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Abstract
Introduction

Dermatitis herpetiformis is a chronic autoimmune blistering disease characterized by intensely
pruritic, symmetrically distributed skin lesions and an association with gluten-sensitive
enteropathy. Despite advances in diagnostic methods, delayed diagnosis remains a challenge
due to its overlapping features with other dermatoses.

Aim of Study

This study aims to provide a comprehensive overview of the diagnostic methods, associated
conditions, and differential diagnosis of dermatitis herpetiformis, focusing on recent
advancements in serological, histopathological, and immunological testing.

Material and methods

A comprehensive review of the literature on dermatitis herpetiformis was performed using the
PubMed database.

Results and Conclusions

Direct immunofluorescence remains the gold standard in diagnosing dermatitis herpetiformis,
revealing granular IgA deposits in the dermal papillae. Histopathological findings are
supportive but nonspecific, with early lesions showing subepidermal vesicles and neutrophilic
infiltrates. Serological markers, including anti-TG2 and anti-TG3 antibodies, provide valuable
diagnostic support but exhibit variable sensitivity. HLA-DQ2/DQ8 haplotypes are present in
most dermatitis herpetiformis patients, offering high negative predictive value for exclusion.
Associated autoimmune conditions, such as autoimmune thyroid disease and type 1 diabetes,
are prevalent, and dermatitis herpetiformis patients face an elevated risk of non-Hodgkin



lymphoma within the first five years after diagnosis. The diagnosis of dermatitis herpetiformis
relies on a combination of direct immunofluorescence, serological testing, and clinical features.
Increased awareness of dermatitis herpetiformis and its associated conditions is critical for
timely diagnosis and management. Advances in immunological and genetic testing may further
refine diagnostic accuracy, while screening for associated autoimmune disorders and
malignancies remains an integral part of patient care.

Keywords: dermatitis herpetiformis, celiac disease, gluten free diet, direct
immunofluorescence, dapsone, sulfonamides

1. Introduction

Dermatitis herpetiformis (DH), also known as Duhring's disease, is a chronic autoimmune
blistering disorder considered a specific manifestation of celiac disease (CD) on the skin. It was
first described as a clinical entity by Louis Duhring in 1884, characterized by symmetrically
distributed, itchy skin lesions (1). These lesions most commonly appear on the extensor surfaces
of the elbows, knees, buttocks, and other typical locations such as the nape of the neck and scalp

).

The etiology and pathogenesis of DH involve a complex interaction of genetic, immunological,
and environmental factors. Genetic predisposition, linked to HLA-DQ2 and HLA-DQS8
haplotypes, plays a pivotal role, predisposing individuals to an immune response targeting
tissue and epidermal transglutaminases (3). A hallmark feature of DH is the presence of
granular deposits of immunoglobulin A (IgA) in the dermis, detectable via direct
immunofluorescence testing, which serves as the gold standard for diagnosis (4, 5).

Similar to celiac disease, DH is primarily triggered by gluten consumption- a protein found in
grains such as wheat, barley, and rye. Skin lesions and subtle intestinal changes improve with
adherence to a strict gluten-free diet (GFD), whereas symptoms recur after gluten reintroduction
(6). In addition to dietary management, dapsone is used as an initial treatment to rapidly
alleviate pruritus and skin lesions, although long-term use of this drug is not required when the
disease is well-controlled with dietary measures (7).



The prevalence of DH is relatively low, and its clinical course can vary significantly between
patients. Skin symptoms are often accompanied by mild gastrointestinal manifestations or may
be the sole presentation of the disease (8). It is also noteworthy that DH is associated with an
increased risk of non-Hodgkin lymphoma within the first few years following diagnosis (9).

The aim of this study is to provide an overview of the current knowledge on the etiology,
pathogenesis, clinical presentation, and treatment of Duhring's disease, with particular emphasis
on its relationship with celiac disease and the impact of a gluten-free diet on the disease course.

2. Characteristics of Duhring's Disease

2.1.Epidemiology

Duhring's disease is a rare condition that predominantly affects individuals of Caucasian
descent. In Europe and the United States, the prevalence of DH ranges from 11.2 to 75.3 cases
per 100,000 people, with the highest rates reported in Finland. The annual incidence ranges
from 0.4 to 2.6 per 100,000 people (10). DH is extremely rare in African and Asian populations,
which can be attributed to the absence of the predisposing HLA-DQ2 and DQ8 haplotypes
common in Caucasians and lower wheat consumption in these geographic regions (11). Despite
its rarity, DH remains the most common extraintestinal manifestation of celiac disease, with the
ratio of CD to DH consistently observed at 8-10:1 across populations (12).

