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INTRODUCTION

Dermatitis herpetiformis (DH) is an immune-mediated chronic 
recurrent disorder caused by gluten intolerance (GI)(1) and is con-
sidered a skin celiac disease (CD)(2,3). The pathophysiology of DH 
is complex and involves genetic factors (HLA predisposition), 
environment trigger (gluten), and dysregulation of  the immune 
system(4). In most cases, patients with DH are attended by pri-
mary care physicians or by dermatologists and then referred to 
a gastroenterologist to ensure better management of the disease 
and related complications and control by a gluten-free diet (GFD) 
that is essential for treatment(5). There are few studies stressing the 
importance of  GI and systemic symptoms in patients with DH 
and complications consequent to malabsorption of nutrients, as 
anemia and bone disease. The treatment of  choice is a life-long 
GFD which resolves the rash and enteropathy and offers a good 
prognosis(6). The relief  of symptoms results in humor benefits and 
better quality of life(2).

The study aimed to investigate the broad clinical profile of 
patients diagnosed with DH and referred to a gastroenterologist 
and evaluate treatment response.

METHODS

Approval was obtained from the Ethics Committee of Macken-
zie Evangelical School of Medicine. The procedures used in this 
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study adhere to the tenets of the Declaration of Helsinki, and all 
participants signed consent.

This retrospective study is a series of cases studied on patients 
with a confirmed diagnosis of DH by skin biopsies. Noteworthy, all 
the cases were attended by the same gastroenterologist at a referred 
private office in Curitiba, Brazil, from January 2010 to December 
2019. These patients were referred to this gastroenterologist for clini-
cal approach and management with a GFD. Patients with other con-
comitant skin diseases and incomplete medical charts were excluded.

All data were collected from the medical charts of the patients. 
Information on gender, age, period of the onset of the symptoms, 
degree of  skin involvement, gastrointestinal (GI) complaints, 
humor distress, presence of  anemia, bone disease evaluation by 
dual-energy X-ray absorptiometry (DEXA) was collected at the 
first consultation with the gastroenterologist. The presence of 
autoantibodies IgA anti-endomysium was investigated by indirect 
immunofluorescence or IgA anti-tissue transglutaminase (ELISA) 
and HLA-DQ2/DQ8.

All patients underwent upper GI endoscopy with two or three 
biopsies from the bulb and four to five fragments of the second por-
tion of duodenal mucosa while on a gluten-containing diet(7). The 
histological findings were reported according to Marsh classifica-
tion(8). The response to a GFD and the combination of GFD plus 
drugs were investigated. Treatment of DH was done following several 
authors’ guidelines(2,3,6). Firstly, a strict GFD was recommended to 
all patients for one month. If there was no improvement of the skin 
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lesions, dapsone was prescribed, with posology determined by the 
severity of the clinical manifestation and patient weight. Patients 
with severe skin symptoms at the time of diagnosis were immediately 
given GFD and dapsone. The time of use and the dose were adapted 
according to the drug efficacy response(2,9). Dapsone was discontin-
ued as early as possible if  the skin symptoms disappeared. GFD 
was recommended for all life. Azathioprine was prescribed if GFD 
plus a high dose of dapsone did not improve the lesions (refractory 
cases)(10,11). In addition, reports of other immune-mediated diseases 
(IMDs) previously to the diagnosis of DH and the family history 
of these affections were asked to patients.

The data was summarized in frequency and contingency tables. 
The Fisher test was used to compare nominal data. Unpaired t-
tests or Mann Whitney tests were used to compare numerical data. 
Data distribution was evaluated by the Shapiro Wilkin’s test. The 
adopted significance level was 5%.

RESULTS

Thirty three patients were studied, being 20/33 (60.6%) women 
and 13/33 (39.4%) men (P=0.08). All were Caucasians, with a mean 
age at diagnosis 40.8±12.61 years, similar between the genders. 
The diagnostic delay showed a median age of 4 years (IQR=1–12), 
between 0 to 42 years. Age at diagnosis and severity of DH was not 
associated with delay in diagnosis (P=0.19 and P=0.35, respective-
ly). Autoantibodies (IgA EmA or IgA tTG) were positive in 59.3% 
(16/27) patients. HLA DQ2/DQ8 was determined in 13/33 cases, 
of which 86.7% were had HLA-DQ2 and 13.3% DQ8 positive.

