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Fig 2. A, Before treatment with infliximab; B, 4 weeks after treatment with infliximab; C, 12

weeks after treatment with infliximab.

infliximab despite a history of lymphoma. We had
concerns as to whether infliximab may increase the
already elevated risk of lymphoma in AT patients, but
the balance of risks was thought to support its use in
this child. Our experience supports use of TNF antag-
onists to treat severe progressive granulomas associ-
ated with primary immunodeficiency disorders after
excluding an infective cause and failure of standard
therapy. Infliximab was well tolerated and was not
thought to have contributed to the death of this child.
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Linear IgA disease limited to the oral mucosa

To the Editor: A 38-year-old Chinese woman was
referred to our clinic by her dentist. She had been
suffering from gingival erythema and pain, as well as
difficulty in eating for 2 years. There was no history of
medication before the occurrence of the oral lesions.
The woman was otherwise healthy and had no
history of allergy. Examination revealed localized
erythema of the gingiva. White striae and patches
were found on the labial and buccal side of the
maxillary gingiva and the vestibular groove of the
molars of the right mandible (Fig 1). Nikolsky’s sign
was negative. There were no other oral or extraoral
lesions. A provisional diagnosis of oral lichen planus
(OLP) was made. An incisional biopsy specimen was
taken from the attached gingiva immediately adjacent
to the erythema. The routine histopathological ex-
amination did not show the typical pathological
changes of OLP, such as parakeratosis and lympho-
cytic infiltration in the lamina propria. However, focal
separation of the epithelium from lamina propria
(Fig 2, A and B) was observed. Direct immunofluo-
rescence (DIF) showed linear deposition of immu-
noglobulin (Ig) A and IgM along the basement

Fig 1. Regional erythema (white arrow) and white
patches on the gingiva (black arrow).
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Fig 2. A and B, Focal separation of epithelium from lamina propria (hematoxylin-eosin stain,
original magnification: X200); C and D, Direct immunofluorescence demonstrates linear
deposition of IgA and IgM along basement membrane zone, respectively.

membrane (Fig 2, C and D). IgG and complement C3
were undetectable. A diagnosis of linear IgA disease
(LAD) was made according to these findings.

Intralesional injection of triamcinolone was per-
formed. At review after 2 weeks, the erythema had
diminished and pain had been greatly relieved.
Topical dexamethasone paste was used to control
the remaining lesion. During subsequent visits, no
new lesion was seen. The patient has been symptom
free for approximately 3 months.

The etiology of LAD is still unclear. Gluten-
sensitive enteropathy has been reported in some
patients with adult LAD." However, the patient in this
case has no history or symptoms of this disease.

DIF on fresh tissue is the gold standard for
diagnosis of LAD. The typical manifestation is a
continuous linear IgA deposition along the basement
membrane. Occasionally, other immunoreactants
such as IgG, IgM, and complement C3 may also be
detected.” When both IgA and other immunoreac-
tants are present, it is difficult to differentiate LAD
from other subepidermal blistering diseases, such as
pemphigoid and epidermolysis bullosa acquisita.®*
However, IgG is the major type of autoantibody in
those diseases. Therefore LAD can be distinguished
from those diseases by comparing the fluorescence
intensity of IgA and IgG against the clinical and

immunopathological features.” In the current case,
IgA and IgM deposits were detected; however, IgG
was undetectable. Therefore we made the diagnosis
of LAD by the exclusion of pemphigoid and epider-
molysis bullosa acquisita. Interestingly, in this case,
discontinuity of IgA deposition was found in some
regions (see Fig 2, C). We speculated that the
discontinuity of IgA deposition might be a sign of
mild immune damage at the basement membrane
zone, which was consistent with the relatively mild
oral lesions and focal separation of epithelium from
lamina propria. Further investigation is needed to
confirm our suspicion.

LAD limited to the oral mucosa is rare; it has not
been reported in Chinese people before. However,
we inferred from this case that localized oral LAD
might be more prevalent than we thought it was and
was easy to be misdiagnosed as other diseases. So we
suggest that DIF should be performed as a routine
examination on patients with chronic erythematous,
erosive, and vesicular lesions of the oral mucosa.
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Hydroxyurea-associated squamous dysplasia
in a monozygotic twin

To the Editor: The sudden onset of actinic keratoses
(AKs), cutaneous squamous cell carcinomas (SCO),
and squamous dysplasia in a photodistribution has
been reported in mostly elderly patients taking
hydroxyurea for hematologic conditions. Although
there have also been case series reported, case-
control studies are lacking, raising concerns as to the
validity of the observed association.

An 80-year-old woman presented with a 2-year
history of multiple red scaly lesions on the face. On
general skin examination her skin was noted to be
hyperpigmented in a photodistribution. There were
multiple large hyperkeratoses on sun-exposed
sites—cheeks, forehead, lower lip, and temple—and
on the backs of her hands (Fig 1). She was accom-
panied by her monozygotic twin who had no
hyperkeratotic lesions, was not hyperpigmented,
and looked 20 years younger. Both twins had lived
in the same region, worked in comparable profes-
sions (housekeeper and sales clerk), and shared
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Fig 1. Eighty-year-old monozygotic twins, only one of
whom shows extensive squamous dysplasia on the face.

daily hikes together. Their sun exposure was similar
on history and they had the same skin phototype
(Fitzpatrick ID. The patient had essential thrombo-
cytosis, treated with hydroxyurea for the previous 13
years (dose 750 mg/d, cumulative dose approxi-
mately 3500 g). This was her only medication and her
twin sister took no medications. There was no history
of skin cancer and neither twin had ever smoked.

Excised lesions were reported as Bowenoid AK
and Bowen disease.

Since the first report in 1992, there have been an
increasing number of case reports of SCC and AK
developing in association with hydroxyurea use.'
Some of these cases have died from metastatic SCC."
The majority of patients had Fitzpatrick type I or II
skin, had been taking hydroxyurea for many years
for myeloproliferative diseases or sickle cell anemia,
and had other well-recognized skin side effects of
hydroxyurea such as xerosis and hyperpigmenta-
tion. The AKs or SCCs were limited to sun-exposed
skin, yet there had been no history of treatment
required for AK or SCC before hydroxyurea use.
The patient presented shares these same features
and is therefore consistent with the diagnosis of
hydroxyurea-associated squamous dysplasia.

Two large case series of patients with hydroxyu-
rea have been reported. A prospective study during a
2-year period observed 26 patients on hydroxyurea
for more than 6 months: 8 patients developed AKs
and two developed SCC.* A retrospective study of
158 patients treated with hydroxyurea for chronic
myeloid leukemia found 21 patients had severe
cutaneous side effects including 5 with cutaneous
SCC or keratoacanthomas on sun-exposed skin.”

A large twin study of skin pattern deterioration
found the genetic influence on skin pattern decreases
with age, from 86% at age 12 years, to 62% in adults
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