In recent years, a marked decline in new cases of DH has been noted, while the incidence of
celiac disease has risen nearly fourfold (13). This increase has been attributed to greater public
awareness of mild CD symptoms, advancements in effective serological screening tests, and
identification of at-risk groups (14). Epidemiological studies indicate that the rising incidence
of celiac disease over recent decades results not only from improved diagnostic capabilities but
also from a genuine increase in its frequency (15). The declining incidence of DH, coupled with
the rapid rise in celiac disease cases, supports the hypothesis that subclinical, undiagnosed
celiac disease is a key predisposing factor for the development of DH (16).

Duhring's disease can occur at any age; however, it is most commonly diagnosed between the
ages of 30 and 40, with the mean age of diagnosis being approximately 43 years (10). Over
recent decades, there has been a significant increase in the average age of diagnosis, particularly
in Finland, where a large cohort study showed that the mean age of DH diagnosis rose from 35
to 51 years in men and from 36 to 46 years in women (13). A similar trend has been observed
in celiac disease, which may be related to lower lifetime gluten exposure (17). In children, DH
is rare, and its diagnosis can be challenging due to atypical clinical presentations often masked
by coexisting skin conditions such as atopic dermatitis (3).

Gender differences are also notable in DH. Among adults with celiac disease, women are more
frequently affected, with a female-to-male ratio of up to 3:1. However, in DH, the pattern is



reversed, with men being more commonly affected, and the male-to-female ratio ranging from
1.5:1to0 2:1 (10).

2.2. Etiopathogenesis

The pathogenesis of Duhring's disease involves a complex interplay of genetic, immunological,
and environmental factors, with gluten acting as the key triggering agent (18). Similar to celiac
disease, HLA-DQ2 and HLA-DQ8 haplotypes play a critical role. HLA-DQ?2 is observed in
approximately 86% of DH patients (18). In genetically susceptible individuals, gluten
consumption leads to intestinal mucosal damage, marking the initial stage of disease
development (19).

In the gut, gliadin, which is a component of gluten, serves as a substrate for tissue
transglutaminase 2 (TG2), forming covalent complexes known as deamidated gliadin peptides
(DGP) (20). These complexes bind to HLA-DQ2/DQ8 on antigen-presenting cells, initiating an
immune response. Activated CD4+ T lymphocytes trigger cytokine-mediated damage via Thl
responses, leading to intestinal mucosal injury (21), and Th2 responses, which stimulate the
production of IgA antibodies against gliadin, TG2, and endomysium. This immune response is
considered pivotal in DH pathogenesis (20).

After prolonged gluten exposure, patients develop IgA antibodies targeting tissue
transglutaminase 3 (TG3), which play a central role in disease pathogenesis. These
autoantibodies are produced in the small intestine (22) and subsequently form immune
complexes that deposit in the dermal papillae (23). In the skin, complement activation and
neutrophil infiltration lead to degranulation, release of proinflammatory cytokines-including
IL-17 and 1L-36 and enzymes such as elastases, which exacerbate inflammation, damage the
basement membrane, and cause the formation of characteristic blistering lesions.

Duhring's disease serves as a model autoimmune disorder that can be controlled by eliminating
a known triggering factor. Although the gut-skin axis and inflammatory networks in DH are
increasingly understood, many aspects of its pathogenesis require further investigation (21).

2.3. Symptoms

Duhring’s disease is characterized by the symmetrical distribution of skin lesions, which
primarily appear on extensor surfaces such as the elbows, knees, and buttocks. Lesions may
also occur in other areas, including the upper back, neck, scalp, rarely on the face, groin, or oral
mucosa. The rash in Duhring’s disease is polymorphic in nature and exhibits typical
distribution. Skin changes often manifest as clusters of erythematous papules, urticarial
plaques, and vesicles, which may evolve into small, tense blisters filled with serous-
hemorrhagic fluid. Rupture of blisters and intense pruritus lead to scratching, resulting in
erosions, crusts, and excoriations (24).

In many patients, the healing process of lesions leaves post-inflammatory hypo- or
hyperpigmentation; however, scarring rarely occurs (21). The intensity and appearance of the
rash may vary among individuals (25), but its characteristic distribution and accompanying
severe pruritus are important clinical features raising suspicion of DH (26). Nearly all patients
experience intense pruritus, which can significantly lower their quality of life. The absence of



pruritus is rare and strongly argues against the diagnosis of DH, suggesting the need to consider
alternative diagnoses (21). Findings from a cohort study involving 159 patients confirmed that
almost all participants reported severe itching that negatively affected their daily functioning
(27).

