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IgA Class Reticulin Antibodies in Dermatitis herpetiformis:
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Fifty patients with dermatitis herpetiformis (DH) were examined. Reticulin antibodies
(RA) were found in 34 (68 %) patients: 25 (73 %) of them had 1gA class RA. seven (21 %)
had 1gA and 1gG class RA, and two (6 %) had 1gG class RA. A good correlation was found
between the occurrence of RA and the presence of jejunal villous atrophy. Twenty-four
(96 %) of the patients with subtotal villous atrophy and nine (82 %) with partial villous
atrophy had RA as compared to only one (7%) of the 14 patients with normal jejunal
mucosa. Gluten-free diet treatment caused disappearance of RA in every patient, suggest-
ing that RA measurements can also be used in DH for monitoring adherence to the diet
treatment. Key words: Reticulin antibodies; Jejunal villous atrophy: Gluten-free diet.
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Performing jejunal biopsies on patients with dermatitis herpetiformis (DH) has revealed
villous atrophy in about 3/4 of the patients, although only a few show gastro-intestinal
symptoms (1). The search for serological methods to detect mucosal damage has included
the measurement of reticulin antibodies (RA) using immunofluorescence techniques.
However, before Ljunghall et al. (2) demonstrated that RA can be exclusively of IgA class,
these antibodies did not seem to be of any particular diagnostic importance either in
coeliac disease or DH (3-6). The purpose of the present study was to correlate the
occurrence of RA in relation to mucosal damage and to study the effect of gluten-free diet
(GFD) on these antibodies in patients with DH.

PATIENTS AND METHODS

Fifty consecutive DH patients (30 males, 20 females: age range 12-61 years) were examined. The
diagnosis was confirmed by showing granular IgA deposits in the skin. A jejunal biopsy was
performed and the mucosal changes were graded as subtotal villous atrophy (SVA), partial villous
atrophy (PVA) or normal mucosa as previously described (7). Serum samples were collected at the
time of the jejunal biopsy and thereafter during the follow-up of the diet treatment (range 3 to 36
months). Thirty-one patient were followed on a GFD and two on a normal diet. The serum samples
were stored at —20°C and were examined with indirect immunofluorescence for R, type RA by using
unfixed cryostat sections of rat kidney and liver as antigen (4). The sera were screened at a dilution of
1/50 and 1/100 with polyvalent FITC-conjugated goat antihuman antiserum (Kallestad, Austin, Tx,
USA). The positive scra were further examined with monospecific FITC-conjugated rabbit antihuman
IgA and IgG antiserum (Dakopatts a/s, Copenhagen, Denmark) as previously described by Miki et al.
8).

RESULTS

RA were found in 34 (68 %) patients. Twenty-four (96 %) of the paticnts with SVA, nine
(82%) of the patients with PVA and one (7%) with normal mucosa had RA (Fig. 1). RA
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were mainly of IgA class and the titres ranged from 1/50 to 1/4000. Of the patients with
positive RA, 73 % had IgA class RA, 21 % had IgA and IgG class RA and 6% had 1gG class
RA. The only patient with RA and normal mucosa had [gG RA but no IgA class
antibodies.

During the follow-up period of two years, GFD treatment led to the disappearance of
RA in all but one patient (Fig. 1). In this case the disease was very active and a decrease in
the daily dapsone medication was not possible until three years on a GFD. After this
period the first negative IgA RA samples were found. One patient whose IgA class RA
became negative during a GFD returned to a normal diet, and after three months demon-
strated RA again. The patient reverted to a GFD and RA fell to normal levels within two
months. Two patients with normal mucosa and with negative RA continued on a normal
diet but did not later demonstrate RA.

DISCUSSION

RA have been found in increased frequency in coeliac diseasc and DH. Previous studies
on DH have detected frequencies from 12 % to 42 % (2--6. 9). In the present study we found
RA in 68 % of our DH patients and confirmed the finding of Ljunghall et al. (2) that these
antibodies can be exclusively of IgA class. That the overall frequency of RA was much
higher than in previous studies is difficult to explain, especially when we used a rather high
screening titre (1/50) and included only R, type RA in the final analysis. Previously our
method proved very sensitive and also specific in childhood coeliac disease suggesting that
the lower figures found in other studies could be due to different antisera used in the RA
determinations (8).

In the present study we showed that RA were especially evident in DH patients with
villous atrophy: 96 % of patients with SVA had RA and the frequency was as high as 82 %
In patients with PVA. In accordance with this, Lancaster-Smith et al. (5) and Ljunghall et
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al. (9) also found RA often in DH patients with SVA, but in their series the frequency was
only 40 % as compared with 93 % in our study. Most of our DH patients had IgA class RA
and it seems evident that these antibodies are good markers for jejunal damage in DH but,
as is also shown in the present study, a negative IgA RA titre does not exclusively rule out
the presence of SVA.

The antigen to RA is not known, and the hypotheses of immune response to dietary
reticulin, altered small bowel mucosal reticulin or cross-reactivity between reticulin and
gliadin has been presented (S, 10). It is evident that RA are not specific for DH because
these antibodies also occur in coeliac disease (5, 6. 8). However, the fact that the antibody
class is mainly IgA suggests the gastro-intestinal origin of RA. In the present study GFD
treatment caused a rapid disappearance of RA from the serum of DH patients. suggesting a
relationship to mucosal recovery similar to that which has been found in coeliac disease by
Maki et al. (8). Control jejunal biopsies were not performed on DH patients, but indicating
diminished disease activity all but two of the thirty-one patients on a GFD had decreased
daily dapsone dose at the time of negative RA titres. One patient was an exception. In this
case the patient had positive IgA RA titres after two years on a GFD and he could not
decrease the dapsone dose. He insisted failures on adherence to GFD, and negative RA
titres were not found until after three years on a GFD. In one patient we demonstrated
fluctuating RA titres according to her adherence to GFD but the two patients with normal
mucosa and negative RA who continued on a normal diet did not show positive RA titres.
However, more patients and longer follow-up periods are necessary to confirm that
changes from negative to positive RA do not occur in DH patients adhering to normal
diets.

In conclusion, we found a high frequency of RA in DH patients with jejunal villous
atrophy, showed that RA were mainly of IgA class and demonstrated that RA disappears
rapidly during GFD treatment.
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