, either in the
form of melena or haematochezia, in six cases. Cuta-
neous symptoms are next 29 cases, 32%, particularly hy-
perpigmentation (22 cases), on occasion together with
scleroatrophic skin, which in a majority of cases is asso-
ciated with severe malabsorption. There were five cases
of purpura, one subcutaneous nodule and one macular
rash. Three of the purpura cases appeared to be related to
vitamin K-dependent factor deficiency, whereas the other
two had vasculitis, which was leukocytoclastic in one
case and allergic in the other. The histology of the case
with the subcutaneous nodule in the forearm showed this
nodule to be “rheumatoid”.

Table Ill. Symptoms at diagnosis

Symptoms No. cases (%)
Weight loss 71 80
Diarrhoea 56 63
Skin symptoms 29 32
Abdominal pain 24 27
Joint symptoms 16 20
Neurological symptoms 14 16

Constipation 6 7
Psychiatric symptoms 5 6
Respiratory symptoms 5 6
Cardiac symptoms 3 3
Eye symptoms 3 3

For 89 patients.
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Abdominal pain was mentioned upon admission by 24
patients (27%), a majority as abdominal distension. This
was associated with diarrhoea in 17 cases (18%). When
this pain was localised, in seven cases it was described as
epigastric, in one as digestive fullness, in one in the left
hypochondrium, another on the left flank, and two in the
mesogastrium. Other digestive symptoms included con-
stipation in six cases and vomiting in three. Digestive
symptoms were absent in 15 patients (17%). The joint
symptoms present at diagnosis included peripheral asym-
metric polyarthralgia (7 cases), with one case of
arthromyalgia. A further six patients had monoarticular
arthritis, usually in the knees and ankles and occasionally
in the hands. Two cases had acropachy and one was diag-
nosed of synovitis.

The most frequent neurological symptom was a
greater or lesser degree of consciousness disorder, most
often loss of space-time awareness and the ability to con-
centrate (8 cases). Memory loss was reported in three
cases, with dementia in one and ataxia in four more. A re-
stricted ability of vertical gaze compatible with supranu-
clear ophthalmoplegia was present in three cases, with
loss of strength and lower limb pain in four cases and
dysarthria in a further two. Hemiparesia was present in
one case, lymphocytic meningitis in another, cephalea in
one other and facial myoclonus with tonic mandibular
contractions in yet another. Two patients presented nys-
tagmus. Neurological symptoms were the reason for ad-
mission in four cases, in two these were non-exclusive
protagonists, and in a further two WD was limited to the
nervous system. Other symptoms were the reason for ad-
mission in 10 cases and relapse modality in four. Psychi-
atric alterations consisted of apathy alternating with irri-
tability in two cases and depressive syndrome in a further
two. Insomnia was mentioned as clinically relevant in
one case. Three patients had dyspnea due to heart failure,
and two due to pleuropulmonary involvement. Dry cough
was present as a key and persistent clinical symptom in
three cases. Ocular symptoms such as blurred vision and
eye pain were present in three cases.

The signs visible at diagnosis and the complementary
pathological examinations are listed in table IV. A large
number of patients (31) had adenopathies, which were
peripheral, palpable, cervical and/or axillary in 16 cases,
non-palpable in 15 cases, abdominal (mesenteric, paraaor-
tic or mesenteric-caval) in 14 cases, hilar in one case, and
mediastinalc/abdominal in another case. Fever was per-
sistent, equal to or higher than 38 °C, relapsing in four
cases and low-grade in five. Two of the five patients with
splenomegaly also had hepatomegaly. Pleural effusion
was bilateral in six cases, unilateral in two, and massive
in one. Pericardial effusion was small in three cases and
huge in another. A further case was found during autopsy.
Six patients presented with ascites. E. coli was isolated
from the ascitic fluid of one of these patients. Ocular
signs were one case of papilledema (patient with no neu-
rological symptoms), one with anterior uveitis, and one
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Table IV. Clinical signs and complementary examinations
undertaken at diagnosis

Signs/Examinations No. cases (%)
Adenopathies 31 35
Fever 19 23
Hepatomegaly 13 15
Pleural effusion 8 9
Splenomegaly 5 6
Ascites 6 7
Abdominal pseudotumor 4 4
Pathological EMG 4 4
Pathological cerebral MR 3 3
Pathological echocardiogram 3 3
Eye signs 3 3
Pathological cerebral CT scan 2 2
Pathological lung symptoms 2 2

For 89 patients. EMG: electromyogram, MR: magnetic resonance.

with recurring conjunctivitis. Chest X-rays showed a bi-
lateral interstitial pulmonary pattern in one case, and
dense patchy regions in the right lung in another. EMG
showed peripheral sensory-motor polyneuropathy in two
cases, and myopathy in two more patients. Two echocar-
diograms showed slight pericardial involvement and one
was compatible with cardiomyopathy. Brain CT scans
were interpreted as showing multistroke encephalopathy
in one case and cortical-subcortical atrophy with marked
hydrocephaly in another. Three brain MRI scans were
performed, one of which showed cortical-subcortical at-
rophy, another predominantly subcortical cerebral atro-
phy with lacunae indicative of an old sub-occlusive
pathology in the subcortical white matter, and the other
hyperdense regions in T2 in both temporal lobes.
Laboratory data reported at diagnosis are limited and of
little use. The most common are those related to malabsorp-
tion (hypoproteinaemia and anaemia, usually with siderope-
nia). Increased sedimentation rate was noted in only four
cases, hypergammaglobulinaemia in two (polyclonal in
one), and an increase in IgA and IgM in another. Hypogam-
maglobulinaemia was only noted in one case. One patient
presented alpha-1 antitrypsin deficiency, another was
HLAB27-positive and another hepatitis B antigen-positive.
The diagnostic methods used are listed in table V. Di-
agnosis was histological in 89 cases and PCR-based in
two. The most common diagnostic technique used was
intestinal biopsy, particularly jejunal until 1980, with a
peroral capsule. After 1990, biopsies were mainly taken
from the second portion of the duodenum by gastroscopy
due to its ease of use and greater efficacy. Biopsies were
taken from both sites in four cases. Of all 86 intestinal
biopsies, the sample was normal in the presence of dis-
ease in five cases, two were diagnosed by PCR, one dur-
ing autopsy with disease limited to the brain, one with
CNS WD diagnosed by brain biopsy and another upon
study of the spleen after splenectomy; all were confirmed
by EM. Intestinal biopsy was also performed to confirm
biopsy findings from other sites (three retroperitoneal or
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Table V. Diagnostic methods

Method No. cases (%)
Duodenal biopsy 51 56
Jejunal biopsy 32 35
Mesenteric adenopathic biopsy 8 9
Peripheral adenopathic biopsy 4 4
PCR 2 2
Splenectomy 1 1
Colon biopsy 1 1
Brain biopsy 1 1
Autopsy 2 2

For 91 patients.

mesenteric adenopathy biopsies and four peripheral
adenopathy biopsies, indicative of post-lymphographic
WD compatible with sarcoidosis and chronic non-specif-
ic inflammation, respectively). A liver biopsy was per-
formed along with an intestinal biopsy during laparotomy
in three cases. One of these showed histiocytic granulo-
mas, another indicated “granulomatous hepatitis”, and
the other active chronic hepatitis with hepatitis B surface
antigen. The gastric biopsy performed along with duode-
nal biopsy in four cases was suggestive of WD in two of
them, with one of the others indicating chronic atrophic
gastritis and the other being normal. A subsequent colon
biopsy has also been used to confirm the diagnosis from
duodenal biopsy. Sarcoidal granulomas were found in
five cases, one in the oesophagus, another in a supraclav-
icular adenopathy, another one in the skin several years
before and two in liver biopsies. Only one of these had
been diagnosed previously as sarcoidosis.