In adult patients with Duhring’s disease, gastrointestinal symptoms are typically mild and
nonspecific. Sudden gastrointestinal complaints or malabsorption symptoms are rare. Most
commonly, patients report occasional loose stools, bloating, constipation, or mild gastric
discomfort (28, 29). Nevertheless, approximately 75% of individuals with DH exhibit villous
atrophy characteristic of celiac disease, although these changes are generally milder than those
observed in classical celiac disease (30).

2.4. Long-Term Complications

Due to small intestinal damage and gluten-sensitive enteropathy, patients may experience
complications such as nutritional deficiencies, anemia, osteoporosis, stunted growth, or weight
loss (28, 29). These complications, however, occur less frequently than in classical celiac
disease (3). Duhring’s disease significantly increases the risk of developing non-Hodgkin
lymphoma, particularly within the first five years after diagnosis. Among patients, B-cell
lymphomas are most commonly observed, although T-cell-derived lymphomas may also occur

(9).
2.5. Other Triggering Factors

Although gluten is the primary trigger of the disease, increasing evidence suggests that other
factors may also induce or exacerbate its symptoms. For instance, potassium iodide, used as an
expectorant, has been described as a DH trigger when administered both orally and topically
(31). There is also evidence that hormonal factors, particularly those associated with the
hypothalamic-pituitary-gonadal axis, may play a role in DH pathogenesis. Cases of the disease
have been reported following the use of progesterone-based contraception (32) or therapy with
gonadotropin-releasing hormone analogs such as leuprolide acetate (33). Certain medications
have also been identified as potential DH triggers. These include cases of disease development
during therapy with infliximab, a tumor necrosis factor-alpha inhibitor used for ankylosing
spondylitis (34), or ipilimumab, an immunomodulatory drug used in metastatic melanoma
treatment (35). Furthermore, instances of DH have been reported shortly after the diagnosis of
lung adenocarcinoma and autoimmune pancreatitis in patients without IgA antibodies against
tissue transglutaminase or symptoms of celiac disease (36).

3. Diagnosis

The diagnosis of dermatitis herpetiformis is frequently challenging, often leading to delayed
recognition of several months, and sometimes even years, from the onset of the initial
symptoms. However, in recent decades, this diagnostic delay has been significantly reduced,



largely due to increased awareness of DH and celiac disease within both patient populations
and the medical community.

3.1. Direct Immunofluorescence

The gold standard for diagnosing DH remains direct immunofluorescence, which reveals the
presence of pathognomonic granular deposits of IgA within the dermal papillae and/or along
the dermoepidermal junction (4, 5). First identified in 1969, these IgA deposits are highly
specific to DH and form the cornerstone of the diagnostic approach (37). Biopsy samples should
be obtained from perilesional skin areas, as these regions exhibit the highest concentration of
IgA deposits (38). Importantly, these IgA deposits can persist in the skin for years following
the initiation of a gluten-free diet, thus enabling confirmation of the diagnosis without the need
for reintroduction of gluten into the diet (39). However, in approximately 5-10% of cases, false-
negative results may occur, particularly when the sample is derived from damaged or inflamed
skin lesions, or from patients who have adhered to a GFD for an extended period (38, 40).
Additionally, DIF may occasionally reveal other immune reactants, such as immunoglobulin G
(1gG), immunoglobulin M (IgM), or complement component 3 (C3), but their presence does
not alter the diagnostic criteria for DH (4).

3.2. Histopathological Examination

The histopathological features of dermatitis herpetiformis exhibit variability depending on the
clinical phase and disease duration. In the early stages, typically within the first two days,
subepidermal vesicles and microabscesses are observed in the dermal papillae, with a
predominance of neutrophils and few eosinophils (37, 41). In later stages or when lesions are
intensely scratched, the histopathological pattern becomes less specific. While these changes
are helpful in diagnosing DH, they are not pathognomonic, as they can also be seen in other
blistering disorders, such as linear IgA dermatosis. Recent studies suggest a high specificity for
histopathological examination (95%), but its sensitivity is lower (75%), limiting its use as a
standalone diagnostic tool (42).

