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Sir,

Many of the diseases reported in association with

coeliac disease (CD) are linked to the histocompatibility

antigen HLA-DR3, such as dermatitis herpetiformis

(DH) and Type 1 diabetes mellitus (1, 2). DH is

characterized by granular IgA deposits in the base-

ment membrane zone. It has recently been shown that
epidermal transglutaminase is the autoantigen of DH, as

opposed to CD, in which tissue transglutaminase is

the main autoantigen (3). DH is rare in coeliac children.

Thus, in our Paediatric Clinic we have over the past

25 years diagnosed only one case of DH among 220

consecutive cases of CD. The bullous disease referred to

as chronic bullous dermatosis of childhood (CBDC)

typically presents as itchy, urticated papules and plaques
as well as polycyclic lesions with blisters at the edge,

located in the face and perineum (4). CBDC is dis-

tinguished from DH, apart from differences in clinical

appearance and age at onset, by exhibiting linear deposits

of IgA at the basement membrane zone. The same pattern

of IgA is seen in linear IgA disease of adults. There is

much overlap between these diseases (5). However,

according to the literature, CBDC, unlike DH, is not
associated with gluten-sensitive enteropathy (6), although

this is contradicted by the present case report.

CASE REPORT

A 3.5-year-old boy, who had previously been healthy and had

normal growth, was first seen by a dermatologist because of

itchy blisters on the arms. A diagnosis of impetigo contagiosa

had previously been made, but since the condition had

deteriorated the boy came under specialist care. There were no

gastrointestinal symptoms. At presentation he had blisters on

the arms, legs, neck and in the genital region (Fig. 1). The blisters

were arranged in an annular pattern. No mucosal changes were

observed. Histological examination of a skin biopsy showed

subepidermal blisters. Direct immunofluorescence analysis of

another skin biopsy obtained at the same time showed marked

linear deposits of IgAalong the junction zone, aswell as granular

deposits of IgM and complement at the same level. A diagnosis

of CBDCwasmade. Treatment with dapsone was instituted at a

daily dose of 1.67 mg kg21, giving a fairly good response. The

dose was obviously not optimal, but was kept at this level owing

to the parents’ fear of side effects. Bouts of new lesions kept

appearing at an interval of some months, and topical steroids

and topical antibiotics were added.

At 4 years of age, subnormal levels of serum iron and zinc

were found. Further haematology investigation revealed

normal Hb, WBC count, thrombocyte count, liver function

tests, serum folate and cobalamine, and S-IgA anti-gliadin

antibodies (AGA), whereas S-IgA anti-endomysium antibody

(EMA) was positive at titre 1/20 (ref value v1/10). A peroral

small-bowel capsule biopsy from the distal duodenum showed

a light microscopically normal mucosa without an increased

number of intraepithelial lymphocytes. The boy was kept on a

normal diet including gluten.

At 6.1 years of age AGA were still normal but EMA had

increased to 1/640. Six months later EMA was even higher,

1/1,280. The boy still had no obvious gastrointestinal

symptoms. A re-biopsy of the small bowel now showed

hyperplastic villous atrophy of the crypts, severe inflamma-

tory activity and increased numbers of intraepithelial

lymphocytes – changes all consistent with CD. A gluten-

free diet was instituted and the dapsone dose was reduced to

half of the original dose. At follow-up 4 months later, the boy

had only slight perioral changes. Serological markers of CD,

now including both EMA and IgA anti-transglutaminase

antibodies, were negative. The treatment with dapsone was

stopped. A small-bowel biopsy after one year of gluten-free

diet showed a normal mucosa.

Fig. 1. Child with chronic bullous dermatosis of childhood. Blisters

on the neck (a) and in the genital region (b) arranged in an annu-

lar pattern.
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DISCUSSION

There are some previous case reports of a suspected

association between CBDC and CD. However, in those

cases small-bowel biopsy was either not performed or

showed a result not fully consistent with a diagnosis of

CD. To our knowledge this is the first report of an

association between CBDC and biopsy-verified CD

meeting the current revised criteria for the diagnosis

of CD in children (7). Of course the simultaneous

occurrence of CBDS and CD may have been coin-

cidental. The remission of CBDC 3 years after debut

could have been spontaneous. It could also be that our

diagnosis of CBDC was incorrect and that the boy’s

bullous disease was in fact DH. However, the finding of

linear IgA deposits in the skin biopsy of our patient

strongly indicates CBDC.

There is some evidence that serum antibodies to

gliadin and/or endomysium increase above normal

levels in patients with CD (8) or DH (9) prior to the

development of an obvious mucosal abnormality. This

seems to be the case in our patient, in whom the EMA

level was elevated at the time of the first small-bowel

biopsy, which showed a histologically normal mucosa.

It may also be that our patient had a patchy mucosal

lesion, which is the usual finding in adults with DH

(10), and that the first capsule biopsy missed the

pathology.