At the first consultation, the degree of  skin involvement 
evaluated was considered mild in 33.3% (11/33), moderate in 18.2% 
(6/33), and severe in 48.5% (16/33). TABLE 1 shows frequencies of 
GI symptoms and clinical signs at the first gastroenterological con-
sultation. The more frequent were abdominal distension (78.8%), 
flatulence (75.7%), and gastroesophageal reflux (51.5%). Anemia 
was present in 51.1% of the cases, the iron deficiency being more 
frequent than vitamin B12 deficiency. Regarding bone disorder, 
osteopenia was detected in 48% of the cases and osteoporosis in 
8%. A higher prevalence of  bone disorders was associated with 
higher age of DH at diagnosis (P=0.035). No occurrence of fracture 
was informed. In addition, a high prevalence of humor disorders 
(81.8%) revealed more depression than anxiety, without significant 
difference comparing gender, age, or disease severity.

Intestinal biopsy showed changes similar to the histologic find-
ings observed in CD patients in all of the cases. According to Marsh 
classification(8), Grade I was detected in 24.4% (8/33), Grade II in 
21.1% (7/33), and Grade III in 54.5% (18/33). FIGURE 1 shows 
that Marsh III was more frequent in patients with severe forms of 
DH, however, without significant difference (P=0.14).

Only female patients reported other IMD 10/33 = (30.3%) 
being found hypothyroidism (seven cases), endometriosis (two 
cases), and type 1 diabetes mellitus (one case). About familial his-
tory, 45.4% (15/33) of the patients informed other relatives with a 
gluten-related disorder, being DH in 24.2% (8/33) and CD in 18.2% 
(6/33) of the cases.

The treatment preconized before the reference to the gastro-
enterologist was adjusted. Strict GFD was recommended for all 
patients, and 11/33 (33.3%) with mild/moderate disease referred had 
significant improvement of the skin lesions only with diet. Patients 
without improvement (22/33) remained on GFD and dapsone, 
with dose ranges from 25 to 400 mg (average dose of 100 mg per 

day) adjusted individually. The drugs were interrupted according 
to the evolution of each case as soon as possible, and GFD was 
maintained. Therefore, after 30 days, 81.8% of patients that used 
this association had improvement. One patient showed jaundice 2 
weeks after starting dapsone, so this drug was excluded, and sul-
fasalazine was prescribed. Two patients did not improve until inten-
tional denning or accidental ingestion of gluten and a high dose of 
dapsone, so azathioprine was recommended. For one male patient, 
this drug caused rapid improvement and, after 12 months, could he 
stop the medication. Another female patient is using azathioprine 
until now with an adjusted dose. As expected, the GI complaints 
disappeared with GFD. Anemia and bone disorders were treated 
with repositions in cases where they were necessary together with 
a GFD. Humor distresses were reviewed in the follow-up.

TABLE 1. Frequencies of gastrointestinal symptoms and clinical signs, 
detection of anemia, bone disease, and humor disorder in the studied 
patients with dermatitis herpetiformis (n=33).

Symptoms and clinical signs n %
Abdominal distension 26 78.8
Flatulence 25 75.7
Gastroesophageal reflux 17 51.5
Diarrhea 13 39.3
Epigastric pain 11 33.3
Constipation 10 30.3
Mouth ulcers 10 30.3
Mal digestion 8 24.2
Nausea 8 24.2
Weight loss 6 18.2
Vomitus 3 9.1
Anemia n=33 17 30.3
   Iron deficiency 14 42.3
   B12 vitamin deficiency 3 9.1
   Both 4 12.1
Bone disorder n=25 14 56.0
   Ostheopenia 12 48.0
   Ostheoporosis 2 8.0
Humor disorder n=33 27 81.8
   Depression 17 51.5
   Anxiety 10 30.3

FIGURE 1. Severity of clinical presentation of dermatitir herpetiformis 
and findings in duodenal biopsy according to Marsh’s classification.
Marsh I: infiltrative lesion, normal villous architeture and mucosa, IEL increase (>30-40 
lymphocytes/enterocytes counted). Marsh II: hyperplasctic lesion; similar to Marsh I, but it 
al also presents crypt hyperplasia. Marsh III: destrutive lesion, subdivided in IIIa - partial 
villous atrophy; IIIb - subtotal villous atrophy, and IIIc - total villous atrophy.
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DISCUSSION

This study presents data showing a high prevalence of digestive 
and systemic symptoms CD-like related and changes in duodenal 
mucosa in Brazilian patients firstly diagnosed with DH who were 
referred to a gastroenterologist. In addition, they presented a good 
response to GFD and dapsone.

