CLINICAL NOTE

Linear IgA Disease Presenting
as Desquamative Gingivitis

A Pattern Poorly Recognized in Medicine

Esther O’Regan, FDSRCS; Anita Bane, MRCPath; Stephen Flint, MB, PhD;
Conrad Timon, FRCS; Mary Toner, FRCPath

inear IgA disease is a subepidermal blistering disorder of unknown cause. Along with
dermatologic blistering, other manifestations include oral ulceration and desquama-
tive gingivitis. We present a case of linear IgA disease that manifested simply as oro-
pharyngeal ulceration and desquamative gingivitis, resulting in considerable delay in

diagnosis and treatment. This article (1) highlights the difficulties of diagnosing linear IgA disease
when the predominant presenting features are mucosal and (2) reviews the current literature re-

garding linear IgA disease.

Linear IgA disease is an acquired, auto-
immune, subepidermal blistering disor-
der characterized by a linear deposition of
IgA along the dermoepidermal basement
membrane zone.! Mucosal involvement
has been reported, occasionally manifest-
ing simply as desquamative gingivitis. Ow-
ing to a lack of recognition of this pattern
of oral involvement, diagnosis may be de-
layed. Clinically and histologically, lin-
ear IgA disease may masquerade as a num-
ber of disorders and thus delay the
diagnosis and timely administration of
therapy and clinical remission. Herein, we
highlight the importance of recognizing
specific patterns of ulceration in the oral
cavity, thus minimizing delays in diagno-
sis of linear IgA disease.

REPORT OF A CASE

A 50-year-old man presented with an 11-
month history of dysphagia, oral ulcer-
ation, and weight loss of 6.3 kg. He was
initially referred to a general surgeon, who
noted severe ulceration of the larynx, phar-
ynx, and esophagus and made a clinical
diagnosis of candidal infection. Antifun-
gal medication was instituted to no effect
prompting esophageal and pharyngeal bi-
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opsies. Histologic examination of both bi-
opsy specimens revealed ulceration with
separate fragments of apparently normal
intact epithelium. There were no fungal
hyphae. The patient was then seen by a
head and neck surgeon and a gastroenter-
ologist, who both believed that the ulcer-
ation clinically suggested a candidal in-
fection. The patient was then referred to
a consultant immunologist who made a
clinical diagnosis of cicatricial pemphi-
goid. The patient began treatment with oral
steroids but failed to respond.

At this stage the patient was referred
to an oral physician. On examination there
was extensive ulceration of the soft palate,
uvula, right and left fauces, retromolar re-
gions, and buccal mucosae together with an
intraoral blister (Figure 1 and Figure 2).
The gingivae showed a marked desquama-
tive gingivitis. In addition, a small area of
blistering on the foot was noted.

The combination of desquamative gin-
givitis, intraoral ulceration, and minimal
skin involvement suggested cicatricial pem-
phigoid, but the lack of response to ste-
roids made linear IgA disease a strong con-
sideration at this point. A biopsy specimen
of the buccal mucosa showed a subepithe-
lial bulla containing abundant eosinophils
(Figure 3). Another biopsy specimen was
taken, and the tissue was immediately fro-
zen for direct immunofluorescence stud-
ies according to conventional protocols.
Direct immunofluorescence demon-
strated a linear deposition of IgA along the
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epithelial basement membrane zone
(Figure 4). At this point, the esoph-
ageal and laryngeal biopsy speci-
mens were reviewed, and it was noted
that although no bullae were pres-
ent, there was no underlying stroma
attached to any of the abundant strips
of intact epithelium, which sug-
gested the occurrence of a subepithe-
lial split (Figure 5). Hematologic and

Figure 1. Desquamative gingivitis.

Figure 2. Ulceration of right fauces.

serologic findings were normal ex-
cept for an erythrocyte sedimenta-
tion rate of of 28 mm/h. Antiendo-
mysial and antigliadin antibody
findings were negative. When circu-
lating antibodies were measured, an
elevated IgA level of 5.07 g/L (nor-
mal range, 0.48-3.44 g/L) was noted;
however, indirect immunofluores-
cence findings were negative.

A % s = 1

magnification x10).

With a definitive diagnosis of lin-
ear IgA disease, this man was treated
with dapsone (50 mg/d) and taper-
ing doses of steroids, to which he re-
sponded. An ophthalmology review
revealed no conjunctival lesions. His
recovery was uneventful apart from
arelapse of oral ulceration following
the use of oral antibiotics, which was
managed by discontinuation of the of-
fending antibiotic and increased cor-
ticosteroid dose.

— T

Extensive oral ulceration, bulla for-
mation, and desquamative gingivitis
are manifestations of various derma-
toses and also of more diverse enti-
ties such as trauma, drug reaction, in-
fection, neoplastic disease, and
systemic disorders. Thus, the pa-
tient may come under the care of a
number of medical and dental spe-
cialists. Even with an accurate clini-
cal assessment and a diagnostic bi-
opsy specimen showing subepidermal
bulla formation, the differential di-
agnosis includes such entities as ci-
catricial pemphigoid, bullous pem-
phigoid, bullous lichen planus,
epidermolysis bullosa acquisita, and
dermatitis herpetiformis.? Direct and
indirect immunofluorescence tests
are therefore necessary for a defini-
tive diagnosis.