3.3. Small Bowel Biopsy

Small bowel biopsy is not routinely required for diagnosing DH, although villous atrophy and
crypt hyperplasia are commonly observed in most patients. Characteristic features include
intraepithelial lymphocytosis, an increased number of T yd+ lymphocytes, and the presence of
anti-tissue transglutaminase antibodies in the intestinal mucosa (43). However, the degree of
mucosal damage does not correlate with long-term prognosis in DH (44). Gastrointestinal
symptoms typical of celiac disease are rare, and duodenal biopsy is recommended only in
doubtful cases, such as negative direct immunofluorescence results with suspected DH (37, 42).
Nearly all DH patients with celiac disease display the presence of HLA-DQ2/DQ8 haplotypes,
which can exclude DH in their absence (45). In recent decades, the severity of changes in the
small bowel mucosa in DH patients has decreased, further reducing the need for biopsies (43).



3.4. Serology

In DH patients, IgA antibodies against tissue transglutaminase and epidermal transglutaminase
are frequently detected. TG2 antibodies, a marker for celiac disease, are primarily found in DH
patients with villous atrophy, indicating that their absence does not rule out DH (37). Antibodies
against TG3, the main autoantigen in DH, exhibit greater specificity, but their presence has also
been reported in patients with celiac disease without skin symptoms. In such cases, lower
affinity for TG3 may suggest a reduced risk of developing DH (8). Serological tests, including
the measurement of anti-tissue transglutaminase (anti-tTG), anti-endomysium antibodies (anti-
EMA), and antibodies against deamidated gliadin peptides, are effective screening tools in
diagnostics, with high specificity (>90%) and variable sensitivity (50-95%) (45). Antibodies
against epidermal transglutaminase have diagnostic potential, but their presence in celiac
patients limits their utility in differentiating DH from other gluten-related dermatoses (46).

3.5. Other methods

HLA-DQ2 or HLA-DQ8 haplotypes are present in the majority of DH patients, but their low
specificity makes genetic testing more useful for exclusion, particularly due to the high negative
predictive value (21, 47). In certain populations, such as Latin America, up to 10% of celiac
patients may lack these alleles (47). While small bowel biopsy is not mandatory in DH
diagnosis, it helps assess villous atrophy, especially in cases with positive anti-TG2 antibodies,
a celiac marker found in most DH patients with enteropathy (48). On the other hand, anti-TG3
antibodies, the autoantigen of DH, are present in most DH patients and a smaller proportion of
celiac patients, though their specificity and reference values remain undetermined, limiting their
use in routine diagnostics (49, 50). Modern techniques, such as microbiota and metabolome
analysis, represent promising research directions in the context of DH, though further studies
are required (24). Dermoscopy can assist in differentiation from other blistering disorders,
revealing characteristic features, such as the absence of yellow scales typical of pemphigoid
(51).

3.6.Associated Disorders

Autoimmune Diseases

Dermatitis herpetiformis frequently coexists with various autoimmune disorders, most
commonly autoimmune thyroid diseases and type 1 diabetes mellitus. Autoimmune thyroid
conditions, present in approximately 4.3% of DH patients, tend to develop in older women and
can emerge either before diagnosis or during a gluten-free diet regimen (24). Type 1 diabetes
is diagnosed in 2.3% of DH patients, typically during childhood or adolescence, and its
management can be effectively supported by a concurrent diabetic diet along with the GFD
(52). Routine screening for thyroid diseases, including assessments of thyrotropin hormone
(TSH), triiodothyronine (T3), tyroxine (T4) levels, and thyroid peroxidase antibodies, as well
as screening for type 1 diabetes through glycemia tests, is recommended. Other autoimmune
conditions should be diagnosed based on clinical symptoms. Less common but associated
conditions include vitiligo, alopecia areata, Sjogren’s syndrome, systemic lupus erythematosus,
dermatomyositis, rheumatoid arthritis, and pemphigus vulgaris (24).

A particular area of concern is the correlation between DH and pemphigus vulgaris (PV), an
autoimmune subepidermal blistering disease. The pathogenesis of PV involves the presence of
autoantibodies directed against hemidesmosomal antigens BP180 and BP230 (53). A



retrospective study by Varpuluoma et al. demonstrated a 22-fold increased risk of developing
PV in patients with DH, whereas the risk is only doubled in those with celiac disease. The
median time for PV onset after DH diagnosis is approximately three years (54).

In younger DH patients, there is a higher prevalence of atopic dermatitis (AD), and studies
suggest that the association between AD and autoimmune diseases may help explain this link
(55). Given these numerous interdependencies, dermatologists should regularly monitor DH
patients for new autoimmune conditions and implement appropriate screening (54).