In our study, a slight preponderance of women was verified, and 
the mean age was very similar between genders as referred to in the 
literature. Some studies from Europe(4) and North America(12) report 
a 2:1 prevalence of DH between male and female patients and the 
onset of symptoms at 40.1 years for men and 36.2 years for women.

In this study, independently of the severity of DH or age of 
the patients, the delay in diagnosis ranged from 1 to 42 years. Only 
in three cases, the diagnosis was done in less time than one year. 
Considering the natural history of the DH that shows periods of 
spontaneous remission and exacerbations, doctors cannot be aware  
of diagnosing this affection. Physical examination alone may suggest 
DH due to the morphology and distribution of the lesions being very 
characteristic. So, why delay in the diagnosis of DH in patients with 
skin lesions? Clinical presentation of DH is not easy to recognize by 
general practitioners or other professionals due to the variation in 
the presentation of skin lesions due to the intense itch and scratch-
ing, delaying the diagnosis(13). In addition, the cutaneous symptoms 
are troublesome and decrease the QoL of the patients(13). Serology 
could be used for DH screening; however, in this study, 59.3% of 
patients had positive serology to IgA EmA or IgA anti-tTG. In Italy, 
Schiepatti et al. reported positivity in 70–75%(14) and Antiga et al. 
50–95%(15). Adult patients with DH commonly can exhibit a negative 
serology, making duodenal biopsy mandatory(16).

Regarding digestive complaints, abdominal distention, flatu-
lence, and gastroesophageal reflux were the most prevalent, as 
reported in other gluten-related diseases(17). On opposite sides, 
Holmes et al. referred that 90% of the patients with DH do not 
present GI symptoms(18), and Reunalla et al. described symptoms 
in only 20% of cases in Finland(3). Rose et al., in Germany, in 32 
patients retrospectively studied, reported that none of the patients 
reported GI symptoms although 29 cases presented CD-like 
changes at histology(19). Interestingly, oral lesions were described as 
extremely rare in DH(20). However, 30.3% of our patients reported 
mouth ulcers. These findings could result from gluten action or 
deficiencies of iron, folic acid, or vitamin B12(20). The presence of 
GI symptoms and signs were found independently of the severity 
of the skin lesions, regardless of histologic findings.

We found a high frequency of depression (51.5%) and anxi-
ety (30.3%), higher than those pointed out by Mansikka et al. in 
Finland (28.7% of anxiety and 18.8% of depression)(16). Thus, the 
skin disease can cause psychological problems to patients, low 
self-esteem, and interfering with the QoL(6,7).

Anemia was detected in 51.5% of the cases due to iron or vita-
min B12 deficiencies, or both, as pointed out by other authors(2,18). 

In addition, bone disorders were found in 56% of studied patients, 
mainly osteopenia. There are scarce reports about bone disorders in 
patients with DH, and the results are conflicting. Abuzakouk et al. 

reported no evidence of bone disorders despite evidence of enter-
opathy(21). On the other hand, Di Stefano et al., alert to significant 
changes in bone mass, similar to observed in patients with CD(22). 
Garcia-Manzanares et al. pointed out the relation between bone 
disorders and higher grades of villous atrophy, a fact observed in 
some patients in the present study(23).

Among our cases, all showed enteropathy on duodenal biopsy, 
and the severity of the intestinal changes did not differ according 
to the age or gender of the patients. However, in patients with a 
severe presentation of DH, there was a predominance of Marsh 
III. There are some controversies about the indication of duodenal 
biopsy for patients with DH. According to Holmes et al.(18), a small 
bowel biopsy is required in all patients. Salmi et al. reported that 
100% of the patients with DH have some intestinal disease, varying 
the extent of the lesions(6). Mansikka et al. related, in 181 patients 
with DH, 72% of partial or total villous atrophy(16). Schiepatti et al. 
informed that there is an increased number of intraepithelial lym-
phocytes in almost 100%, but true villous atrophy in only 70–75% 
of patients(14). The authors of the present research suggest biopsy 
in all the cases of DH at diagnosis because if  in the follow-up some 
evidence of GI complication or malignancy is suspected, there are 
elements for comparison.