Electron microscopy was performed in 26 cases. Brain
biopsy was performed using the stereotactic technique.
Laparotomy was used to obtain biopsy samples in four

Table VI. Antibiotic treatment and its duration

Antibiotic No. cases Duration
(months)

Tetracycline 20 3-18
Tetracycline every other day + prednisone +

chloramphenicol 1 10
Tetracycline + levamisole 1 6
Tetracycline + co-trimoxazole 1 12
Penicillin/streptomycin + tetracycline 10 24
Penicillin/streptomycin + co-trimoxazole 12 12
Penicillin/streptomycin + tetracycline + co-trimoxazole 1 12
Parenteral penicillin 1 -
Parenteral + oral penicillin 3 12
Oral penicillin 2 12
Co-trimoxazole 20 12
Ceftriaxone 1 -
Ceftriaxone + streptomycin + co-trimoxazole 1 12
Ampicillin + chloramphenicol + co-trimoxazole 1 9%

For 75 patients.
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cases, and autopsy permitted a diagnosis in two. In one of
these WD was limited to the brain, whereas in the other
the oesophagus, intestine, lungs, liver, spleen, bone mar-
row and heart were also affected.

The treatment is listed in table VI. This initially in-
volved tetracyclines at a dose of 1 g/day, except for two
patients who received 2 g/day and one who received an
alternate regimen for a period of between three months
(followed by oral cotrimoxazole) and one year. Penicillin
at a dose of 1,200,000 U/day and streptomycin at 1 g/day
for two weeks, followed by tetracyclines for a period of
between six months and one year, was started in 1978.
Co-trimoxazole treatment (800/160 every 12 hours) was
introduced in 1987. In the majority of cases this was giv-
en after the initial penicillin/streptomycin treatment, al-
though more recently it is given as a monotherapy from
the outset. The initial improvement is similar with any of
the above regimens and can first be seen after the first six
or seven days up to around two to three weeks, with clin-
ical cure being achieved in two to three months. Length
of treatment was reported in 64 cases, lasting for a year or
more in 49 of them. The longest treatments were eight,
six and three years, the former two due to neurological
problems and the third due to persistent abdominal pain.
Control biopsies were performed in 35 cases (11 jejunal
and 24 duodenal). A jejunal biopsy was performed up to
1980 at between one and six months after treatment onset
in the event of persistent, although less intense, histologi-
cal image and clinical improvement. Duodenal biopsy
was still pathological when performed within the first six
months in 10 cases (41%) and between six months and
one year in six (25%). Histiocytic isolates persisted at
four years in one case. An EM study was performed in
six cases and PCR controls in two.

Long-term follow-up is only mentioned in 38 cases: in
one up to 9.5 years, in three up to eight, one up to seven
and 33 up to a year and a half. Nine relapses have been
reported, four involving the CNS (one at three months,
one at 10 months, one after one year and another after
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two), and three involving recurring intestinal symptoms:
one of these suffered three relapses at 14, 28 and 40
months, and another two relapses at 24 and 36 months,
all of which were digestive. The other relapse had the ap-
pearance of multiple subcutaneous nodules at three
months. The treatment regimen followed by most relaps-
es was tetracycline as single antibiotic (five of the nine),
which was fatal). Co-trimoxazole was related to two re-
lapses, one digestive and one cutaneous (Table VII). The
other relapse occurred due to therapy discontinuation.

DISCUSSION

The analysis of incidence by Autonomous Community
shows the highest incidence in Andalusia, followed by
Madrid, Catalonia and the Basque Country. However, as
similar trends are not found in neighbouring communi-
ties, this is more likely to reflect the interest by certain
hospitals in pursuing this diagnosis rather than a geo-
graphic susceptibility to the disease.

The most characteristic symptoms of WD in this series
are: weight loss, diarrhoea, hyperpigmentation, abdomi-
nal pain and fever, in that order (85,86). Onset with diar-
rhoea is not, however, as common in the Spanish series as
in another two series in the literature (Table VIII). The
series described by Durand et al. (86) and that described
herein are similar in terms of abdominal pain, hyperpig-
mentation and fever. The “driest” cases, in other words
those with no digestive symptoms or even constipation,
are also found in this series, which means they require a
higher degree of suspicion of this disease. Diffuse ab-
dominal pain appears to be related to distension and in-
flammation of the jejunal loops, except for patients with
ascites. Pain in the left hypochondrium was mentioned by
a patient with hepatosplenomegaly, possibly due to dis-
tension of the spleen’s capsule. The two cases involving
the mesogastrium were probably due to distension of the
intestinal loops as the mesenteric adenopathies were very

Table VII. Treatment and relapses Interval and evolution

Antibiotic Relapse (type) Patients Interval Evolution
(months)
Tetracycline Neurological 1 12 Died
Tetracycline Neurological 1 10 Improved
Tetracycline Neurological 1 3 Improved
Penicillin Neurological 1 24 Died
Penicillin/streptomycin + tetracycline Digestive 1 3 Improved
Tetracycline Digestive 1 14, 28 and 40 Improved
Penicillin/streptomycin + co-trimoxazole Digestive 1 24 and 36 Improved
Co-trimoxazole Cutaneous 1 3 Improved
NS NS 1 NS NS

For 9 patients; NS: not specified.
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Table VIII. Frecuency of clinical manifestations in four series
of patients with Whipple’s disease

Author Maizel et al. Fleming etal. Durand etal. Ojeda et al.
(85) (91) (86) (102)
Publication year 1970 1988 1997 2003
Study period English publications 1954-1984 1967-1994  1947-2001
from 1950

Country USA USA France Spain
Number of patients 114 29 52 91
Mean age at diagnosis,

years (range) 50(1-83)  54(34-70)  55(20-82) 56 (23-79)
Weight loss (%) 95 89 85 80
Diarrhoea (%) 78 75 85 63
Abdominal pain (%) 60 NS 23 27
Hyperpigmentation (%) 47 54 15 25
Fever (%) 38 54 19 23
Joint symptoms (%) 65 82 83 20
Neurological symptoms (%) NS 43 21 16
Adenopathies (%) 52 54 66 35
Pleural effusion (%) NS 7 10 9
Prior joint symptoms (%) NS NS 67 58
Prior digestive symptoms (%) NS NS 15 27
Chronic cough (%) NS NS 2 3
Relapses (%) NS NS 13 12

NS: not specified.

small. As the adenopathies were smaller than one cen-
timetre, they were also unlikely to be responsible for the
other case of abdominal pain, which showed radiological
signs of intestinal subocclusion. The abdominal pseudo-
tumor appears to be related to an increase in mesenteric
adenopathies.