Neurological Dysfunctions

Gluten sensitivity can occasionally be associated with neurological disorders such as cerebellar
ataxia, polyneuropathy, epilepsy, myelopathy, and encephalopathies (39). Although the precise
incidence of these conditions in DH patients remains unknown, it is considered to be low.
Nevertheless, dermatologists should be aware of this potential link and refer patients for
neurological consultations when clinically indicated (56).

Cancers
Patients with DH are at an increased risk of developing non-Hodgkin’s lymphoma and

gastrointestinal malignancies, as nearly all DH patients also have celiac disease (9). However,
unlike patients with celiac disease, the mortality rate in DH patients is not elevated (57).
Increased mortality associated with non-Hodgkin’s lymphoma has only been observed within
the first five years of diagnosis, and this pertains to both T-cell and B-cell lymphomas, with the
latter being more common (9).

3.7. Differential Diagnosis

The differential diagnosis of dermatitis herpetiformis includes blistering diseases and pruritic
conditions that may present with similar clinical and histopathological features. Among the
autoimmune blistering diseases to rule out in DH are linear IgA dermatosis, pemphigoid, and
acquired epidermolysis bullosa (58). Other conditions that can be confused with DH based on
symptoms include urticaria, atopic dermatitis, eczema, scabies and lichen planus. Symmetrical
involvement of the extensor surfaces of the limbs, characteristic of DH, may serve as a helpful
diagnostic clue (24). However, definitive diagnosis is confirmed via direct immunofluorescence
testing, which reveals IgA deposits in the dermal papillae or at the dermoepidermal junction.
Additionally, serum levels of anti-TG2 and anti-TG3 autoantibodies may support the diagnosis
in uncertain cases or when other conditions are concomitant (59).

4. Treatment

4.1.Gluten-Free Diet

A gluten-free diet is the first-line treatment for both celiac disease and dermatitis herpetiformis,
regardless of the presence of intestinal villous atrophy. It requires the complete elimination of
wheat, barley, rye, and gluten-containing products. According to the Food and Drug
Administration (FDA), gluten-free foods contain less than 20 ppm of gluten, although in some
countries, products with <100 ppm are permitted (21). In most nations, uncontaminated oats
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are considered safe for the majority of DH patients, although the potential of oats to induce
inflammation dependent on tissue transglutaminase varies among oat varieties (21, 25).

Lifelong adherence to a GFD effectively controls the disease and prevents complications. It
promotes the regeneration of the small intestinal mucosa, reduces the need for medication, and
alleviates both gastrointestinal and dermatological symptoms. This process is lengthy, with
gastrointestinal symptoms typically resolving within 3-6 months, while skin lesions may take
up to two years to heal (21). Symptoms invariably recur within 12 weeks following gluten
reintroduction (46). GFD adherence improves patients' overall well-being (3); however, it poses
challenges due to the meticulous monitoring of product labels, high costs, logistical burdens,
and social limitations (7). Reported compliance with GFD among adult CD patients ranges from
36% to 96% (60). Collaboration with dietitians and participation in support groups can facilitate
the identification of hidden gluten sources and help maintain dietary adherence.

Over the past two decades, studies have suggested that long-term remission of DH may be
achieved in 10-20% of patients, potentially allowing for discontinuation of GFD under strictly
controlled conditions (61). However, newer analyses indicate that up to 95% of DH patients
who discontinue GFD experience symptom relapse upon gluten re-exposure (62). In light of
these findings, current guidelines recommend lifelong adherence to GFD and emphasize the
need for further research on the safety of reintroducing gluten-containing diets.

4.2.Pharmacological Treatment

Dapsone

Gastrointestinal symptoms in dermatitis herpetiformis usually resolve within a few weeks of
initiating a gluten-free diet. However, skin lesions may persist for months or even years (46).
Therefore, pharmacological treatment is often required to manage pruritus and skin changes.
Dapsone, a bacteriostatic medication, is the first-line treatment for DH. Its mechanism of action
involves inhibiting neutrophil chemotaxis and reducing tissue damage caused by neutrophilic
activity in skin lesions (63). Additionally, dapsone blocks the myeloperoxidase cytotoxic
system, reduces neutrophil respiratory bursts, and decreases levels of hydrogen peroxide and
hydroxyl radicals, thus mitigating eosinophil-induced tissue damage (64).

