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taxenes, platinum salts, L-asparaginase and monoclonal an-
tibodies involving anaphylactic or anaphylactoid reactions?.
To date no desensitisation protocols have been published on
third generation aromatase inhibitors like AN.

In these case reports both patients referred late reactions
to AN with mainly cutaneous symptoms. To clarify the un-
derlying mechanism of these reactions, patch tests with 10%
AN in white petrolatum were performed with negative re-
sults. This could have several explanations: the final respon-
sible agent for the reaction could be a metabolite of AN;
poor penetration of the drug into the epidermis; low drug
concentration, use of inappropriate vehicle'®' and immuno-
suppression state of patients. Although no immune mecha-
nism could be proven in our patients, a desensitisation
procedure was tried with success. This result reinforces the
fact that desensitisation to drugs that induce delayed cuta-
neous hypersensitivity reactions is possible and safe, as we
have observed many times in patients with HIV infection and
delayed cutaneous reactions to cotrimoxazol.

References

1. ARIMIDEX® (anastrozole) product information. Wilmington, Del-
aware: Zeneca Pharmaceuticals; 1999.

2. Goss PE, Tye LM. Anastrozole: a newselective nonsteroidal aro-
matase inhibitor. Oncology. 1997;11:1697-703.

3. Nabholtz JM. Role of anastrozole across the breast cancer con-
tinuum: from advanced to early disease and prevention. Oncol-
ogy. 2006;70(1):1-12.

4. Mouridsen H. Aromatase inhibitors in advanced breast cancer.
Sem Oncol.. 2004;31 (6 suppl 12):3-8.

5. Nabholtz JM, Buzdar A, Pollak M et al. Anastrozole is superior to
Tamoxifen as first-line therapy for advanced breast cancer in
postmenopausal women: results of a North American multicent-
er randomised trial. Arimidex Study Group. J Clin Oncol.
2000;18:3758-67.

6. Bonneterre J, Buzdar A, Nabholtz JM et al. Anastrozole is supe-
rior to Tamoxifen as first-line therapy in hormone receptor posi-
tive advanced breast carcinoma. Cancer. 2001;92:2247-58.

7. Bonnaterre J, Thurlimann B, Robertson JF et al. Anastrozole
versus Tamoxifen as first-line therapy for advanced breast can-
cer in 668 postmenopausal women, results of the Tamoxifen or
Arimidex Randomized Group Efficacy and Tolerability study. J
Clin Oncol. 2000;18:3748-57.

8. Pichler WJ, editor. Drug hypersensitivity. Basel: Karger. 2007.
p. 413-25.

9. Castells M. Desensitization for drug allergy. Curr Opin Allergy
Clin Immunol. 2006;6:476-81.

10. Gongalo M, Bruynzeel D, Bircher A. Guidelines for performing
skin tests with drugs in the investigation of cutaneous adverse
drug reactions. Contact Dermatitis. 2001;45:321-8.

11. Barbaud A. Drug patch testing in systemic cutaneous drug al-
lergy. Toxicology. 2005;209:209-16.

J. Rodrigues?, D. Malheiro®, C. Botelhod,
M.C. Cruz®, M.G. Castel-Branco®

2Allergy and Clinical Immunology Division,
Hospital Sdo Jodo E.P.E, Porto, Portugal
bOncology Department,

Hospital Sdo Jodo E.P.E, Porto, Portugal
*Corresponding author.

E-mail: josefinacernadas@gmail.com

(J. Rodrigues Cernadas)

Lymphoma as presentation of common
variable immunodeficiency

To the Editor:

Common variable immunodeficiency (CVID) is a heterogene-
ous disorder characterized by deficient antibody synthesis.
It manifests as recurrent bacterial respiratory infections and
an increased incidence of neoplasms — particularly lympho-
mas, autoimmune processes and granulomatous diseases'?3.
We report a clinical case of CVID of special interest in paedi-
atrics due to its initial manifestation as non-Hodgkin lym-
phoma.

A four-year-old boy presented with headache, asthenia
and anorexia for the previous 15 days. The oncological his-
tory among his grandparents revealed leukaemia and stom-
ach, lung, and testicle cancer. The paternal grandmother
suffered diabetes mellitus and chronic arthritis; the mater-
nal grandmother presented hypothyroidism. There were no
personal disease antecedents of interest other than very in-
tense varicella at 18 months of age, and repeat bronchitis
up to three years of age. Vaccinations were correct and well
tolerated.