Adenopathies were found in over one third of patients
and were also very common (52%) in the series by Maizel
et al. (85) Peripheral adenopathies facilitate histological
studies which, although only a guide, can rule out other
processes and allow a differential diagnosis to be estab-
lished. This, however, does not remove the need for a duo-
denal biopsy and/or PCR study of the sample to confirm
WD. If nodal symptoms are abdominal, the patients in this
and the other series were biopsied by laparotomy for sus-
pected lymphoma. However, in published WD cases with
primary nodal involvement, the symptoms indicative of this
disease described in the clinical history and preceding con-
ditions should have suggested a duodenal biopsy, thus
avoiding the need for laparotomy (87). Fever was not pre-
sent as an isolated symptom in any case at diagnosis, al-
though in some cases it was the only symptom for many
years previously, with the longest period being 10 years,
followed by others of seven, six and one year.
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Regarding neurological symptoms, only one patient
exhibited the classic triad of dementia, ophthalmoplegia
and myoclonus. This patient also had a symptom consid-
ered to be pathognomonic, namely oculomasticatory my-
oclonia. Macrophage infiltrates in the CNS are usually
located in the periependymal region and the subcortical
white matter, with a good clinical-radiological correlation
(88). Vascular involvement, with arteritis and thrombosis,
is much less common. In contrast to the other two series
(85,86), the number of patients in this series with joint
symptoms at diagnosis was not high, although it was high
as a preceding condition. All such cases were peripheral
arthropathies; none were axial. The delay in diagnosis,
upon taking into account these previous joint symptoms,
was around four years.

The irritative cough presented by one of the cases,
which persisted for two months, is not common, although
Whipple described such a symptom in his first patient.
This symptom has been reported to occur in up to 50% of
a series of 15 patients (89), although larger studies make
no mention of it. Thus, only one of the 52 patients in Du-
rand et al.’s series (86) had chronic cough as a preceding
condition. The possible causes of this symptom include
pleural effusion (72% of patients with chronic cough
were found to have pleural effusion at autopsy) or pul-
monary infiltration —lung biopsy suggested the diagnosis,
which was subsequently confirmed, in cases with severe
chronic cough and absence of gastrointestinal symptoms
(90).

There were several cases of dyspnea due to heart fail-
ure with cardiomyopathy, ischaemic cardiopathy or vas-
cular involvement which may be secondary to WD in the
Spanish study. There was no case of endocarditis. Initial
heart failure is uncommon and could be due to the in-
volvement of any of the heart’s three layers or coronary
arteries. Endocarditis is found in up to 30% of WD cases
(91), a figure which rises to around 50% in post-mortem
studies. The pericardium was found to be affected during
autopsy, in the absence of symptoms, to an even greater
extent than the pleura (up to 79%). This is due to adhe-
sive constrictive pericarditis. Myocardial involvement is
suspected on the basis of changes in the ECG and
echocardiographic results compatible with cardiomyopa-
thy (92), some of which can be reversed with antibiotic
treatment. In these cases, a lack of digestive symptoms
means that diagnosis is very difficult unless faced with a
cardiac relapse in a patient already diagnosed with WD.
The diagnosis is normally reached by studying a valve
which has been replaced or, more rarely, by endomyocar-
dial biopsy due to suspected myocarditis (93).

The diagnosis of this disease is still based on a histo-
logical study of the small intestine, particularly the duo-
denal mucosa. Digestive symptoms upon admission sug-
gest a need for a jejunal or duodenal biopsy, which allows
a correct diagnosis to be reached more rapidly. The dif-
ferential diagnosis most often proposed when faced with
a combination of digestive and constitutional symptoms
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is either abdominal neoplasia or lymphoma, therefore a
biopsy is performed relatively rapidly. Additional hyper-
pigmentation is also indicative of malabsorption and also
suggests an initial intestinal study. When fever is present
along with toxic or constitutional syndrome, it is not un-
usual to start the protocol for a fever of unknown origin
once infection has been ruled out. Diagnosis can be made
by only examining the histologic samples of digestive
mucosa under an optical microscope without need for
confirmation by identifying bacillary shapes under elec-
tron microscope or PCR —Dobbins (10)—. The sensitivity
of this test when findings are those defined as character-
istic, irrespective of whether the biopsy sample is jejunal
or duodenal, is 94%. The sensitivity for a gastric biopsy
is lower and that for a rectal or colonic biopsy much low-
er as a large number of normal people can present histio-
cytes in the lamina propria of the mucosa at these sites; it
could even be due to a histiocytic colitis. Confirmation
by electron microscopy with duodenal biopsy, or by
PCR, is required in such cases. Specificity, which is high
to start with, increases to 100% if electron microscopy or
PCR results are positive.

The finding of appropriate histological characteris-
tics in the jejunal or duodenal biopsy only leads to a
differential diagnosis in this situation when “pseudo-
Whipple” is suspected in HIV patients. This disease is
caused by Mycobacterium avium and can easily be
ruled out, particularly if the patient has a history of
HIV exposure.

Histoplasmosis, malacoplakia and Waldenstrom’s ma-
croglobulinaemia would be suggested by specific epi-
demiological, clinical, biochemical and immunological
data. If the histological results from the biopsy of the
small intestine show non-caseating or sarcoidal granulo-
mas, a differential diagnosis should be performed with
intestinal tuberculosis and sarcoidosis. In this case it
should be found at other, more typical sites, and if this is
not the case, the diagnosis should be checked periodically
as sarcoidosis can be diagnosed several years before WD.
The bacillus has been identified by PCR in the cere-
brospinal fluid (94), synovial fluid and/or tissue (95),
pleural fluid (96), vitreous humour (97), peripheral blood
mononuclear cells (96), and in faeces (98). Its value is,
however, only confirmatory or for control of the disease,
not diagnostic.

Treatment should involve an antibiotic which passes
easily across the blood-brain barrier, such as: intravenous
ceftriaxone (2 g day) for 15 days, followed by oral sul-
famethoxazole-trimethoprim (800/600) every 12 h, or
oral cefixime (400 mg a day) up to one year (99), or sul-
famethoxazole-trimethoprim (800/160), first parenterally
for two weeks and then orally for up to at least a year.
Other antibiotics such as rifampicin and chloramphenicol
have proven useful in allergics, for example, to betalac-
tams and sulfamides. Immunotherapy with gamma inter-
feron has been used in cases refractory to antibiotic treat-
ment (100,101).
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Histological studies show no relation to clinical symp-
toms, and in many cases the lesions persist for more than
a year, although bacillary formations are not observed by
electron microscopy. An increase in CD58 levels could
be useful for defining disease activity and length of treat-
ment, although this is still just a hypothesis. PCR is a
good control method, and an immunofluorescence-based
antibody assay could be so in the future. However, the
most reasonable approach thus far in the absence of a
specific biochemical marker for activity is to maintain
treatment while histological findings persist. An endo-
scopic duodenal biopsy should therefore be taken annual-
ly for the first five years after diagnosis, along with PCR
if possible. If there is no intestinal involvement, the test
which led to the diagnosis should be repeated, together
with an electron microscopic or PCR study. Treatment
should never last less than one year, and should be at
least two years in cases with neurological or cardiac in-
volvement. Follow-up should last for at least 10 years.

Relapses should be treated in the same way as the ini-
tial disease. Outcomes were good in the current series ex-
cept for one patient who died from neurological relapse.
Relapse frequency was 12% (102), similar to that report-
ed by Durand et al. (86) (13%) and much lower than that
reported in the English literature (35%) (103), probably
due to the fact that the latter data were obtained when
cotrimoxazole was not used as widely as it is now.
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RESUMEN

Fundamento: conocer las caracteristicas epidemiologicas, cli-
nicas, diagnésticas y terapeéuticas de la enfermedad de Whipple en
Espana.

