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MALIGNANT DISEASE IN DERMATITIS HERPETIFORMIS

Tore Mansson
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Abstract. In a group of nine patients with dermatitis
herpetiformis examined for gastrointestinal abnormalities
five developed malignant growths during an observation
period of three years. The malignant deterioration could
not be due solely to celiac disease. Dermatitis herpeti-
formis as such, or sulfone treatment, may perhaps in-
volve increased risk of malignant disease.

In most cases of coexisting dermatitis herpeti-
formis and carcinoma on record both conditions
have been recognized at roughly the same time
(1, 20). Successful treatment of the carcinoma has
sometimes been followed by regression of the pa-
tient's skin symptoms (!, 4). But there is no
evidence of an increased risk for the patient with
dermatitis herpetiformis to develop a malignant
disease later on.

This paper concerns the appearance of car-
cinoma in § out of 9 patients with dermatitis
herpetiformis during an observation period of 3
years. An investigation as to gastrointestinal func-
tion in these 9 patients has been published pre-
viously (2). All 9 patients were sulfone-dependent
and in other respects too they belonged to Smith’s
smaller group with uniform symptoms, signs and
course of illness (22). They had been selected for
gastrointestinal study because of anemia or their
need of unduly large doses of sulfone.

CASE REPORTS

For details concerning laboratory studies, see Table I.
The results given in the table refer to the earlier in-
vestigation of the patients in 1968 (2). For the sake of
lucidity the table includes only one disaccharidase (sac-
charase) and one dipeptidase (tL-alanyl-L-proline-dipep-
tidase) of the jejunal mucosa.

Case 1
A man, born in 1895, with a long history of recurrent

duodenal and gastric ulcer was subjected to gastric re-
section (BI) in 1948. In 1950 (he was then SS5) he

developed dermatitis herpetiformis. From 1951 to 1955
he was successfully treated with sulfapyridine. But sulfone
therapy, started in 1957, had a much better effect,
especially on exacerbations. During remissions the pa-
tient could almost skip medication. From 1964 the
disease was more continuously active and in some periods
the patient took more than 100 mg diamonodiphenyl-
sulfone per day. In 1968 the man was admitted to
hospital because of anemia (Table I). He then had
hemolysis, and the serum iron bordered the lower limit
of the normal range, but the serum folate and B,, were
normal and the sternal bone marrow showed nothing
remarkable. The roentgen appearance of the residual
stomach and of the small intestinc was normal. The
colon had no demonstrahle stenosing process. There was
no malabsorption, and peroral mucosal biopsy of the
small intestine showed normal morphology and normal
enzymes of the mucosa. lron therapy had but little ef-
fect on the anemia. In April 1969 a tumour of the
right testicle was noticed. It proved to he a metastasis
from an adenocarcinoma of the cecum. The ileocecum
was resected. but metastases were found in mesenteric
lymph nodes.

Cuse 1

A man, born in
gastric resection

1912, was operated upon in 1959 with
(BIl) because of recurrent duodenal
ulcer. One year after the operation dermatitis herpeti-
formis appeared. The skin disease responded well to
diaminodiphenylsulfone, but the patient often required
more than 100 mg per day. In 1968 the patient had
moderate anemia and was admilted to hospital for in-
vestigation (Table 1). Examination revealed hemolysis
and a sternal marrow dominated by cells of the
erythropoetic system. There was also moderate hypo-
gammaglobulinema (0.46 g¢;100 ml). There were no
signs of malabsorption and the jejunal mucosa appearcd
normal. In 1970 the right cervical lymph nodes werc
enlarged. Biopsy and cytology confirmed the diagnosis
of IHodgkin's disease. The appearance of the lymphadeno-
pathy was accompanied by such regression of the skin
disease that the patient could almost manage without
sulfone therapy.