Dapsone therapy typically lasts 6-24 months until GFD achieves full efficacy (65). While
dapsone effectively controls skin lesions, it does not influence enteropathy (7). Therapeutic
effects are rapid, with pruritus subsiding within 48-72 hours and skin lesions resolving in days.
However, symptoms recur within 24-48 hours after discontinuation (63). Treatment usually
starts with low doses (25-50 mg/day) to minimize adverse effects and can be gradually
increased to 100-200 mg/day as needed (65). For children, the initial dose is 0.5 mg/kg body
weight daily. Alternatively, in patients without significant risk factors, treatment can begin with
100 mg/day, allowing rapid symptom control in most DH patients. The dose should be adjusted
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to the lowest effective level. On average, dapsone therapy lasts about two years with strict GFD
adherence, but it may be prolonged in cases of inadequate compliance (64, 66).

Before initiating dapsone treatment, comprehensive tests including complete blood count, liver
and kidney function tests, and G6PD activity assessment are required. During therapy, regular
monitoring is recommended: weekly blood counts for the first month, biweekly for the next 8
weeks, and then every 3-4 months. Liver and kidney function should be monitored biweekly in
the first month and subsequently every 3-4 months. In cases of suspected methemoglobinemia
or hemolysis, methemoglobin levels or reticulocyte counts should be assessed (46, 63, 67).

Dapsone-related adverse effects are dose-dependent and occur more frequently in patients with
comorbidities such as anemia, cardiopulmonary diseases, severe liver disorders, or G6PD
deficiency, as well as in those taking drugs that increase the risk of methemoglobinemia (63).
Common side effects include hemolysis and methemoglobinemia, particularly significant in
G6PD-deficient patients. Vitamin C or E supplementation and cimetidine reduce the risk of
methemoglobinemia. In its occurrence, dapsone should be discontinued, and methylene blue
administered as rescue therapy (except in G6PD-deficient patients, where vitamin C is used)
(68). Hemolysis may vary in severity among all patients, while methemoglobinemia limits
oxygen delivery to tissues, potentially causing dizziness, fatigue, and in severe cases,
respiratory depression, coma, or death (64). Other adverse effects include headache, malaise,
nausea, elevated transaminases, peripheral neuropathy, and agranulocytosis. Dapsone
hypersensitivity syndrome, occurring in 0.5-3.5% of cases within 3-20 weeks of treatment,
manifests as fever, photosensitivity, rash, gastrointestinal symptoms, and liver injury, which
may lead to liver failure in severe cases (46, 63).

Alternative Methods

In cases of dapsone intolerance, sulfonamides such as sulfasalazine, sulfamethoxypyridazine,
or sulfapyridine may be used. Recommended doses are 1-2 g/day for sulfasalazine and 0.25—
1.5 g/day for sulfamethoxypyridazine. These drugs may cause adverse effects such as
gastrointestinal disturbances (nausea, vomiting, anorexia), hemolytic anemia, hypersensitivity
reactions, proteinuria, and crystalluria, necessitating monitoring, including blood counts,
creatinine levels, and urine analysis, particularly during the first three months of therapy and
then every six months (46). For refractory cases or contraindications to conventional therapies,
immunosuppressants such as azathioprine, cyclosporine, or rituximab have proven effective
(69). Rituximab, used as an adjunctive treatment, may benefit patients unresponsive to
traditional methods, including GFD, dapsone, sulfasalazine, or azathioprine (70). Topical
dapsone in a 5% gel formulation, available in the United States of America and Canada, can be
applied to localized DH lesions, especially on the face and chest, due to its lack of systemic
effects (71).
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5. Conclusion

Dermatitis herpetiformis is a multifaceted condition that bridges dermatology and
gastroenterology,  requiring a  multidisciplinary  diagnostic  approach.  Direct
immunofluorescence remains the cornerstone of diagnosis due to its high specificity,
complemented by serological markers such as anti-TG3 antibodies and genetic testing for HLA-
DQ2/DQ8 haplotypes. While histopathological findings support diagnosis, they are not
pathognomonic, emphasizing the importance of integrating clinical and laboratory data. The
association of DH with celiac disease and other autoimmune disorders underscores the need for
routine screening and vigilant monitoring. Early identification and adherence to a gluten-free
diet can prevent long-term complications, including lymphoma and nutritional deficiencies,
significantly improving patient outcomes. Emerging diagnostic techniques, such as dermoscopy
and microbiota analysis, hold promise for enhancing diagnostic precision. Future research
should focus on refining serological testing and exploring the pathophysiological mechanisms
linking DH with associated autoimmune and neurological conditions. These advancements will
not only optimize patient care but also broaden our understanding of this complex disorder.
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