Pacientes y método: se revisan los casos de enfermedad de
Whipple de la literatura espafiola que cumplen criterios histolégi-
cos o de PCR desde 1947 hasta 2001.

Resultados: se incluyeron 91 casos. El 87,5% eran hombres.
La incidencia maxima fue entre los 40 y 60 afnos de edad (68%).
No hubo agregacién familiar ni preferencia por profesién o entor-
no ambiental. Los sintomas y signos mas habituales fueron: adel-
gazamiento (80%), diarrea (63%), adenopatias (35%), cutaneos
(32%), dolor abdominal (27%), fiebre (23%), articulares (20%) y
neurologicos (16%). Artralgias, diarrea y fiebre se referian previa-
mente al diagnostico en el 58, 18 y 13% de los enfermos, respec-
tivamente. El diagnostico fue histolégico en todos salvo en dos
que se diagnosticaron por PCR. La biopsia intestinal fue positiva
en el 94%. Las biopsias de adenopatias (mesentéricas o periféri-
cas) fueron orientadoras en un 13%. El tratamiento fue eficaz en
el 89%. Hubo 9 recidivas, 4 neuroldgicas, estas antes de la intro-
duccion del cotrimoxazol.

Conclusiones: la enfermedad de Whipple no es tan infre-
cuente. Se precisa un alto indice de sospecha para diagnosticarla
en ausencia de sintomas digestivos. El método diagnéstico més
empleado y més sensible es la biopsia duodenal. Se empieza a in-
troducir la técnica de PCR para confirmar el diagnéstico y como
control terapéutico. El tratamiento antibidtico inicial con antibioti-
cos que pasan la barrera hematoencefalica como cotrimoxazol y
ceftriaxona es determinante para la curacién de los pacientes y
evitar las recidivas.

Palabras clave: Enfermedad de Whipple. Revisiéon clinica. Se-
rie espariola (91 casos).
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INTRODUCCION

La enfermedad de Whipple (EW) es una infeccién cré-
nica cuyo germen causal, Tropheryma whipplei, fue iden-
tificado en 1992. En esta entidad participan el tracto di-
gestivo, articulaciones, ganglios linfaticos, piel, corazén,
pulmones, sistema nervioso, ojos, higado, rifién, sistema
hematopoyético y otros d6rganos. George Hoyt Whipple
describid el primer caso en un médico misionero de 36 afios
de edad procedente de Turquia, que en 1907 ingresé en el
hospital John’s Hopkins (1). El paciente referia artritis,
pérdida de peso, febricula y diarrea. La necropsia mostré
afectacion importante del intestino y de los ganglios me-
sentéricos. Whipple denomin a este proceso “lipodistro-
fia intestinal” pues considerd que podia deberse a un tras-
torno metabdlico de los lipidos al hallar numerosos
depdsitos grasos en la ldmina propia del intestino y en las
adenopatias mesentéricas. Los hechos mds relevantes so-
bre el conocimiento y la evolucién cronoldgica de esta
enfermedad se resumen en la tabla I (2-9). Entre 1908 y
1949 se recogieron 15 pacientes con sintomas compati-
bles con EW. En 1986, Dobbins (10) recopilé 617 casos
publicados en la literatura mundial, a los que sumé 79
mas reclutados por correspondencia. De los 696, 246
eran de Estados Unidos, 114 de Alemania y 91 de Fran-
cia. Los casos publicados en los dltimos cien afios no lle-
gan a 2.000.

En 1947, Oliver Pascual notificé el primer caso espa-
fiol de EW en el nimero de mayo-junio de la Revista Es-
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Tabla I. Evoluciéon histérica

Whipple GH, 1907 (1)
Black-Schaffer B, 1949 (2)
Hendrix JP, 1950 (3)
Paulley JW, 1952 (4)

Bolt RJ, 1958 (5)

Cohen AS, 1960 (6)

Lipodistrofia intestinal

Tincién de los macréfagos con PAS

Primera descripcion de afectacion endocardica

Eficacia del tratamiento antibictico

Primer diagnostico por biopsia intestinal peroral

Estructuras bacilares en la biopsia intestinal
(M/E)

Primera descripcién endoscopica

Afectacion del SNC sin sintomas digestivos ni
participacion intestinal

Identificacion de Tropheryma whipplei (PCR)

Asseburg V, 1973 (7)
Finelli PF, 1977 (8)

Relman DA, 1992 (9)

pariiola de las Enfermedades del Aparato Digestivo y de
la Nutricion (11). Se trataba de una mujer de 34 afios de
edad con pérdida de peso, diarrea intermitente y dolor ab-
dominal de mds de 20 afios de evolucién. El estudio ana-
tomopatoldgico de los ganglios abdominales obtenidos
por laparotomia, confirmé el diagndstico con lesiones
ganglionares mesentéricas de granulomatosis lipofdgica.
En nuestro pais, hasta la actualidad, se han comunicado
mas de 100 casos.

PACIENTES Y METODO

Se realiza la busqueda de los casos de EW en la literatu-
ra médica espafiola desde el afio 1947 hasta diciembre de
2001 (11-84) utilizando la base de datos MEDLINE (Whip-
ple’s disease), libros de congresos y reuniones y base de da-
tos Doyma. Se incluyeron los que cumplian criterios histo-
l6gicos o de PCR. Se consider¢ histologia positiva: mayor
o menor grado de atrofia de vellosidades, infiltracién de la
ldmina propia por células mononucleares y presencia de
macréfagos con vacuolas cargadas de grasa y granulos de
material PAS positivo, diastasa-resistente. Al M/E, estruc-
turas intracelulares bastonadas, de aspecto bacilar. Histolo-
gfa compatible: granulomas no caseificantes, descartadas
otras patologias y con respuesta antibidtica. Se analizan los
rasgos clinicos y epidemioldgicos de los pacientes a los que
se afiaden 4 propios del periodo 1994-2000 aunque su pu-
blicacion fue posterior (12).

RESULTADOS

La casuistica entre la década de los 40 y la de los 70 es
muy escasa (15 casos en 30 afios). En cambio, desde enton-
ces hasta 2001 se han publicado 72 casos (83% del total),
con una media de 2-3 por afio (Fig. 1). Se obtuvieron datos
clinicos de 89 pacientes. Hubo 2 de revistas especializadas
que sdélo referian datos endoscépicos y bidpsicos. El trata-
miento estaba claramente especificado en 75 casos, cinco
no recibieron tratamiento por fallecimiento y en 11 no cons-
ta. La distribucién por comunidades auténomas se expone
en la figura 2. En lo que se refiere al sexo, 77 son hombres
(87,5%) y 11 mujeres (12,5%). No consta en tres casos. Las
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edades extremas fueron 23 y 79 afios, con incidencia méxi-
ma entre los 40 y los 69 anos (68% del total). En cinco ca-
sos no se citaba la edad. No hubo casos familiares.

