
ABSTRACT

Common variable immunodeficiency (CVID) is the most frequent
primary antibody deficiency. It is characterized by recurrent bacterial
infections, and occurrence of autoimmune and neoplastic diseases
is also frequent; there is also a high prevalence of gastrointestinal
diseases. There are reports of inflammatory bowel disease in this
entity, but incidence is low (2-4 %). We present the case of a patient
with common variable immunodeficiency suffering a chronic diar-
rhoea episode and who was diagnosed with ileocaecal Crohn s-like
disease after performing intestinal transit, CT abdomen and co -
lonoscopy with biopsy. It was first treated with prednisone but on
showing cortisone dependency, treatment with azathioprine and
adalimumab was started, with good results.
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INTRODUCTION

Common variable immunodeficiency (CVID), also called
acquired hypogammaglobulinemia, is the most common
primary antibody deficiency. It can occur at any age but is

most common among people between twenty and fifty years
old, with equal incidence in both sexes. It is diagnosed after
finding decreases, below two standard deviations, of at least
two of the three major classes of immunoglobulins (IgA,
IgG, IgM), a deterioration of the production of antibodies
in response to infection and/or vaccines because of failure
in the differentiation of B lymphocytes from plasma cells,
and a normal or slightly decreased number of T and B lym-
phocytes circulating (1).There is a high prevalence of gas-
trointestinal diseases. Up to 60 % of untreated patients may
have diarrhoea. There are reports of inflammatory bowel
disease associated with this entity; however, incidence is
low (2-4 %). Crohn’s-like disease is the appearance of an
inflammatory bowel disease, which is compatible with
Crohn’s disease as a consequence of another underlying
pathology. Autoimmune phenomena occur with some fre-
quency in patients with immunodeficiencies. Specifically,
in CVID it has been observed in a group of patients that
activation of tumour necrosis factor alpha (TNFα) persists,
contributing to the onset of inflammatory bowel disease in
these patients (2).  We present a case of Crohn’s-like disease
in a patient with common variable immunodeficiency treated
with adalimumab and azathioprine with good outcome.

It is an unusual case, and the first one published in our
country that was treated with adalimumab and showed good
response.

CASE REPORT

A 33 year-old male, smoker, with a history of allergy
to aspirin and common variable immunodeficiency syn-
drome diagnosed at 6 years of age based on laboratory
(IgA and IgM levels below normal) and clinical criteria
(multiple infectious processes in childhood), currently in
intravenous immunoglobulin replacement therapy at a
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dose of 12,000 IU every 21 days. The patient had lung
bronchiectasis, sinonasal polyposis, gastroesophageal
reflux, platelet adhesion deficiency, hip arthritis, phlebitis
and cellulitis in lower members and was operated on for
cryptorchidism in childhood.

The patient went to the emergency room because he was
suffering from diarrhoea, without blood or pathological
products. The diarrhoea was accompanied by abdominal
pain in the right lower quadrant which had built up over 5
months and the patient complained he had lost about 15 kg
of weight in this period. Physical examination showed the
patient was afebrile and haemodynamically stable, rhonchi
could be heard in both lung bases, and palpation showed
abdominal pain in the right lower quadrant without signs
of peritonitis.

The haemogram showed Hb of 11.5 g/dL, haematocrit
33 %, MCV 73 fl, WBC 25,800/mm3 (84 % segmented),
platelet 516,000/mm3. In biochemistry the elevated acute
phase reactants (CRP 5.6 mg/dL, ESR 36 mm/h, alfa1gli-
coproten acid 216 mg/dl and faecal calprotectin 1,640 mg/g)
were remarkable; the other biochemical parameters showed
normal levels, as did the thyroid hormone. The proteino-
gram reported a moderate inflammatory profile with IgM
1 mg/dL (56-352 mg/dL), 807 IgG mg/dL (640 to 1,350
mg/dL), IgA 7 mg/dL (70-132 mg/dL). The stool culture
and serology for HBV, HCV and HIV was negative. The
ANA showed 1/80 with antiDNA negative and negative
IgG transglutaminase antibodies. The mantoux test was
also negative. In the chest X-ray, the only findings were
bronchiectasis in both lungs. Intestinal transit was per-
formed (Fig. 1) and a CT of the abdomen (Fig. 2) where
there were signs compatible with inflammatory bowel dis-
ease Crohn’s-like disease at ileal and caecal levels.
Colonoscopy with ileoscopy showed congestive mucosa
with several shallow superficial ulcers with fibrinous sur-
face (Fig. 3); biopsies were taken at both levels. The
anatomical-pathological examination of the samples report-
ed intestine mucosa with fibrin deposition, leukocyte accu-
mulation and granulation tissue showing architectural dis-
tortion of the crypts with no plasma cells present (Fig. 4).

