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Abstract

The objective of the present study was to assess intestinal permeability
in patients with infection caused by Strongyloides stercoralis. Twenty-
six patients (16 women and 10 men), mean age 45.9, with a diagnosis
of strongyloidiasis were evaluated. For comparison, 25 healthy volun-
teers (18 women and 7 men), mean age 44.9, without digestive
disorders or intestinal parasites served as normal controls. Intestinal
permeability was measured on the basis of urinary radioactivity levels
during the 24 h following oral administration of chromium-labeled
ethylenediaminetetraacetic acid (*!Cr-EDTA) expressed as percent-
age of the ingested dose. The urinary excretion of >'Cr-EDTA was
significantly reduced in patients with strongyloidiasis compared to
controls (1.60 + 0.74 and 3.10 £ 1.40, respectively, P = 0.0001).
Intestinal permeability is diminished in strongyloidiasis. Abnormali-
ties in mucus secretion and intestinal motility and loss of macromol-

Key words

« Intestinal permeability
« 51Cr-EDTA

« Strongyloidiasis

« Small bowel

ecules could explain the impaired intestinal permeability.

Introduction

The intestinal epithelium plays a major
role in the digestion and absorption of fluids
and nutrients and also represents an efficient
barrier that protects the host from environ-
mental pathogens and antigens (1). Impaired
barrier function intensifies antigen access,
which in turn leads to an exaggerated im-
mune stimulation that initiates or perpetu-
ates inflammation (2). Increased intestinal
permeability has been described in inflam-
matory bowel disease (3-11), atopic eczema
(12), celiac disease and dermatitis herpeti-

formis (13), cystic fibrosis (14,15), alcohol
consumption (16), use of nonsteroidal anti-
inflammatory drugs (17-20), and acute in-
fectious diarrhea (12,21). On the other hand,
decreased intestinal permeability has been
demonstrated in Blastocystis hominis infec-
tion (22).

Strongyloidiasis is a common parasitosis
in tropical areas and is associated with a
wide spectrum of clinical manifestations rang-
ing from asymptomatic conditions to hyper-
infection in immunocompromised patients
(23-26). It colonizes the duodenum and up-
per jejunum, and usually affects the mucosal
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layer of the intestine, although the whole
intestinal wall may be involved in severe
cases (23-26). Also, our group has described
small bowel overgrowth (27) which could
explain in part the high frequency of Gram-
negative sepsis associated with the severe
cases with widespread dissemination of lar-
vae (28). Intestinal permeability has not been
evaluated in strongyloidiasis. Thus, in the
present study, intestinal permeability was
investigated by means of chromium-labeled
ethylenediaminetetraacetic acid (°'Cr-
EDTA) in patients infected with Strongy-
loides stercoralis.

Material and Methods

Twenty-six patients (16 women and 10
men) with strongyloidiasis were prospec-
tively studied. Their ages ranged from 23 to
70 years (mean = 45.9). The diagnosis of
strongyloidiasis was confirmed by identifi-
cation of the worm in at least two stool
examinations by the method of Rugai et al.
(29) (three samples). For comparison, 25
asymptomatic healthy volunteers (18 women
and 7 men) aged 24 to 68 years (mean =
44.9) without digestive disorders or intesti-
nal parasites and with normal upper gas-
trointestinal endoscopy served as normal
controls. Exclusion criteria included: a) other
parasitoses detected by the methods of Faust
(30)and Hoffmann etal. (31) (three samples);
b) nonsteroidal anti-inflammatory drugs or
alcohol consumption; c¢) acute or chronic
renal insufficiency, diabetes mellitus and
systemic arterial hypertension; d) celiac dis-
ease, inflammatory bowel disease or gastro-
enteritis; e) previous gastric or intestinal sur-
gery. Our Hospital Ethics Committee ap-
proved the research protocol and informed
consent was obtained from all subjects.

Blood samples were taken from patients
and controls for laboratory data (blood count,
glucose, urea/creatinine ratio, and sodium
and potassium levels). Enteroscopy (Entero-
scope SIF 10, Olympus) was performed in
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the patients with strongyloidiasis and four
duodenal and four jejunal biopsies were
taken. All specimens were examined by the
same pathologist (K.I.). Inflammation was
scored as mild, moderate and severe accord-
ing to the classification of De Paola et al.
(23). The control group was submitted to
digestive endoscopy (GIF PQ 10, Olympus)
to rule out inflamed or ulcerated lesions.
Intestinal permeability was measured by the
method described by Bjarnason et al. (32)
using 3!Cr-EDTA. Briefly, after an 8-h pe-
riod of fasting, the patients ingested a solu-
tion with 0.6 pmol of >'Cr-EDTA containing
about 100 pCi of radioactivity. The patients
then drank 300 ml of water and after 2 h were
permitted to eat normally. A 24-h urine
sample was then analyzed for radioactivity.
Permeability data were expressed as per-
centage of excreted radioactivity in relation
to the total administered dose.

Results are reported as means = SD. The
chi-square and Student #-tests were used to
determine differences between the two
groups. The probability value accepted as
significant was P<0.05.