Cuse 11

A man, born in 1909, developed dermatitis herpetiformis
in 1940. His brother suffers from celiac disease. The
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Table 1. Clinical and laboratory findings in the patients in 1968

DH- Sulphone Hacmo- Hapto- Serum
dura- treat- globin globin iron
Pat. Age tion ment (g per (mg per Sternal (y1g per
no. Sex (y.) (y.) (v.) 100 ml) 100 ml) marrow 100 ml)
1 35 73 18 8 9.9 30 Normal 75
2 ) 56 8 7 11.6 17 Increased 200
erythropoesis
3 5 59 28 6 12.8 12 Normal 130
4 3 65 20 9 7.6 143 Increased 25
erythropoesis
5 3 45 8 5 12.0 13 Normal 65
Normal values 13.2-16.6 25-180 75-175

a

— =not analysed. ? Units per gram protein.

paticnt smoked. on the average. 100 cigarettes a week.
In 1946 he had a long spell of diarrhea. In 1957 wuber-
culous lesions apically in the right lung were detected.
They were conceived as inactive and they remained un-
changed during observation up to 1966.

In about 1942 1the patient had been treated with
arsenic because of his dermatitis herpetiformis. For long
periods he received no trecatment, but from 1962 he was
successfully treated with diaminodiphenylsulfone, though
he sometimes rcquired more than 100 mg a day. In 1968
he was admitted to hospital for investigation. He then
had a rather well compensated hemolysis. The jejunal
mucosa was abnormal, but there was no malabsorption
(Table I).

In 1969 his general condition deteriorated with anorexia
and loss of weight. Chest X-ray revealed a right-sided
parenchymal process basally in the upper lobe and
bronchoscopy showed a poorly diffcrentiated squamous
cell carcinoma in the right main bronchus. The tumour
was inoperable and was treated with radiation. The pa-
tient died some months later. During the last few months
before death the skin lesions were much less troublesome
and did not require such a large dosc of sulfone.

Case 1V

A man, born in 1903, developed dermatitis herpetiformis
in 1949. At 4 years he had had poliomyelitis and since
then he had had paresis of the left arm and right lower
leg. Until 1956 he was treated with sulfapyridine be-
cause of his skin disease. From that year on, the sulfa-
pyridine was successfully replaced by diaminodiphenyl-
sulfone but with a dosage of 200 mg a day. From 1960
the patient had anemia refractory to iron therapy. He
was therefore admitted to hospital in 1968. Examination
there revecaled hemolysis and iron deficiency. The in-
testinal mucosa appeared normal. but the patient had
stcatorrhea (Table 1I). Chest X-ruy showed nothing
remarkable. In 1970 the patient complained of increasing
respiratory symptoms and cachexia. Shortly before the
patient died roentgen examination revealed bronchial
cancer. Autopsy showed a moderately differentiated ade-
nocarcinoma originating from a bronchus in the upper
lobe of the right lung.
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¢ Units per mg nitrogen.

Case V

A man, born in 1923, developed dermatitis herpetiformis
in 1960. He was successfully treated from the very be-
ginning with diaminodiphenylsulfone but required 150 mg
a day 10 control the disease. In 1968 the patient was
hospitalized because of anemia. Examination revealed
hemolysis, steatorrhoea and abnormal intestinal mucosa
(Table I). For some months the patient was on a
giuten-free diet. The intestinal mucosa improved and
the patient gained 5 kg in weight. After half a year the
patient found it difficult to observe the diet and then
he lost the 5 kg. In 1970 he complained of pain over
the right ductus deferens. The proximal part of the
prostate was found o contain pea-sized diffuse nodules
and urethro-cystography showed that the mucosal relief
in the pars prostatica urcthrae was irregular. Fine-needle
aspiration biopsy of the prostate produced cells of
moderately to poorly differentiated cancer. The patient is
now being treated with estrogen. and prostatectomy is
contemplated.

DISCUSSION

The finding of malignant diseases in these 5 pa-
tients of an admittedly selected group of 9 is
remarkable, More or less severe enteropathy was
diagnosed in 7 of the 9, including 3 who after-
wards developcd cancer. The remaining 2 patients
were subjected to gastric resection and both now
have a malignant disease.