Los sintomas mads frecuentes previos al diagndstico,
considerando como tales los que llevaran més de tres me-
ses antes de acudir al médico, se resenan en la tabla II.
Predominan los sintomas articulares, con 52 casos. Fue-
ron artralgias oligoarticulares en 27 (56%). Le siguen en
frecuencia las artralgias/artritis y artritis mono- u oligoar-
ticulares 15 casos (31%), las poliartritis 7 casos (14%) y
poliartralgias 3 (6%), una migratoria. El mayor intervalo
de tiempo entre los sintomas y el diagndstico fue de
20 aifios en un caso de poliartralgias, seguido de 6 afios en
uno de poliartritis. La mayoria fueron intervalos de
3-4 afios de artralgias-artritis monoarticulares. Los diag-
ndsticos previos eran: reumatismo palindrémico, artritis
gotosa, artritis psoridsica, poliartritis seronegativa y en
un caso artritis HLA-B27 positiva.

Tabla Il. Sintomas previos al diagnéstico

Sintomas Numero de casos (%)
Sintomas articulares 52 58
Diarrea 16 18
Dolor abdominal 10 11
Fiebre 12 13

Referido a 89 pacientes.

Habia sindrome diarreico crénico en 16 casos, sin es-
pecificar el tiempo de evolucion. El dolor abdominal era
referido con anterioridad en 10 casos, 6 en forma de dolor
difuso, uno localizado en epigastrio y 3 como molestias
dispépticas frecuentes. La fiebre precedié al ingreso en
12 casos, en 4 era recurrente. El mayor intervalo de tiem-
po de fiebre recurrente hasta el diagndstico fue de 10
afios, seguido de otros 3 casos de 7,6 y 1 afio. Un caso se
habia diagnosticado afios antes de dermatitis granuloma-
tosa compatible con sarcoidosis y en otro se habia apre-
ciado leucocitosis y anemia persistentes. En 3 casos se re-
fiere arritmia cardiaca previa pero s6lo en uno se
especifica que se trata de un bloqueo A-V de primer gra-
do con bradicardia, que debuté como sincope.

Los sintomas en el momento del diagnostico quedan
expuestos en la tabla III. Los mds frecuentes son adelga-
zamiento (80%) y diarrea (63%). Aquel fue severo hasta
el grado de caquexia en 6 casos. La diarrea se acompaiié
de sangre, bien en forma de melenas o de hematoquecia
en 6 casos. Siguen en frecuencia los sintomas cutdneos:
29 casos (32%), sobre todo hiperpigmentacion, presente
en 22, en algunos con piel escleroatréfica, en la mayoria
de los pacientes asociada a malabsorcidn severa. Hubo
5 casos de purpura, un nédulo subcutédneo y una erupcion
macular. En los casos de purpura, en 3 parece relacionar-
se con déficit de factores vitamina K-dependientes pero 2
tenian vasculitis, etiquetada de leucocitocldstica en uno y
de alérgica en otro. En el caso del nédulo subcutidneo en
antebrazo, la histologia era de nédulo “reumatoideo”.

REv Esp ENFERM DIG 2010; 102 (2): 108-123
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Tabla Ill. Sintomas en el momento del diagnéstico

Sintomas Ne° de casos (%)
Adelgazamiento 71 80
Diarrea 56 63
Sintomas cutaneos 29 32
Dolor abdominal 24 27
Sintomas articulares 16 20
Sintomas neurolégicos 14 16
EstreAimiento 6 7
Sintomas psiquiatricos 5 6
Sintomas respiratorios 5 6
Sintomas cardiacos 3 3
Sintomas oculares 3 3

Referido a 89 pacientes.

El dolor abdominal fue referido a su ingreso en 24 pa-
cientes (27%), la mayoria como distension abdominal. Se
asociaba a diarrea en 17 casos (18%). Cuando era locali-
zado, se referfa a epigastrio en 7 casos, uno como pesa-
dez post-prandial, uno en hipocondrio izquierdo, otro en
vacio izquierdo y dos en mesogastrio. Otros sintomas di-
gestivos fueron: estrefiimiento en 6 casos y vomitos en
tres. No tuvieron sintomas digestivos 15 pacientes (17%).
Los sintomas articulares presentes en el momento del
diagnéstico fueron poliartralgias asimétricas en 7, de lo-
calizacién periférica, en uno calificado de artromialgias.
Otros 6 casos tenfan artritis monoarticular, de preferencia
en rodillas y tobillos, menos frecuentes en manos. Dos
casos presentaban acropaquias y uno fue diagnosticado
de sinovitis.

El cuadro neuroldgico més frecuente fue el trastorno de
conciencia, de mayor o menor grado, en su mayoria deso-
rientacién témporo-espacial y disminucién de la capacidad
de atencién (8 casos). Pérdida de memoria hubo en 3, de-
mencia en uno y ataxia en 4 casos. Limitacion de la mirada
vertical compatible con oftalmoplejia supranuclear en 3 ca-
sos, disminucion de fuerza con dolor en miembros inferio-
res en 4 y disartria en 2 casos. Hemiparesia en uno, menin-
gitis linfocitaria en uno, cefalea en otro y mioclonias
faciales con contracciones ténicas mandibulares en otro
caso. En dos se apreci6 nistagmus. Los sintomas neuroldgi-
cos fueron el motivo del ingreso en 4 casos, en dos como
protagonistas aunque no exclusivos, y en otros dos la EW
estaba limitada al sistema nervioso. Acompafiaba a otros
sintomas en 10 y fue la forma de presentacion de la recaida
en 4 casos. Las alteraciones psiquidtricas consistieron en
apatia alternando con irritabilidad en 2 casos y sindrome
depresivo en otros dos. Insomnio como dato relevante se
refirié en un caso. Presentaron disnea por insuficiencia car-
diaca 3 pacientes y por afectacion pleuro-pulmonar 2 de
ellos. Tos seca como dato llamativo y persistente existio en
3 casos. Sintomas oculares como borrosidad visual y mo-
lestias oculares se encontraron en 3 casos.

Los signos apreciables en el momento del diagndstico
y las exploraciones complementarias patoldgicas se espe-
cifican en la tabla IV. Un nimero importante de pacien-
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Tabla IV. Signos clinicos y exploraciones complementarias
alteradas en el momento del diagnéstico

Signos/Exploraciones Ne° de casos (%)

Adenopatias 31 35
Fiebre 19
Hepatomegalia 13
Derrame pleural
Esplenomegalia

Ascitis

Pseudotumor abdominal
EMG patologico

RM cerebral patoldgica
Ecocardiograma patolégico
Signos oculares

TC cerebral patolégico
Patrén pulmonar patolégico
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Referido a 89 pacientes. EMG: electromiograma; RM: resonancia magnética.

tes, 31, presentaba adenopatias. En 16 eran periféricas,
palpables, cervicales y/o axilares, y 15 no palpables, 14
abdominales (mesentéricas, paraadrticas o mesentérico-
cavas), uno hiliares y otro mediastinicas ademds de abdo-
minales. En cuanto a la fiebre, era continua, igual o supe-
rior a 38 °C, recurrente en 4 casos y febricula en 5. De los
5 pacientes con esplenomegalia, dos tenian hepatoesple-
nomegalia. El derrame pleural fue bilateral en 6 casos, en
2 unilateral y en uno, masivo. El derrame pericérdico fue
en los tres casos de pequefia cuantia, en uno, engrosa-
miento. Otro fue hallazgo necrépsico. Hubo 6 pacientes
con ascitis. En uno se aisld E. coli en liquido ascitico. Los
signos oculares fueron: 1 papiledema (paciente sin sinto-
mas neuroldgicos), 1 uveitis anterior y otro conjuntivitis
recidivante. La radiografia de térax mostré en un caso pa-
trén intersticial pulmonar bilateral y en otro, imigenes
densas parcheadas en el pulmén derecho. En 2 casos el
EMG demostré polineuropatia periférica sensitivo-moto-
ra y en otros 2, miopatia. En 2 ecocardiogramas se apre-
cid afeccién pericdrdica leve y 1 fue compatible con car-
diomiopatia. Las TC cerebrales fueron informadas como
encefalopatia multiinfarto en un caso y de atrofia cértico-
subcortical con marcada hidrocefalia en otro. Se realiza-
ron 3 RM cerebrales, una informada como atrofia corti-
co-subcortical, otra atrofia cerebral de predominio
subcortical con imdgenes lacunares sugestivas de patolo-
gia suboclusiva antigua en sustancia blanca subcortical y
otra, zonas hiperdensas en T2 en ambos l6bulos tempora-
les.