Physical examination revealed a poor general condition,
2/6 systolic murmur, oral candidiasis, submandibular aden-
opathies and abdominal distension with hard and painful
4 cm hepatomegaly associated with nodular areas. The neu-
rological exploration proved normal.

The initial complementary explorations revealed intense
anaemia in the blood tests (haemoglobin 9.7 mg/dl, haema-
tocrit 34%), important lactate dehydrogenase elevation
(LDH 1936 U/l), abdominal ultrasound findings in the form of
diffuse hepatomegaly of both lobes and multiple nodular im-
ages compatible with liver metastasis. The brain CT scan in
turn showed oedema and a hypodense nodular image con-
taining calcifications in the left cerebellar hemisphere, sug-
gestive of metastasis.

The initial diagnostic impression was lymphoma, in view
of the age of the patient, the important family antecedents
of oncological disease, and the aggressivity of the clinical
condition.

The study was continued with brain and spinal MRI, which
revealed expansive lesions in the left hemicerebellum with
nodular contrast uptake and an oedematous halo, compati-
ble with lymphoma (fig. 1).

There was no spinal involvement. The abdominal CT scan
identified nodular lesions in the liver and kidneys, as well as
mesenteric adenopathies (fig. 2). The bone marrow biopsy
confirmed the existence of a blast cell infiltrate with an im-
munophenotype corresponding to leukaemia/B lymphoma,
with FAB L3 morphology.

At that point, the immune study revealed a decrease in all
immunoglobulins, with normal lymphoid populations (IgG
2810 mg/L, I1gM 180 mg/l, IgA 220 mg/l, lymphocytes 1697/
mm?3, B lymphocytes 350/mm?3, T lymphocytes 1273/mm?
CD8 593/mm?3; CD4 680/mm?), and natural killer cells 74/
mm?3. Of note was the absence of anti-rubella IgG antibodies
and of anti-tetanus IgG and IgM antibodies, despite previous
vaccination against those diseases. The titres of those anti-
bodies were measured three times after double checking
that the patient was correctly vaccinated and re-vaccinated
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Figure 1. Expansive lesions in the left hemicerebellum with
nodular contrast uptake and oedema compatible with lympho-
ma.

Figure 2. Nodular lesions in the liver and kidneys.

against measles, rubella, mumps, diphtheria, tetanus and
whooping cough. In all three measurements the aforemen-
tioned antibodies were absent.

With the diagnosis of leukaemia / Burkitt lymphoma, com-
bined treatment was provided with systemic and intrathecal
chemotherapy. The cerebrospinal fluid repeatedly proved
normal. The patient showed complete bone marrow and sys-
temic remission, though without improvement of the cere-
bellar lesions. Radiotherapy of the central nervous system
was provided, with persistence of the cerebellar lesions. In
this context, the difference in behaviour between the nerv-
ous system lesions and the rest of the body lesions must be

stressed — with no response to treatment on the part of the
lesions in the central nervous system. A biopsy of the cere-
bellar lesions revealed a chronic infiltrate compatible with
reactive changes in response to oncological treatment, with
no evidence of neoplastic disease.

During follow-up, the blood tests repeatedly indicated low
immunoglobulin levels. The patient was therefore referred
to our Section of Immunology. Eighteen months after diag-
nosis of the lymphoma and six months after the completion
of chemotherapy, the patient showed diminished immu-
noglobulin levels and CD4+ lymphocyte counts (IgG
2902 mg/l, IgM 347 mg/l, IgA 471 mg/l, CD4+ 680/mm3),
with the absence of anti-rubella and anti-tetanus IgG anti-
bodies. A review of the case history showed that laboratory
tests requested by the paediatrician usually attending the
patient two years prior to the diagnosis of lymphoma for the
evaluation of recurrent bronchitis already revealed low IgG
and IgA values (I1gG 5530 mg/L, IgA 210 mg/L, IgM 670 mg/l).
Possible Immunoglobulin losses through the digestive and
urinary systems were ruled out as there was neither chronic
diarrhoea, nor malabsorption syndrome or nephropathy.

