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SUMMARY

A case of linear IgA dermatosis in a 71-year-old female patient is reported. She was previously treated
with enalapril for arterial hypertension in the course of several years. At the last admission she mentioned
that oral lesions have been appearing periodically, blister have been noticed about 2 months before.
Histopathology revealed a subepidermal blister, and direct immunofluorescence disclosed linear IgA as
well as granular C3 deposits along the epidermal basement membrane. The treatment with
methylprednisolon starting with a dosis of 125 mg i.m. was successful. Additionally, dapsone was applied
in a dosis of 100 mg daily, but it had to be discontinued because of methemoglobinemia. The dosis of
methylprednisolon was gradually decreased and she left the hospital with 32 mg daily.

Introduction

Linear IgA dermatosis (LAD) is an autoimmune
vesicobullous subepidermal dermatosis rarely observed
in Western Europe. Infections, drugs or malignant
processes may provoke it, but sometimes it is of
idiopathic origin. It seems to be more frequent in China,
Malaysia, Sri Lanka and Thailand (1). Clinically it bears
resemblance to bullous pemphigoid or to dermatitis
herpetiformis. Both children and adults may be
involved. The diagnosis can be confirmed by direct
immunofluorescence (DIF), displaying linear IgA
deposits along the epidermal basement membrane. The
autoantibodies are of the IgA class, which is a rather
rare event among the autoimmune disorders. A

complexity and heterogeneity of the target antigens in
different patients with LAD have been established (2).
Incriminated antigens are proteins with molecular
weight of 285 kD as well as the 97 kDa and 120 kDa
which appear to be fragments of extracellular domain
of bullous pemphigoid antigen BP 180 (type XVII
collagen). BP 230 antigen located in the lamina lucida
of the basal membrane, collagen VII, which is a
component of anchoring fibrils as well as some still non-
identified antigens, may also be involved (2). A strong
association between the disease and autoimmune
haplotypes HLA-B8, CW7 and DR3 has been reported
3.
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The disease affects people of all ages, but two peaks
can be observed: the chronic bullous disease of child-
hood appearing before the age of five and the adult
linear IgA disease appearing after the age of sixty years
(4). In children the onset is usually acute, papules, urti-
carial plaques and polycyclic lesions with blisters are
situated mainly on the face and perineum, however the
trunk, thighs, limbs, as well as hands and feet may also
be involved. Mucosal involvement is common (mouth,
nose or esophagus) so that erosions and ulcers are not
uncommon. A mild or severe pruritus or burning sensa-
tion accompanies these lesions.

In cases triggered off by drugs, e.g. vancomycin,
phenitoin, somatostatin, amiodarone, lithium or
captopril, a remission may follow the withdrawal of the
incriminated drug (5). In idiopathic cases the treatment
should be started with a dosis of 25-50 mg of dapsone
daily, which has to be increased stepwise to 100-150
mg daily. As dapsone may cause a hemolytic anemia,
decreased hemoglobin values or even methemoglobi-
nemia, the enzyme glucose-6-phosphate dehydro-
genase has to be assayed before beginning the treat-
ment. Clinical symptoms of methemoglobinemia are
cyanosis, breathlessness and stenocardia. As an alter-
native drug sulphapyridine 250 mg to 3 g daily can be
administered.

In resistant cases where the above mention treatment
has failed systemic corticosteroids should be used, in a
few patients beneficial effects after an application of
azathioprine or cyclosporin have been reported (2).

Case report

A 71-year-old female patient appeared for consul-
tation in July 1998. Two months before she had obser-
ved a blister on her left arm, followed by more blisters
on various areas of the skin. She also complained of
the oral mucosa lesions and told that she was taking 2 x
20 mg enalapril (Olivin®) daily during a couple of years
for her arterial hypertension. A skin biopsy was perfor-
med at that time and the slide No. 774/98 was read as
bullous pemphigoid or pemphigus vulgaris. DIF reve-
aled a faintly positive linear IgA and IgG deposits
associated with fine granular immunostaining for C3 at
the epidermal basement membrane zone. Diffuse
interstitial deposits of fibrin/fibrinogen were observed
in the dermis. The pathologist expressed the opinion
that the IgA deposits were faint and did not justify the
diagnosis of linear IgA dermatosis and the diagnosis
bullous pemphigoid was suggested.

July 31, 1998 she was admitted to the Department
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of Dermatology of the University Medical Center in Ljub-
ljana. A second biopsy was performed.

Immunopathology displayed a definite linear depo-
sition of IgA along the basement membrane (++), accom-
panied by less expressed linear IgG deposits (+) as well
as granular and partially linear C 3 deposits (+/++).

The definite diagnosis at that time was linear IgA
dermatosis, which was confirmed also by indirect immu-
nofluorescence test (IIF) on normal skin. Positive IgA
but not IgG pemphigoid autoantibodies were demon-
strated.