En cuanto a los datos de laboratorio resefiados en el
momento del diagndstico, son escasos y poco valorables.
Los més citados son los propios de malabsorcién (hipo-
proteinemia y anemia, generalmente con ferropenia).
Aumento de velocidad de sedimentacion se cita sélo en
4, hipergammaglobulinemia en 2, en uno policlonal y en
otro aumento de IgA e IgM. Hipogammaglobulinemia
solo se cita en un caso. Un caso presentaba déficit de
alfa-1 antitripsina, otro era HLA-B27 positivo y otro anti-
geno de hepatitis B positivo.
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Tabla V. Métodos diagnosticos

Métodos N° de casos (%)
Biopsia duodenal 51 56
Biopsia yeyunal 32 35
Biopsia adenopatia mesentérica 8 9
Biopsia adenopatia periférica 4 4
PCR 2 2
Esplenectomia 1 1
Biopsia de colon 1 1
Biopsia cerebral 1 1
Necropsia 2 2

Referido a 91 pacientes.

Los métodos utilizados para el diagnostico se especifi-
can en la tabla V. El diagndstico fue histoldgico en 89 ca-
sos y en 2 por PCR. La técnica diagnéstica utilizada fue
principalmente biopsia intestinal, sobre todo yeyunal los
primeros afos hasta 1980, por cdpsula oral. Desde 1990,
por ser mds accesible y de mayor rentabilidad, de la se-
gunda porcion duodenal mediante gastroscopia. En cua-
tro casos se realizaron biopsias de las dos localizaciones.
De un total de 86 biopsias intestinales, fue normal en pre-
sencia de enfermedad en 5 casos, 2 diagnosticados por
PCR, uno en necropsia con enfermedad limitada al cere-
bro, uno con EW de SNC diagnosticado por biopsia cere-
bral y otro por estudio del bazo tras esplenectomia confir-
mados al M/E. La biopsia intestinal se realizd también
para confirmar hallazgos de biopsias de otras localizacio-
nes (en 3 casos de biopsia de adenopatias retroperitonea-
les o mesentéricas y en 4 adenopatias periféricas,
informadas como sugestivas de EW, de estado post-lin-
fografia, compatible con sarcoidosis y de inflamacién
crénica inespecifica, respectivamente). Se practico biop-
sia hepatica junto con biopsia intestinal en 3 casos, en el
curso de laparotomia. En uno se apreciaron granulomas
histiocitarios, otro fue informado de “hepatitis granulo-
matosa” y otro de hepatitis crénica activa con antigeno de
superficie de hepatitis B. En 4 casos se realizé ademas de
duodenal, biopsia gdstrica siendo dos sugestivas de EW,
una gastritis crénica atréfica y otra normal. La biopsia de
colon también se siguié de biopsia duodenal que confir-
mo6 el diagndstico. Hubo granulomas sarcoideos en 5 ca-
sos, uno en eséfago, otro en adenopatia supraclavicular,
otro en piel desde varios afios antes y en dos biopsias he-
paticas. Solo uno tenia diagnostico previo de sarcoidosis.

Se realizé microscopia electrénica en 26 casos. La
biopsia cerebral fue realizada por técnica estereotictica.
La laparotomia se utilizé para la obtencién de muestras
bidpsicas en 4 casos. La necropsia permiti6 el diagnosti-
co en 2. En uno, la EW estaba limitada al cerebro y el
otro tenfa afectacién del es6fago, ademas del intestino,
pulmoén, higado, bazo, médula ésea y corazén.

El tratamiento se especifica en la tabla VI. Consisti6
en tetraciclinas a dosis de 1 g/dfa salvo 2 casos que reci-
bieron 2 g/dia y un caso que recibi6 pauta alterna, duran-
te un tiempo variable entre 3 meses (este continudé con
cotrimoxazol oral) y 1 afio. En 1978 se comienza con pe-
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Tabla VI. Tratamiento antibiético y duracion

Antibiético N°de casos  Duracion (meses)
Tetraciclina 20 3-18
Tetraciclina dias alternos + prednisona + cloramfenicol 1 10
Tetraciclina + levamisol 1 6
Tetraciclina + cotrimoxazol 1 12
Penicilina/estreptomicina + tetraciclina 10 24
Penicilina/estreptomicina + cotrimoxazol 12 12
Penicilina/estreptomicina + tetraciclina + cotrimoxazol 1 12
Penicilina parenteral 1

Penicilina parenteral + oral 3 12
Penicilina oral 2 12
Cotrimoxazol 20 12
Ceftriaxona 1 R
Ceftriaxona + estreptomicina + cotrimoxazol 1 12
Ampicilina + cloramfenicol + cotrimoxazol 1 %

Referido a 75 pacientes.

nicilina 1.200.000 U/d{a y estreptomicina 1 g/dfa durante
2 semanas, seguido de tetraciclinas durante un tiempo en-
tre 6 meses y un afio. En 1987 se introduce cotrimoxazol,
a dosis de 800/160 cada 12 horas, en la mayoria de los ca-
sos tras el ciclo inicial de penicilina y estreptomicina y
dltimamente como uUnica terapia desde el principio. La
mejorfa inicial es similar con una u otra pauta y se obser-
va ya desde los primeros 6-7 dias a 2-3 semanas, con cu-
racién desde el punto de vista clinico en dos o tres meses.
La duracidn del tratamiento se hace constar en 64 casos.
De estos, en 49 fue de un afio o mas. Los tratamientos
mds largos fueron de 8, 6 y 3 afios, los dos primeros por
manifestaciones neuroldgicas y el tercero por persistir
dolor abdominal. Se realizaron en 35 casos biopsias de
control (11 yeyunales y 24 duodenales). La biopsia yeyu-
nal se realiz6 hasta 1980 en periodos variables entre 1y 6
meses de iniciado el tratamiento y persistia la imagen his-
tolégica aunque menos intensa y con mejoria clinica. La
biopsia duodenal seguia siendo patoldgica si se realizaba
dentro de los primeros 6 meses en 10 casos (41%) y entre
6 meses y 1 afio, en 6 (25%). En un caso, a los 4 afios per-
sistfan histiocitos aislados. En 6 casos se realizé ademds
estudio por M/E y en 2 los controles fueron por PCR.

