L ettersto the Editor

Osteonecrosis of thekneesin
avariable common immuno-
deficiency

Sirs,

We report a case of osteonecrosis of the
knees in a 37-year-old woman suffering
from a common varigble immunodeficiency
since the age of 17. She presented at the age
of 17 with spontaneous cutaneous ecchy-
mosis revealing an autoimmune thrombo-
penic purpuratreated by steroids during one
year. At the same time a severe hypogam-
maglobulinemia of 3.5 g/l was discovered.
Immunoglobulin G was assessed at 2.95 g/l
(normal range: 6.39 - 13.5), IgA at 0.06 g/l
(normal range:0.7 - 3.12) with normal IgM.
By that time she was receiving polyvaent
human intravenous immunoglobulins (IV1g)
regularly every 3 weeks. During this period
she presented repeated infections of the res-
piratory upper tract and sinuses.

In 1992 a moderate splenomegaly was dis-
covered and in 1996 an autoimmune hae-
molytic anaemia responded to steroidsin a
few weeks. In February 2000,she presented
severe knee pain of sudden onset, increas-
ing with cough. Her clinical examination
was normal. The erythrocyte sedimentation
rate (ESR) was 4 mm at one hour with nor-
mal fibrinogen and moderately increased C
reactive protein at 18 mg/l. A full blood
count found moder ate pancytopenia related
to hypersplenism. Antinuclear, anti-double-
stranded DNA antibodies and antiphospho-
lipids were normal. Knees radiographs were
normal,as was a bone technetium scintigra-
phy. Because of the persistence of mechani-
cal knee pain, however, a second bone
scintigraphy was done and revealed abnor -
mal uptake at the tibia plateaus. Magnetic
resonance imaging of the femoral condyles
showed metaphysis and diaphysislesions of
the femurs and tibias with a centra high
signal on T1-weighted images, a polycyclic
surround of low signal on T1-weighted
images, and a double halo on T2-weighted
images. These MRI aspects were consistent
with multiple osteonecrosis of the knees.
Common variable immunodeficiency (CVI)
is a primary immunodeficiency disease
characterized by hypogammaglobulinemia
and reccurent bacteria infections (1). The
clinical spectrum of CV1 and immunologi-
ca features are heterogenous. Sometimes
CV1 isassociated for unknown reasons with
autoimmune [such as systemic lupus ery-
thematosus (SLE)] or granulomatous dis-
eases (1). Moreover, patients with CV1 pre-
sent an increased risk of neoplasms, partic-
ularly lymphoma (1).

Osteonecrosis of the knee is relatively fre-
guent,with two distinct forms:the idiopath-

ic form in which no factors for osteonecro-
sis can be found, and a secondary form in
which predisposing factors can be recog-
nised (2). Aetiological factors in secondary
knee osteonecrosis are alcoholism, SLE,
administration of systemic steroids, Gauch-
er's disease, drepanocytosis and thalasse-
mia. Secondary osteonecrosis, such as our
case, is more frequent in younger patients,
with larger lesions than idiopathic osteo-
necrosis,affecting both knees in 30-80% of
cases but usually with a gradual onset (2).
We report here the first case of osteonecro-
sis described in a patient with a common
variable immunodeficiency. In our case, the
possihility of a steroid-induced osteonecro-
sis could aso be considered because the
patient frequently received systemic ster-
oids during repeated respiratory upper tract
infections and for autoimmune thrombope-
nia and haemolytic anaemia. Although no
cases of osteonecrosis after 1VIg have been
described, a possible role of hyperviscosity
can also be hypothesised as one of the fac-
tors contributing to bone medullary ische-
mia (3). Indeed, retinal vein occlusionsfol -
lowing 1VIg have been reported (4).
Osteonecrosis has also been described in
human immunodeficiency viral infection;
the mechanism is unknown, but could
merely involve an increased frequency of
risk factors (5-7). This could support the
hypothesis of a relationship between com-
mon variable immunodeficiency and oste-
Onecrosis in our case, notwithstanding the
fact that a fortuitous association cannot be
excluded.
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Detection of anticardiolipin
antibodies

Sirs,

The editorial by Drs. Tincani and Meroni
gives a rather misleading interpretation of
an article that we published in the same
issue (1,2). We demonstrated in our study
that, whereas using a virtually identical
approach other colleaguesin our laboratory
had been able to detect anti-DNA antibod-
ies in patients with lupus, we had been
unable in spite of a dozen different varia-
tions in the basic cell culture and antibody
visualisation techniques to detect anticardi -
olipin antibodies in culture supernatants of
peripheral blood mononuclear cells from
patients with the antiphopsholipid antibody
syndrome.

We concluded that other methods of mea-
suring anticardiolipin antibodies produced
in culture will need to be explored but not
(as Tincani and Meroni implied) that there
were no antibodies produced to be mea-
sured. We had certainly speculated that this
problem might arise through antibody-pro-
ducing cells being absent from the peripher-
al blood but concluded that this hypothesis
was unlikely. We further concluded that
there may have been a methodological pro-
blem inherent in our techniques which we
had been unable to overcome within the
time available and suggested that there was
little to be gained from further persever-
ance. We believe, in fact, it is more likely
that the phospholipids present in the culture
supernatants, as a result of cell death, are
neutralising any antiphospholipid antibod-
ies produced, and thus rendering them
undetectable. We would anticipate that sim-
ilar problems might arise when looking for
anti-beta 2GP1 antibodies. Ours was, there-
fore, intended to be a friendly note of cau-
tion to those interested in the field that
potentially significant problems exist in try-
ing to identify anticardiolipin antibodies in
the supernatant of PBMC compared to the
detection of DNA antibodies. We naturally
wish any other group who attempt to go