The routine laboratory tests as well as the x-ray and
the ultrasound examinations were within normal limits.

Treatment with methylprednisolon (Solumedrol®)
125 mg i.m. daily was introduced, the dosis being gra-
dually decreased. After 18 days 84 mg of methylpred-
nisolon (Medrol®) were given orally per day. Additio-
nally, she received 100 mg of diaminosulphon (Dap-
son®) daily, but the drug had to be discontinued because
of methemoglobinemia. She was given also ranitidin
(Ranital®) and nystatin (Mycostatin®). The oral lesions
were treated with 0.1% triamcinolone and 1% xylocain.
The patient also received antibiotics twice: the first time
due to an infection following the biopsy, and the second
time because of a paronychia.

The skin lesions healed in two weeks after the intro-
duction of treatment, but mucosal lesions resolved two-
month later. She was discharged from the hospital after
72 days being still on 32 mg of Medrol and was advised
to reduce its dosis gradually. Olivine was supplemented
by losartane (Cozaar®) 50 mg daily.

Figure 1. The 71-year-old patient with linear IgA
dermatosis: oral lesions.
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Figure 2. Direct immunofluorescence showing
fine linear deposition of IgA along the epidermal
basement membrane zone. Original
magnification x 130.

Discussion

LAD is clinically and immunologically a relatively
well-defined nosologic entity.

The disease is characterized by circulating and tissue
bound IgA antibodies against heterogeneous antigens
located in the cutaneous basement membrane zone.
Some of these antibodies were defined by molecular
weight and localization. Application of split skin
technique has demonstrated that the majority of anti-
bodies bind to the epidermal side of the lamina lucida,
whereas the rest adheres to the dermal side of the arti-
ficial blister, and a few are of a combined pattern (6,7).
Certain authors distinguish between specific LAD anti-
gens (285 kDa, 97/120 kDa, ladinin) and shared LAD
antigens (BP 230, BP 180, collagen VII and some further
antigens) (8,9). The described immunological hetero-
geneity could be responsible for variations in the clinical
course of LAD.

It has been demonstrated in recent studies that the
basal keratinocyte surface antigen, BP 180, known to
be type XVII collagen, is a major shared target antigen
for autoantibodies produced by patients with various
blistering diseases, including bullous and cicatricial
pemphigoid, herpes gestationis, lichen planus pemphi-
goides, and LAD (10). A characteristic finding of linear
immunoglobulin binding mostly associated by comple-
ment deposits along the epidermal basement membrane

zone is of major significance in the diagnosis of bullous
dermatoses. It is desirable that this cbservation is
confirmed also by indirect immunofluorescence de-
monstrating positive autoantibodies in the patient’s
serum.

On the other hand, clinical, histomorphological and
immunohistological heterogeneity is presumably
caused by differences in fine epitope specificity, the
isotype of autoantibodies and associated effector
mechanisms. Thus, IgG autoantibodies are distinctive
for pemphigoid and herpes gestationis, while IgA auto-
antibodies characterize LAD. However, the simultaneous
positivity for IgG and IgA observed in some patients
makes the distinction especially between bullous/
cicatricial pemphigoid and LAD difficult. In such cases,
the comparison of intensity of particular immunoglo-
bulins is of major relevance for making the proper dia-
gnosis. This is well illustrated with our case report. The
patient had in the first skin biopsy scanty positive linear
IgG and IgA deposits along the epidermal basement
membrane, which did not permit the differentiation
between bullous pemphigoid and LAD. Since LAD is a
fairly rare condition, bullous pemphigoid was sugge-
sted as more likely diagnosis. However, the diagnosis
of LAD was enabled by the second skin biopsy showing
clear predominance of IgA over 1gG in linear epidermal
basement membrane deposits. In addition, the diagnosis
of LAD was confirmed by positive IgA and negative IgG
pemphigoid antibodies detected by indirect immuno-
fluorescence.

Certain observations indicate the possibility that LAD
may be provoked by the use of drugs e.g. vancomycin,
captopril, phenitoin, and amiodaron (11,12). In this con-
text we would like to express opinion that drugs are
important triggering factors.

Reports exist demonstrating that in contrast to der-
matitis herpetiformis there is no tissue transglutaminase
in the sera of LAD patients (12).

In addition to skin involvement lesions of the oral
mucosa and conjunctiva were reported (13). Ulcerative
colitis (14) and balanitis (15), as well as psoriasis (16)
were also reported appearing simultaneously with skin
involvement.

In conclusion we would like to point out that the
treatment with methylprednisolon was efficient in our
patient. After almost two years there are no skin lesions
and just mild erosions are appearing on the pressure
sites exhibited by the artificial denture. She is still on a
maintaining dosis of 20 mg methylprednisolon (Med-
rol®).
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