El seguimiento a largo plazo s6lo se cita en 38 casos: en
uno a los nueve afios y medio, en 3 a los 8, uno a los 7 afios
y 33 al afio y medio. Se refieren 9 recaidas, de las que 4 son
del SNC, una a los 3 meses, otra a los 10 meses, otra al afio
y otra a los 2 afios. Tres son recaidas de sintomas intestina-
les: uno de ellos suftio tres recaidas a los 14, 28 y 40 meses
y otro, dos a los 24 y 36 meses, todas ellas digestivas. En un
paciente la recaida consistié en la aparicion de ndédulos sub-
cutdneos multiples a los 3 meses. La pauta que se sigui6 de
mads recaidas fue la de tetraciclinas como tnico antibidtico
o tras penicilina y estreptomicina, cinco de las nueve recai-
das y tres de las cuatro neuroldgicas, una de ellas mortal.
Cotrimoxazol se relacioné con dos recidivas, una digestiva
y una cutdnea (Tabla VII). En otro caso ocurri6 por abando-
no del tratamiento.

REv Esp ENFERM DIG 2010; 102 (2): 108-123
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Tabla VII. Tratamiento y recaidas. Intervalo y evolucién

Antibidtico Recaida (tipo) Pacientes Intervalo Evolucién
(meses)

Tetraciclina Neurolégica 1 12 Fallece
Tetraciclina Neuroloégica 1 10 Mejoria
Tetraciclina Neuroldgica 1 3 Mejoria
Penicilina Neuroloégica 1 24 Fallece
Penicilina/estreptomicina + tetraciclina Digestiva 1 3 Mejoria
Tetraciclina Digestiva 1 14,28y 40 Mejoria
Penicilina/estreptomicina + cotrimoxazol Digestiva 1 24y 36 Mejoria
Cotrimoxazol Cutanea 1 3 Mejoria
NE NE 1 NE NE

Referido a 9 pacientes. NE: no especificado.

DISCUSION

En el andlisis realizado por comunidades auténomas la
mayor incidencia corresponde a Andalucia, seguida de
Madrid, Catalufia y Pais Vasco. Mds que preferencia de la
enfermedad por un drea geogréfica, puesto que en comu-
nidades limitrofes no se aprecia tendencia similar, proba-
blemente refleje el interés en determinados hospitales por
perseguir este diagndstico.

Los sintomas mds caracteristicos de la EW de esta se-
rie son: el adelgazamiento, la diarrea, la hiperpigmenta-
cion, el dolor abdominal y la fiebre, por este orden. Com-
parativamente con otras dos series de la literatura (85,86)
(Tabla VIII), el comienzo con diarrea no es tan frecuente
en la serie espafiola. La de Durand y cols. (86) y la pre-
sente son mas parecidas en cuanto al porcentaje de dolor
abdominal, hiperpigmentacién y fiebre. En esta serie
también se dan mas los casos “secos”, es decir, con ausen-
cia de sintomas digestivos, o incluso con estrefiimiento lo
que requiere un indice mds alto de sospecha de la enfer-
medad. El dolor abdominal difuso, excluyendo los casos
que presentaban ascitis, parece estar en relacion con la
distension e inflamacion de las asas yeyunales. El dolor
en hipocondrio izquierdo lo referia un paciente con hepa-
to-esplenomegalia y posiblemente la causa fuese la disten-
sién de la cédpsula del bazo. Los dos referidos a mesogas-
trio probablemente se debian a distensiéon de asas
intestinales puesto que las adenopatias mesentéricas eran
de muy pequefio tamafio. Tampoco las adenopatias meno-
res de un centimetro fueron responsables de otro caso de
dolor abdominal que tenia signos radiolégicos de suboclu-
sion intestinal. El pseudotumor abdominal parece estar en
relacién con aumento de adenopatias mesentéricas.

Hubo adenopatias en mds de la tercera parte de los pa-
cientes y también fue muy frecuente (52%) en la serie de
Maizel y cols. (85). Las adenopatias periféricas facilitan
el estudio histolégico que, aunque sélo es orientador, per-
mite descartar otros procesos y establecer un diagndstico
diferencial. Ello no exime realizar biopsia duodenal y/o
PCR de la muestra para confirmar la EW. Si el cuadro
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Tabla VIII. Frecuencia de las manifestaciones clinicas en
cuatro series de pacientes con enfermedad de Whipple

Autor Maizel y cols. ~ Fleming y cols.  Durand y cols. Ojeda y cols.
(85) (1) (86) (102)
Afio de publicacion 1970 1988 1997 2003
Periodo de estudio Literatura inglesa  1954-1984  1967-1994  1947-2001
desde 1950
Pas EE. UU. EE. UU. Francia Espafia
NUmero de pacientes 114 29 52 91

Promedio de edad en el
momento del diagnéstico, 50 (1-83) 54(34-70)  55(20-82)  56(23-79)
afios (rango)

Pérdida de peso (%) 95 89 85 80
Diarrea (%) 78 75 85 63
Dolor abdominal (%) 60 NE 23 27
Hiperpigmentacion (%) 47 54 15 25
Fiebre (%) 38 54 19 23
S. articulares (%) 65 82 83 20
S. neurologicos (%) NE 43 21 16
Adenopatias (%) 52 54 66 35
Derrame pleural (%) NE 7 10 9
S. articulares previos (%) NE NE 67 58
S. digestivos previos (%) NE NE 15 27
Tos cronica (%) NE NE 2 3
Recidivas (%) NE NE 13 12

S: sintomas; NE: no especificado.

ganglionar es abdominal, ante la sospecha de linfoma, los
pacientes de esta y otras series fueron sometidos a laparo-
tomia para toma de biopsia. Sin embargo, en los casos
publicados como EW con manifestacion primaria gan-
glionar, en la historia clinica y en los antecedentes, se
describian sintomas propios de la enfermedad que debe-
rian haber sugerido la biopsia duodenal y evitado la lapa-
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rotomia (87). En ningiin caso se present? fiebre de forma
aislada en el momento del diagndstico pero en algunos
fue el dnico sintoma durante muchos afnos antes, siendo
el mayor intervalo de 10 afios, seguido de otros de 7, de 6
y otro con fiebre desde un afio antes.

En cuanto a los sintomas neuroldgicos, s6lo un pacien-
te presentaba la clésica triada de demencia, oftalmoplejia
y mioclonias. Ademds tenfa un sintoma considerado pa-
tognomdnico: mioclonias 6culo-masticatorias. En el
SNC, los infiltrados de macréfagos suelen localizarse en
la regién periependimaria y sustancia blanca subcortical,
con buena correlacidn clinico-radiolégica (88). La afecta-
cién vascular es mds rara, con arteritis y trombosis. En la
presente serie, a diferencia de las otras dos (85,86), no
fue elevado el nimero de pacientes con sintomas articu-
lares en el momento del diagndstico. Si lo fue como ante-
cedente. Todas eran artropatias periféricas, ninguna axial.
El retraso diagndéstico, si tenemos en cuenta estos sinto-
mas articulares previos, fue de unos 4 afios.