Results

The two groups were similar regarding
age, gender, distribution and all laboratory
data, except for eosinophilia (>400 eosino-
phils/mm?) which was detected in 56% of
the patients. Most patients (92%) were symp-
tomatic. Symptoms included epigastric pain
(69%), diarrhea (62%), weight loss (31%)
and nausea/vomiting (12%). Enteroscopy was
normal in 69% of the patients (N = 18).
Erosive gastritis was seen in one patient
(4%). Six patients had bulboduodenitis (23%)
and one bulboduodenitis and jejunitis (4%).
Larvae were detected in the duodenal aspi-
rate from 6 patients (23%) and were absent
in the other 20 (77%). Histologic evaluation
was normal in 5 patients (19%), whereas
chronic duodenitis and jejunitis were ob-
served in 21 patients (81%) and scored as



Intestinal permeability in strongyloidiasis

mild in 15, moderate in 5, and severe in 1. In
these 21 patients, an increased number of
goblet cells was observed. Villous atrophy
was only detected in one case (severe).
Strongyloides stercoralis larvae were identi-
fied histologically in 4 cases, with infesta-
tion scored as mild in 1, moderate in 2, and
severe in 1. Four patients presented larvae in
both duodenal and histological material.

Figure 1 shows the intestinal permeabil-
ity data for patients with strongyloidiasis
and controls. The urinary excretion of >'Cr-
EDTA was significantly reduced in patients
with strongyloidiasis compared to controls
(1.60 £ 0.74 and 3.10 + 1.40, respectively, P
=0.0001). Patients with histologically mod-
erate or severe inflammation had lower val-
ues than those with mild inflammation (1.38
+0.71 versus 1.54 £ 0.75) and normal histol-
ogy (2.08 + 1.68), but the difference was not
significant (P = 0.19).

Discussion

Inthe present investigation, we have stud-
ied intestinal permeability in patients in-
fected with Strongyloides stercoralis (mild/
moderate disease), a nematode particularly
found in tropical and subtropical areas. Uri-
nary radioactivity levels during the 24 h
following oral administration of >'Cr-EDTA,
expressed as percentage of the ingested dose,
were significantly reduced in patients with
strongyloidiasis (Figure 1). Similarly, Zucker-
man et al. (22) also demonstrated decreased
intestinal permeability to >'Cr-EDTA in pa-
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tients infected with Blastocystis hominis. It
is important to point out that our results for
intestinal permeability to 3'Cr-EDTA in
healthy controls (3.10 + 1.40) are higher
than those obtained in England (1.90%) (13),
Canada (1.34%) (8), Belgium (2.51%) (12),
Norway (2.45%) (33) and Italy (2.25%) (34).
However, they are similar to the data from
Israel (4.05%) (35) and from another group
in Brazil (3.14%) (36). Methodological dif-
ferences are probably not the reason for
these differences since we used the same
method for measuring intestinal permeabil-
ity as used by these investigators. Differ-
ences in diet, socioeconomic and nutritional
conditions, frequency of bacterial infections
and parasitosis may account for these dis-
crepant results (8,34,37,38).

The mechanisms underlying intestinal
permeability to molecular markers like EDTA
in this parasitosis are still unknown. The
following possible mechanisms have been
suggested. First, the intestinal inflammatory
response in strongyloidiasis is accompanied
by enhanced mucus secretion (39). In fact, in
our series, most of the patients showed an
increased number of goblet cells on histol-
ogy. The increase in the surface mucus layer
in strongyloidiasis could render the intesti-
nal barrier less permeable to EDTA. Also,
the intestinal cell turnover is highly increased
in strongyloidiasis (40) and could impair the
paracellular route of intestinal permeability
markers like EDTA. Second, most of our
patients (62%) had diarrhea. Accordingly,
accelerated intestinal transit has frequently
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Figure 1 - Intestinal permeability
in strongyloidiasis. Urinary ex-
cretion of >1Cr-EDTA is reported
as percentage of total adminis-
tered radioactivity (mean + SD)
in patients with strongyloidiasis
(whole group, normal histology,
mild and moderate/severe chron-
ic duodenitis and jejunitis). In-
testinal permeability was sig-
nificantly reduced in patients
with strongyloidiasis; there was
a negative correlation between
intestinal permeability and in-
flammation but the values were
not statistically significant. NS,
Nonsignificant.

Braz ) Med Biol Res 34(3) 2001



356

been described in strongyloidiasis (41) and it
is possible that the little time for contact
between EDTA and the intestinal mucosa
affected permeation by the marker. How-
ever, this assumption must be evaluated with
caution in view of a recent report stating that
small intestinal transit has no influence on
the excretion of 'Cr-EDTA, at least in
healthy individuals (42). Finally, protein-
losing enteropathy has been demonstrated in
strongyloidiasis (43) and one may speculate
that EDTA is lost by the same intestinal
pathway as protein.

Whatever the mechanisms involved, our
first description of diminished intestinal per-
meability in strongyloidiasis is relevant in
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view of the high prevalence of this parasito-
sis in some developing countries and its
physiopathologic implications. Whether very
severe cases of strongyloidiasis with mul-
tiple small bowel ulcers or hyperinfection
will disclose the same intestinal permeabil-
ity pattern we have seen in our patients with
mild and moderate disease remains to be
elucidated.
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