Mycobacterial culture was performed on sputum and Ziehl-
Nielsen staining in intestinal tissue samples was negative.
All these data led to the diagnosis of Crohn’s-like disease
in a patient with common variable immunodeficiency indi-
cating treatment with prednisone at a dose of 1 mg/kg for
2 weeks and with gradual reduction of dosage. However,
the patient showed corticosteroid dependency and the daily
dose of 20 mg of prednisone could not be lowered without
clinical worsening appearing as recurrent abdominal pain

Fig. 1. Image of barium bowel transit which shows a large segment of
terminal distal ileum with loss of distensibility and contractility, as well
as fibrino-estenotic changes and the presence of deep ulcers compatible
with Crohn´s disease with ileal involvement.

Fig. 2. Abdominal CT image is observed in the circumferential thickening
of the terminal ileum and caecum region with faint glare of the adjacent
fat and reactive lymph node.

Fig. 3. Endoscopic image of extensive shallow fibrinoid ulcers at the cecum
and ileocecal valve.



and loose stools. It was therefore decided to start treatment
with azathioprine and adalimumab with 80 mg induction
and 40 mg every two weeks for compassionate use. After
several weeks of treatment, the patient showed an improve-
ment in clinical symptoms, reduction of acute phase reac-
tants (CRP 0.4 mg/dL and ESR 21 mm/h) and decreased
wall thickening at ileocecal level in the in control CT. No
adverse effects were observed in this period.

DISCUSSION

Common variable immunodeficiency (CVID) is char-
acterized by recurrent bacterial infections, particularly of
the upper and lower respiratory tract, and is also associated
to an increase in neoplastic and autoimmune diseases3.
There is a high prevalence of gastrointestinal diseases. Up
to 60 % of untreated patients with CVID develop diarrhoea
and 10 % develop idiopathic malabsorption associated with
weight loss, giardiasis and bacterial overgrowth in the small
intestine being the most common cause of these manifes-
tations. Inflammatory processes are also common and can
appear as nodular lymphoid hyperplasia, aphthous stom-
atitis, autoimmune atrophic gastritis, pernicious anaemia,
chronic enteritis, inflammatory bowel disease including
chronic hepatitis. An increase in the frequency of gastroin-
testinal tumours such as lymphomas and adenocarcinomas
(4) is detected.

Several studies have documented increased incidence of
inflammatory bowel disease (IBD), Crohn’s-like disease or
ulcerative colitis, in CVI patients (4-6). In fact, the concomi-
tant presence of IBD patients is higher than the incidence
of IBD in the general population. In Spain, in a retrospective
study estimated the prevalence of IBD in patients with CVID
was around 3.2 % (7). The most prevalent cause of this is
not known, although it is suggested the existence of an
immune dysregulation that can be expressed as an intestinal
inflammatory process in these patients. Although a decrease
in cytokines is usually apparent in CVID (principally IL-2,
IL-10, TNFα) produced by T cells, reduction of serum
immunoglobulins and impaired antibody response (8).

The main clinical manifestations presented by patients
with Crohn’s-like disease in a CVID context are chronic

diarrhoea, weight loss and malabsorption (9) as in our
patient. Occasionally gastrointestinal symptoms may devel-
op before the underlying immunodeficiency is discovered.
Various clinical manifestations of CVID suggest that the
pathogenesis of this disorder is complex, with autoimmune
alterations appearing in multiple pathways. Identification
of immunological parameters associated with this subgroup
of patients may allow early diagnosis and help establish
more specific and targeted treatment (10).

The findings that are seen in the colonoscopy are those of
classical Crohn’s disease showing congested mucosa accom-
panied by erosions and fibrinoid ulcers (11). Histological
examination reveals a number of features that help confirm
the diagnosis, such as the presence of prominent lymphoid
aggregates, architectural distortion accompanied by cryptitis
and non-caseating granulomas have even been described in
around 20 % of cases. One of the key features in Crohn’s-
like disease in CVID is the appearance of a marked decrease
of plasma cells in approximately 67 % of cases (12).

Treatment in these patients is not established as there
have been a limited number of cases, all of which have
received empirical treatment. In addition to intravenous
immunoglobulin replacement therapy, steroids or immuno-
suppressive drugs have been used to control diarrhoea but
their efficacy and tolerability are not well documented.
Some cases of patients with diarrhoea and CVID who have
been treated with oral budesonide, reducing the diarrhoea
without presenting any side effects have been reported
(13,14). Cases have also been reported in patients with
Crohn’s-like disease in context of CVID like who have
been treated with infliximab; in particular in two cases in
which infliximab and azathioprine treatment was used dis-
ease activity remitted and no adverse effect was reported
(15). We began treating our patient with azathioprine and
adalimumab; this is the first case reported in our country.
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Fig. 4. Histological image of the large intestine mucosa with fibrino-leu-
kocytic material and granulation tissue in which no plasma cells are
observed.
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