A relationship between dermatitis herpetiformis
and the development of malignant disease has
recently been discussed. Gjone & Nordoy reported
a patient with dermatitis herpetiformis, steator-
rhoea and probably reticulum cell sarcoma in the
abdomen and one with dermatitis herpetiformis,
gluten enteropathy and renal carcinoma (8).
Horgan reported a patient with dermatitis herpeti-
formis and carcinoma of the lung (13).
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Small intestinal mucosa
Serum Serum 5h Faccal-
TIBC folate Bia urinary fat r-alanyl-
(g per (ng per (pg per Schilling xylose excret. L-proline-
100 ml) mi) ml) test % (g) (g/day) Appearance Saccharase?  dipeptidase®
450 4 190 17 1.9 2.7 Villous 67 17
420 = 330 13 1.9 1.8 Villous St 8.2
340 33 155 16 1.9 33 Convoluted - —
475 23 200 13 1.1 6.5 Villous 41 5.0
410 1.7 290 24 22 10.3 Flat 15 12
260-400 2.8-3.5 150-900 >10 >1.3 <5.0 33-148 8.0-16

Like the rest of the population, patients with
dermatitis herpetiformis naturally have a risk of
developing cancer. The question is whether the
risk in such persons is greater or not. An answer
to this question requires prospective studies.

In previous investigations of the prognosis of
dermatitis herpetiformis no increased risk of can-
cer has been shown. But many of the patients
were not followed up. Eyster & Kierland studied
381 patients 10-30 years after their visit to the
Mayo Clinic (7). 105 patients could not be after-
examined at all and in 46 the course was only
partly known. Of 51 who died, 2 had died from
arscnical epitheliomas. Otherwise nothing is
known about the causes of death or their possible
relation to the skin disease. Only 42 of Grant
Peterkin’s 1035 patients answered a questionnaire
(10). Two had died of other diseases, which arc
not reported, and 61 failed to reply. Bjornberg &
Hellgren cxamined only 53 of their 92 patients.
Ten had succumbed and were not included in
the study (3). Evans & Fraser followed up all
their 43 patients, but for at most 9 years (6).
Smith could not trace 53 (35%) of his 149 pa-
tients (22). As for the 96 patients reviewed. no
information about cancer is reported. It is pos-
sible that for natural reasons malignant diseases
might have devcloped in the very groups of pa-
tients who were not traced. The development of
malignant in dermatitis herpetiformis
may therefore have previously passed unnoticed.

In idiopathic steatorrhoea or celiac disease there
is an increased risk of lymphoma or cancer of
the gastrointestinal canal (9, 11). In about two-
thirds of all patients with dermatitis herpetiformis
the small bowel has lesions of the same type as

diseases

that seen in celiac disease (21). Gjone & Nordoy
(8) claim that also the enteropathy in dermatitis
herpetiformis might increase the risk of ma-
lignancy. Both of their patients had enteropathy.
The observations made in our 5 patients do not
strengthen the assumption that enteropathy is a
decisive factor in the development of cancer in
dermaltitis herpetiformis. Only 3 of our patients
had signs of enteropathy and none of them
developed lymphoma or malignant gastrointestinal
lesions. Opinions differ as to whether a malignant
disease in or outside the gastrointestinal tract
causes disturbances of the function of the small
intestine (5, 16). Our 2 patients with Hodgkin’s
sarcoma and cancer of the colon, respectively,
had no enteropathy, but both had been subjected
to gastrectomy. It is possible that gastrectomy
increases the risk of malignant disease (18).

The fact that the development of malignant
diseases late in the course of dermaltitis herpeti-
formis has hitherto passed unnoticed may be due
to its being a new phenomenon. If so, one must
consider whether modern methods of treatment
entail risks. Arsenic is known to be cancerogenic
(19), but only one of our patients had received
such treatment. Gjone & Norddy's two patients
(8), like our five, had been treated with dia-
minodiphenylsulfone for several years. The me-
tabolism of this drug is not properly understood.
Animal experiments have shown that aromatic
amines are oxidized in vivo by microsomal en-
zymes to hydroxylamino-compounds. These react
with haemoglobin and oxygen with the formation
of met-haemoglobin and nitroso-metabolites (14).
After injection of aromatic amines into laboratory
animals the corresponding nitroso-derivatives ap-
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pear in the blood (15). Experiments in vitro in-
dicate that it is likely that diaminodiphenylsuifone
in man is metabolized in a similar way (12).

Several aromatic amino- and nitroso-compounds
produce atypical epithelial proliferations and
malignant growths (17). It is therefore quite con-
ceivable that cancer may be induced by diami-
nodiphenylsulfone or some of its metabolites
with greater affinity for DNA.

Development of malignant growths in 5 out of
9 patients within an observation period of three
years calls for further investigation of the risk of
complicating malignant disease in dermatitis
herpetiformis.
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