According to Holmes et al.(18), family studies indicate that 5% 
of first-degree relatives also have DH or CD. In this study, 1/3 of 
first-degree relatives had a diagnosis of DH, DC, or both. These 
findings reinforce the close monitoring of first-degree relatives of 
patients with DH.

A strict GFD is the first line of  treatment in DH and can 
improve skin lesions and intestinal injuries. The consultation with 
a dietitian is recommended for help in the adherence to a GFD. 
The dermatological condition can respond slowly to a GFD (1/3 
of the patients of this study) but undergoes prompt resolution with 
the addition of oral dapsone. Dapsone relieves the DH rash and 
itch effectively but does not affect enteropathy(10,11). Other drugs as 
azathioprine can be used in patients with “refractory DH,” like for 
CD, for a subgroup of patients in whom clinical symptoms and 
small bowel villous atrophy do not recover(10,11). This study has 
limitations related to retrospective research. Despite a reasonable 
sample for the period evaluated, this is a single-center study.

DH is a treatable condition with a favorable prognosis(7). 
However, independently of the physician responsible for the man-
agement, a celiac disease-like protocol for which comprehensive 
investigation is highly recommended. The present study’s findings 
reinforce the need for an interprofessional team to better manage 
DH cases, even in asymptomatic enteropathy. The ideal is the 
involvement of a dermatologist, gastroenterologist, dietician, and 
psychologist.

In conclusion, patients with DH referred to a gastroenterologist 
showed a high frequency of GI and systemic symptoms indepen-
dently of the severity of the skin lesions. Duodenal mucosa showed 
histological alterations in all the cases. The treatment based on 
GFD or dapsone was effective in most patients.
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RESUMO – Contexto – A dermatite herpetiforme (DH) é considerada como a doença celíaca (DC) da pele. Os pacientes podem ser atendidos por pro-

fissionais do atendimento primário ou por dermatologistas que podem encaminhar o paciente a um gastroenterologista. Objetivo – Os objetivos do 
estudo foram investigar o perfil clínico dos pacientes com diagnóstico de DH encaminhados a um gastroenterologista e avaliar a resposta ao trata-
mento. Métodos – Foram investigados retrospectivamente pacientes com DH encaminhados ao mesmo gastroenterologista em consultório particular 
em Curitiba, Brasil, entre janeiro de 2010 a dezembro de 2019. Foram incluídos pacientes adultos com diagnóstico confirmado de DH. Dados sobre 
sintomas e sinais clínicos, dados laboratoriais, histológicos e resposta ao tratamento foram coletados. Resultados – Foram estudados 33 pacientes 
(60,6% mulheres, média de idade 40,8±12,61 anos). O atraso médio para o diagnóstico de DH foi de 4 anos. O envolvimento cutâneo foi considerado 
leve em 33,3%, moderado em 18,2% e grave em 48,5%. As queixas gastrointestinais mais frequentes foram distensão abdominal (78,8%), flatulência 
(75,7%) e refluxo gastroesofágico (51,5%). Depressão e ansiedade foram observadas em 81,8% e anemia em 51,1%. Maior prevalência de alterações 
ósseas foi associada à maior idade ao diagnóstico de DH (P=0,035). A biópsia duodenal mostrou alterações em todos os pacientes. A melhora após o 
tratamento apenas com dieta sem glúten e/ou dapsona foi verificada em 81,2%. Conclusão – Pacientes com DH encaminhados ao gastroenterologista 
apresentaram alta frequência de queixas gastrointestinais e sistêmicas. Alterações histológicas duodenais foram encontradas em todos os casos. O 
tratamento à base de dieta sem glúten e/ou dapsona foi eficaz na maioria dos pacientes. 

Palavras-chave – Dermatite herpetiforme; queixas; tratamento.