This case corresponded to a 6-year-old boy with a history
of Burkitt lymphoma, persistent hypogammaglobulinemia, a
lack of response to vaccination, and a quantitative defect in
cellular immunity. At that point common variable immuno-
deficiency was diagnosed which had already been present
before the lymphoma. Treatment was started with intrave-
nous gammaglobulin (6 g/month), with a good course, nor-
malisation of immunoglobulin values, and no infections. The
cerebellar lesions remain stable in the imaging controls, and
the patient is asymptomatic.

Common variable immunodeficiency (CVID) is a primary
immune deficiency characterized by the existence of defi-
cient antibody synthesis. The clinical and immunological
profile of the disorder is very heterogeneous. The defects
include anomalies in B lymphocyte survival, a reduction in
CD27+ memory B cells, failure in immunoglobulin isotype
change to IgA and IgG, and defective B lymphocyte activa-
tion'“. In some cases anomalies in T lymphocyte function
and number may be observed4.

The estimated incidence of CVID is from 1:10,000 to
1:50,0002. The disorder is related to selective IgA deficit,
which is a much more common and often asymptomatic con-
dition. Both disorders may coincide in the same family and
even in the same individual, and some patients with IgA def-
icit evolve towards CVID'. A common genetic defect has
been postulated in these two diseases (mutations in genes
of the major histocompatibility complex, IGAD1)"4.

CVID can manifest at any age, though there are two peaks
in incidence: between 5-10 years of age, and in young adults
between 20-30 years of age?3. The most frequent form of
presentation is in the form of recurrent respiratory infec-
tions: pneumonias, bronchitis, otitis, sinusitis and conjunc-
tivitis. The most common causal pathogens are encapsulated
bacteria: Haemophilus influenzae, Streptococcus pneumo-
niae, and Moraxella catarrhalis'?. Inadequate management
of such respiratory infections may lead to the development
of bronchiectasis.

Digestive infections are also frequent. In this context,
Giardia lamblia is the most common cause of diarrhoea, al-
though other pathogens such as Salmonella, Shigella and
Campylobacter can also be implicated?3.
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Viral infections do not usually pose a problem, although
some patients suffer recurrent infections produced by her-
pes simplex (HSV-1) or herpes zoster (HZV)2.

A very small number of patients may present infections
produced by mycobacteria, fungi and Pneumocystis cari-
nii?.

Twenty percent of all patients develop autoimmune dis-
eases - the most common being idiopathic thrombocytopen-
ic purpura and autoimmune haemolytic anaemia3. CVID is
also associated to rheumatological problems such as rheu-
matoid arthritis, systemic lupus erythematosus and vasculi-
tis'3. Autoimmune phenomena may constitute the first
manifestation of the disease?.

Some patients develop inflammatory bowel disease,
Crohn’s disease or ulcerative colitis in early or late stages of
the disease’?.

In 10% of cases granulomas are identified - the lungs being
the most commonly affected location, though granulomas
can also be found in the skin, intestine, liver, or with a gen-
eralised distribution simulating sarcoidosis2.

A very common finding is non-malignant lymphoprolifera-
tion in the form of splenomegaly, adenopathies and gas-
trointestinal lymphoid nodular hyperplasiaZ.

Affected patients are at an increased risk of developing
neoplasms, such as extranodal B cell lymphomas and gastric
cancer'?,

Recently, genetic defects in ICOS, CD19, TACI and BAFF-R
have been identified; all these molecules are implicated in
the regulation of B lymphocyte activation and terminal dif-
ferentiation*®. TACI and BAFF-R are essential for B cell
homeostasis, and play an important role in immunoglobulin
isotype change. CD19 deficiency underlines the importance
of the B lymphocyte receptor signalling pathway, while ICOS
deficiency illustrates the importance of B:T cell interaction
in coordinating an effective secondary immune response*3.
These defects account for 10-15% of all cases of CVID. New

genetic defects in relation to the activation of B lymphocytes
are likely to be identified, and in future CVID could be clas-
sified according to the different molecular defects in-
volved.

We consider the present case to be of interest because it
reflects the clinical and immunological heterogeneity of this
disease. The patient was a four-year-old boy initially mani-
festing with non-Hodgkin lymphoma, followed one year later
by the diagnosis of CVID due to the existence of persistent
hypogammaglobulinemia that had already been present be-
fore diagnosis of the lymphoma. The important familial on-
cological and autoimmune antecedents of this patient make
this case of particular note.
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