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We read with interest the paper by Dmochowski  
et al. [1] on the direct immunofluorescence (DIF) features 
in dermatitis herpetiformis (DH). DIF on perilesional skin 
is the gold standard for DH diagnosis [2]. The pathogno-
monic finding for DH is a granular immoglobulin A (IgA)  
deposit along the dermal-epidermal junction (DEJ) with 
three main patterns (microgranular deposits at the tips 
of the dermal papillae, microgranular deposits along the 
DEJ, and microgranular-fibrillar/fibrillar deposits at the 
tips of the dermal papillae).

The authors underlined that IgA deposits at the DEJ 
of perilesional skin with DIF can also be found in coeliac 
patients with inflammatory skin diseases other than DH. 
In 2007, Cannistraci et al. [3] showed the presence of 
granular IgA deposits in the healthy skin of patients with 
celiac disease (CD), who were not affected by any skin 
diseases, suggesting that such deposits could be consid-
ered not only a marker of DH but also, more generally, of 
CD. Moreover, our group reported a case-series of 6 celiac 
patients presenting with heterogeneous skin diseases 
different from DH, characterized by a granular deposit of 
IgA at the DEJ and/or at the papillary tips [4]. We hypoth-
esized that IgA deposits might be considered not only as 
a distinct feature of DH but also as an immunopathologi-
cal marker of CD that could even have a diagnostic role 
for the disease.

These studies raise some questions about the diag-
nosis of DH because granular IgA deposits along the DEJ 
can also be found in perilesional skin of patients with 
CD with skin diseases other than DH. This means that all 
the previously defined atypical DH cases could only be 

part of the skin spectrum associated to CD, rather than 
real DH [5].

The authors also reported some cases with DH-like 
lesions associated with C3 deposits at the DEJ. They un-
derlined that it could be a new disease entity, different 
from DH and plausibly related to the non-coeliac gluten 
sensitivity (NCGS). NCGS is a syndrome characterized by 
intestinal and extraintestinal symptoms associated to 
the ingestion of gluten-containing food in subjects who 
are not affected by either CD or wheat allergy [6]. NCGS 
has been rediscovered recently, following the work pub-
lished by Sapone et al. [7]. Since then, reports on NCGS 
have grown exponentially, as well as the number of per-
sons treated with a gluten-free diet (GFD) because of 
a wide array of conditions [8]. Hashimoto et al. [9] found 
20 patients with DH-like lesions, showing granular depo-
sition of C3 (but not IgA, IgG, or IgM) in the DEJ by DIF. 
They proposed the term granular C3 dermatosis (GCD) to 
classify these patients. In our experience, DH-like lesions 
with granular C3 deposits at the DEJ have been found in 
NCGS patients; thus, our main hypothesis is that cuta-
neous gluten sensitivity (CGS), as a specific cutaneous 
manifestation of NCGS, may exist and could represent 
a diagnostic marker of NCGS [10].

To date, only a few studies have investigated the 
cutaneous manifestations of NCGS. Volta et al. [11] ob-
served cutaneous involvement in 29% of patients. Faina 
et al. [12] found cutaneous manifestations in 65.6% of 
NCGS patients. Our group enrolled 17 patients with NCGS 
and cutaneous manifestations, with a prevalence of fe-
male sex and adulthood, highlighting that all the patients 
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had skin disorders with some peculiar clinical and immu-
nopathological aspects [10].

Patients with NCGS often showed itchy dermatoses. 
In up to 10% of the cases, severe itching represented the 
only symptom of the disease. The itching was resistant to 
standard therapies, but it showed prompt resolution with 
a GFD, with a faster reaction than in DH patients. Skin le-
sions were polymorphic, showing in the first phases an 
eczema-like appearance and evolving into psoriasis-like le-
sions in the later phases. In some cases, skin lesions over-
lapped the features of DH. Skin lesions were found to be 
predominantly located on the extensor surfaces of the up-
per and lower limbs and on the volar surface of the hands. 
Accordingly, skin manifestations in patients with NCGS 
usually resolved or improved significantly with a GFD.

At histopathological examination, different histo-
pathological aspects were found, according to different 
clinical pictures. However, the DIF of the perilesional skin 
was similar in almost all the patients, showing a C3 de-
posit along the DEJ with a microgranular/granular pat-
tern. This could represent a specific diagnostic marker 
for cutaneous lesions in NCGS patients. Over the years, 
many new cases of NCGS with cutaneous manifesta-
tions have been collected by our group (data not previ-
ously shown). In total, 45 patients were analysed. The 
median age at diagnosis was 39 years (range: 5–78) with 
a predominant female sex (female : male ratio = 3.5 : 1). 
Itching was present in all the patients, from moderate 
to severe. Morphologically, the lesions were mainly ery-
thematous, squamous, excoriated papular-vesicular, and 
vesicles, sometimes crusts (Figure 1). Some patients had 

hyperkeratotic scaly lesions, consistent with psoriasis. 
Lesions were located on the extensor surfaces of upper 
limbs (elbows and back of the hands (90% and 18%)), 
extensor surfaces of lower limbs (knees) (60%), bottom 
(29%), chest (25%), neck (18%), the palms of the hands 
(10%), and face (6%). At DIF, most of the patients (86.6%) 
showed a C3 microgranular/granular pattern (Table 1). 

Intestinal manifestations included abdominal pain 
(61%), swelling (40%), constipation (15%), diarrhoea 
(20%), and flatulence (20%).

Symptomatic improvement was seen in all NCGS pa-
tients within an average time of 1 month after the GFD, 
faster than in DH.

As Dmochowski et al. [1] suggested, we should pay 
attention to coining terms for apparently newly described 
dermatoses, but, according to our results, the introduc-
tion of the concept of specific skin manifestations related 
to NCGS with peculiar DIF depositions may be helpful for 
the management of the patients, as it is for DH and CD. 
In conclusion, gluten can be responsible for the onset of 
specific skin manifestations, some of which are already 
described as DH, while others are currently under defini-
tion, such as the CGS, immunologically characterized by 
the granular deposit of C3 at the DEJ. These NCGS cu-
taneous forms should also be considered in our clinical 
practice. A GFD, even in these patients, has the ability to 
resolve skin manifestations faster than in CD.
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Table 1. Immunoreactants in direct immunofluorescence in 45 patients with non-celiac gluten sensitivity

IgG IgM IgA C3 C1q

DEJ 0/45 (0%) 20/45 (44.4%) 0/45 (0%) 39/45 (86.6%) 15/45 (33.3%)

PV 3/45 (6.6%) 30/45 (66.6%) 4/45 (8.8%) 33/45 (73.3%) 5/45 (11.1%)

FB 0/45 (0%) 14/45 (31.1%) 6/45 (13.3%) 2/45 (4.4%) 2/45 (4.4%)

DEJ – dermal-epidermal junction, PV – perivascular, FB – fluorescent bodies.

Figure 1. A–C – Skin manifestation of cutaneous gluten-sensitivity (CGS). A, B – Vescicle and erosive lesions on an ery-
thematous base, with crusts due to scratching, located on elbows. C – Direct immunofluorescence showing granular C3 
deposition along dermo-epidermal junction
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