La tos seca persistente durante 2 meses que presentd
uno de los casos no es tan habitual, aunque la describia
Whipple en su primer paciente. Se le ha atribuido un por-
centaje de hasta un 50% en una serie de 15 pacientes (89)
pero en las de mayor niimero no se cita. De los 52 casos
de la serie de Durand y cols. (86), s6lo uno habia presen-
tado tos crénica como antecedente. Las posibles causas
serian: derrame pleural (un 72% de los pacientes con tos
crénica tenian derrame pleural en el estudio necrépsico)
o infiltracién pulmonar —en casos de tos crénica severa y
en ausencia de sintomas gastrointestinales, la biopsia pul-
monar sugiri6 el diagndstico que posteriormente se con-
firmé (90)-.

En la serie espafiola hubo varios casos de disnea por
fallo cardiaco con cardiomiopatia, cardiopatia isquémica
o afeccidn vascular sugestivas de ser secundarias a EW.
No hubo ningtin caso de endocarditis. El fallo cardiaco
inicial es raro y puede deberse a la afectacion de cual-
quiera de las tres capas del corazén o por arteritis corona-
ria. La endocarditis ocurre hasta en un 30% en la EW
(91), cifra que se eleva hasta el 50% en estudios post-
mortem. El pericardio se encuentra afectado en las ne-
cropsias, sin haber dado sintomas, con una frecuencia
aun mayor que la pleura, hasta un 79%. Da lugar a peri-
carditis adhesiva y constrictiva. La afeccién miocérdica
se sospecha por alteraciones en el ECG y hallazgos eco-
cardiograficos compatibles con cardiomiopatia (92), en
algunos casos reversible con tratamiento antibiético. En
estos casos, si no hay sintomas digestivos es muy dificil
el diagndstico, a menos que se trate de recaida cardiaca
en paciente ya conocido de EW. Suele hacerse el diag-
noéstico al estudiar una vélvula que ha sido reemplazada,
0, mds raramente, mediante biopsia endomiocardica ante
la sospecha de miocarditis (93).

El diagnéstico de la enfermedad todavia hoy en dia se
basa en el estudio histolégico del intestino delgado, sobre
todo de la mucosa duodenal. Los sintomas digestivos al
ingreso propician la realizacién de biopsia yeyunal o
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duodenal y el diagndstico se puede hacer mds precoz-
mente. Con un cuadro digestivo mds un sindrome consti-
tucional al inicio, los diagnésticos diferenciales que sue-
len plantearse son las neoplasias abdominales y los
linfomas, por lo que la realizacién de biopsias se hace re-
lativamente pronto. La hiperpigmentacion afiadida a lo
anterior sugiere malabsorcion y también predispone al
estudio inicial del intestino. Cuando se anade fiebre al
sindrome toxico o constitucional, no es extrafio que tras
descartar las infecciones, se inicie el protocolo de fiebre
de origen indeterminada. Sélo con los hallazgos histol6-
gicos al M/O de las mucosas digestivas se puede hacer el
diagnéstico sin que sea necesaria su confirmacién identi-
ficando las formas bacilares al M/E o realizando técnicas
de PCR (10). La sensibilidad de la prueba, indistintamen-
te para la biopsia yeyunal o duodenal, cuando los hallaz-
gos son los referidos como caracteristicos, es de un 94%.
Es mds baja para la biopsia gdstrica y bastante menos
sensible la biopsia rectal o coldnica puesto que un gran
porcentaje de personas normales pueden presentar histio-
citos en la ldmina propia de la mucosa de estas localiza-
ciones, o podria tratarse de una colitis histiocitica. En es-
tos casos es necesaria la confirmacion con M/E, con
biopsia duodenal, o con PCR en la biopsia. La especifici-
dad, bastante elevada, aumentaria hasta el 100% si los re-
sultados al M/E o PCR son positivos.

El hallazgo de la histologia caracteristica en la biopsia
yeyunal o duodenal sélo plantea el diagndstico diferen-
cial en nuestro medio con el “pseudo-Whipple” de los pa-
cientes con VIH, producido por Mycobacterium avium,
que se puede descartar con facilidad, mas adn si existe
historia de exposicion al VIH.

La histoplasmosis, la malacoplaquia y la macroglobu-
linemia de Waldenstrom vienen sugeridas por unos datos
epidemiolégicos, clinicos, bioquimicos e inmunolégicos
especificos. Si los hallazgos histolégicos de la biopsia de
intestino delgado son del tipo de granulomas no caseifi-
cantes o sarcoideos hay que hacer el diagndstico diferen-
cial con la tuberculosis intestinal y con la sarcoidosis. En
este caso deberia tener otras localizaciones mads tipicas y
de no ser asi, revisar el diagnéstico de forma periddica ya
que la sarcoidosis puede preceder en afios al diagnostico
de EW. El bacilo ha sido identificado por PCR en liquido
cefalorraquideo (94), liquido sinovial y/o tejido sinovial
(95), liquido pleural (96), humor vitreo (97), en las célu-
las mononucleares de la sangre periférica (96) y en las
heces (98). Su valor sélo es confirmatorio o de control de
la enfermedad, pero no diagndstico.

El tratamiento debe hacerse con un antibidtico que
pase bien la barrera hematoencefélica y por tanto las al-
ternativas son: ceftriaxona intravenosa 2 g al dia durante
15 dias, seguido de sulfametoxazol-trimetroprim 800/160
oral, cada 12 horas o cefixima oral 400 mg/dia hasta
completar un afio (99), o bien sulfametoxazol-trimetro-
prim 800/160, primero parenteral durante las primeras
dos semanas y luego oral hasta cumplir un afio como mi-
nimo. Otros antibidticos que han sido utiles en algunos
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pacientes (con alergia a betalactdmicos y sulfamidas, por
ejemplo) son rifampicina y cloramfenicol. En los casos
refractarios al tratamiento se ha utilizado inmunoterapia
con gamma-interferén (100,101).

Los estudios histolégicos no guardan correlacion con
la clinica y las lesiones tardan en desaparecer, persistien-
do en muchos casos después de 1 afio, aunque no se ob-
serven las formaciones bacilares al M/E. El aumento de
las CD58 podria ser titil para definir la actividad de la en-
fermedad y la duracidn del tratamiento pero de momento
s6lo es una hipétesis. La PCR es un buen método de con-
trol y podria serlo en el futuro la determinacién de anti-
cuerpos por inmunofluorescencia. Lo mds razonable en el
momento actual, y hasta que se disponga de un marcador
bioquimico de la actividad de la enfermedad, es mantener
el tratamiento mientras persistan los hallazgos histoldgi-
cos. Por tanto deberia realizarse endoscopia con toma de
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biopsia duodenal anual durante los cinco primeros afos
tras el diagndstico, a ser posible, con PCR. Si no hay par-
ticipacion intestinal, se repetird la prueba que dio el diag-
nostico, afiadiendo estudio con PCR o de M/E. El trata-
miento no serd nunca inferior al afio y serd de dos afos en
los casos de afectacién neuroldgica y cardiaca. Debe ha-
cerse seguimiento durante por lo menos 10 afios.

Las recidivas se tratan de la misma manera que al
inicio de la enfermedad. En la serie actual la evolucién
fue buena salvo en un paciente que fallecid por recidiva
neuroldgica. La frecuencia de recidivas fue de un 12%
(102), similar a la citada por Durand y cols. (86), de
13%, y mucho mds baja que la que se cita en la literatu-
ra anglosajona, de un 35% (103), probablemente por-
que son cifras obtenidas en afos en los que no se usaba
cotrimoxazol de forma tan generalizada como en la ac-
tualidad.