Linear IgA disease is a subepi-
dermal blistering disorder of un-
known cause with 2 recognized

Figure 3. Buccal mucosa. Subepithelial split containing eosinophils (hematoxylin-eosin, original
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Figure 4. Buccal mucosa. Direct
immunofluorescence illustrating a linear
subepithelial band of IgA (original magnification
x10).

clinical variants: (1) chronic bul-
lous dermatosis of childhood, oc-
curring in the first decade of life, and
(2) adult linear IgA disease, present-
ing usually in the later years of life
and with a peak incidence in pa-
tients aged 60 to 65 years.’ Histo-
logic and immunopathologic find-
ings are essentially the same in both
variants, and they may share the
same target antigen.

Patients with adult linear IgA
disease are more often female than
male (2:1).* The disease has a het-
erogeneous presentation that may
clinically resemble dermatitis her-
petiformis, bullous pemphigoid, or
other bullous disorders.” It can
affect any skin site but has a predi-
lection for the trunk, limbs, hands,
face, and perioral region. Extracu-
taneous sites of disease include na-
sal, conjunctival and genital areas,
and oral mucosa, and it often re-
sults in extensive scarring.

Gluten-sensitive enteropathy has
been reported in 25% to 33% of pa-
tients with adult linear IgA disease but
in milder form than that associated
with 90% of patients with dermatitis
herpetiformis.* Other diseases asso-
ciated with IgA disease include ulcer-
ative colitis,® rheumatoid arthritis,”
lymphoma,?® other malignant tu-
mors,’ and immune complex glo-
merulonephritis.'® It has also fol-
lowed the therapeutic use of various
drugs, including antibiotics.

e

magnification x4).

Histologic features in the oral
cavity are similar to those of the skin
and include subepithelial vesicles or
bullae formation. Microabscesses
and an eosinophil infiltrate may be
present in the superficial corium. In
addition, a scanty infiltrate of lym-
phocytes usually surrounds the small
vessels in the superficial corium."

A homogeneous linear deposi-
tion of IgA along the basement mem-
brane zone is found by direct im-
munofluorescence in skin samples
of all patients with linear IgA, often
in the oral mucosa. This is in con-
trast to the pattern of IgA deposi-
tion in dermatitis herpetiformis,
where granular IgA deposits are
found usually only at the tips of con-
nective tissue papillae.'* It is worth
noting that IgA deposition may also
be seen in nonlesional tissue in both
conditions. Bullous pemphigoid and
cicatricial pemphigoid lack IgA
deposition completely; instead, the
autoantibody in these entities tends
to be IgG."> A low serum titer of IgA
antibasement membrane zone anti-
body is present in approximately
30% of patients.*

Figure 5. Pharynx. Strips of epithelium with no underlying stroma (hematoxylin-eosin, original

The target antigens in linear
IgA disease are multiple, and the
autoantibodies of this disease react
with more than 1 site on an anti-
gen. The most significant antigen
is the BP180 bullous pemphigoid
antigen and its shed ectodomain or
extracellular collagenous domain
known as LAD1.'*!> Most immu-
noelectron microscopy studies
have shown the IgA deposits to be
below the lamina densa,'*!® while
others have demonstrated deposits
within the lamina lucida or within
both the lamina lucida and the sub-
lamina densa regions.

Treatment of oral manifesta-
tions of linear IgA disease'”'® may
prove difficult. Often the oral ulcer-
ation, bullae, and desquamative gin-
givitis fail to respond to topical or sys-
temic steroids alone, a feature that
suggests the diagnosis, as in this case.
Dapsone (a sulfonamide) used on its
own or in combination with low-
dose systemic steroids is usually ef-
fective.' Sulfapyridine has also been
used successfully to treat these oral
lesions.! Colchicine and tetracy-
cline combined with nicotinamide®
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have been used as effective therapy
for linear IgA disease. Despite its
poorer response to steroid therapy,
linear IgA disease normally has a less
aggressive clinical course than cica-
tricial pemphigoid, and unlike cica-
tricial pemphigoid, a large percent-
age of cases resolve spontaneously.

In retrospect, one might won-
der if this patient should have been
diagnosed earlier. Recognition of
desquamative gingivitis as an en-
tity distinct from other ulcerative
conditions in the oral cavity might
have helped in an earlier and more
accurate diagnosis of linear IgA. The
multiple biopsy specimens taken
from this patient’'s pharynx and
esophagus showed long strips of
squamous epithelium with no at-
tached underlying stroma (Figure 5),
which are surely the histologic
equivalent of the Nikolsky sign.
Many biopsy specimens taken from
this area will be superficial, but per-
haps the presence of abundant epi-
thelium without underlying stroma
in the setting of an ulcerative con-
dition should prompt consider-
ation of the possibility of a blister-
ing disorder.

In conclusion, this case study
serves to highlight the problems as-
sociated with the diagnosis of ve-
siculobullous diseases presenting
primarily with mucosal involve-
ment, and particularly within the set-
ting of referral to medical special-
ists unfamiliar with the entity of
desquamative gingivitis and its di-
agnostic importance. Linear IgA dis-
ease may manifest solely as recalci-
trant oropharyngeal ulceration with

desquamative gingivitis, and this
needs careful clinical, histologic, and
direct immunofluorescence assess-
ment for accurate diagnosis and op-
timal patient outcome.
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