In spite of low serum iron and zinc indicating mal-

absorption and a positive EMA as early signs of CD,

the first small-bowel biopsy did not show an entero-

pathy on light microscopy. In particular, there was no

increase in the number of intraepithelial lymphocytes

(IEL), which is supposed to be the first light-micro-

scopically detectable alteration of the small intestinal

mucosa in CD (8). In fact, increased IEL is reported to

occur prior to an increase in lamina propria lympho-

cytes or other changes of the small-bowel mucosal

architecture in patients with CD (8) and DH (11).

Taken together, these observations indicate that

patients with CBDC may have an atypical form of

CD with an immunopathogenesis that differs from

current concepts in CD.

CD is one of the most common chronic disorders in

Swedish children (12). It is well documented that a

child with an undiagnosed or inadequately treated CD

runs a definite risk of impaired growth, delayed

pubertal development, various nutritional deficiencies,

osteoporosis, infertility, decreased well-being and pos-

sibly an increased risk for autoimmune disorders (13).

The gastrointestinal symptoms of an undiagnosed CD

are often less clear-cut in older children than in infants

and toddlers. The present case illustrates this fact. The

boy had no obvious gastrointestinal complaints, which

is also a common finding in children with DH (14).

This indicates that children with long-standing or

relapsing itchy, bullous skin lesions appearing in the

face or in the perineal region should be serologically

screened for CD and, if seropositive, submitted to

small-bowel biopsy even in the absence of gastroin-

testinal symptoms.

Finally, our case illustrates that serological screening

for CD may need to be repeated in children with CBDC

in order not to miss a coeliac diagnosis. HLA-typing of

the patient may increase the efficacy of serological

screening, since the HLA combination DQA1*0501,

DQB1*0201 coding for DQ2 molecules is found in 98%
of CD patients in Northern Europe (15).

REFERENCES

1. Collin P, Reunala T, Pukkala E, Laippala P, Keyrilainen
O, Pasternack A. Coeliac disease-associated disorders and
survival. Gut 1994; 35: 1215 – 1218.

2. Poon E, Nixon R. Cutaneous spectrum of coeliac disease.
Aust J Dermatol 2001; 42: 136 – 138.

3. Sardy M, Karpati S, Merkl B, Paulsson M, Smyth N.
Epidermal transglutaminase (Tgase 3) is the autoantigen
of dermatitis herpetiformis. J Exp Med 2002; 195: 747 –
757.

4. Wojnarowska F, Eady RAJ, Burge SM. Bullous erup-
tions. In: Champion RH, Burton JL, Burns DA, Breath-
nack SM, eds. Textbook of dermatology. 6th edn.
Oxford: Blackwell Science, 1998: 1880 – 1884.

5. Wojnarowska F, Marsden R, Bhogal B, Black M.
Chronic bullous disease of childhood, childhood cicatri-
cial and linear IgA disease of adults. A comparative study
demonstrating clinical and immunopathological overlap.
J Am Acad Dermatol 1988; 19: 792 – 805.

6. Chorzelski TP, Jablonska S. IgA linear dermatosis of
childhood (chronic bullous disease of childhood). Br J
Dermatol 1979; 101: 535 – 542.

7. Walker-Smith JA, Guandalini S, Schmitz J, Shmerling
DH, Visakorpi JK. Revised criteria for diagnosis of
coeliac disease. Arch Dis Child 1990; 65: 909 – 911.

8. Lionetti P. The enteropathy of celiac disease. J Pediatr
Gastroenterol Nutr 2002; 34: S18 – 21.

9. O’Mahony S, Ferguson A. Similarities in intestinal humo-
ral immunity in dermatitis herpetiformis without entero-
pathy and in celiac disease. Lancet 1990; 335: 1487 – 1490.

10. Scott BB, Losowsky MS. Patchiness and duodenal-jejunal
variation of the mucosal abnormality in coeliac disease
and dermatitis herpetiformis. Gut 1976; 17: 984 – 992.

11. Vecchi M, Crosti L, Berti E, et al. Increased jejunal
intraepithelial lymphocytes bearing c/dT-cell receptor in
dermatitis herpetiformis. Gastroenterology 1992; 102:
1499 – 1505.

12. Ivarsson A, Persson LA, Nyström L, et al. Epidemic of
coeliac disease in Swedish children. Acta Paediatr 2000;
89: 165 – 171.

13. Fasano A, Catassi C. Current approaches to diagnosis
and treatment of celiac disease: an evolving spectrum.
Gastroenterology 2001; 120: 636 – 651.

14. Reunala T, Kosnai I, Karpati S, Kuitunen P, Torok E,
Savilahti E. Dermatitis herpetiformis: jejunal findings and
skin response to gluten-free diet. Arch Dis Child 1984; 59:
517 – 522.

15. Sollid LM, Markussen G, Ek J, Gjerde H, Vartdal F,
Thorsby E. Evidence for a primary association of celiac
disease to a particular HLA-DQ alpha/beta heterodimer.
J Exp Med 1989; 169: 345 – 350.

Letters to the Editor 159

Acta Derm Venereol 84


