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Lichenoid and granulomatous stomatitis: an entity or a
non-specific inflammatory process?
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BACKGROUND: The presence of lichenoid or granulo-
matous inflammation in an oral mucosal biopsy usually
suggests a distinct range of diagnostic possibilities. How-
ever, the presence of both patterns of inflammation in
the same biopsy is uncommon.

METHODS: A clinico-pathological study of six patients.
RESULTS: All the patients in this study presented with
similar mucosal lesions of the upper lip. Microscopically
the lesions were characterized by the presence of liche-
noid inflammation with concomitant granulomatous
inflammation. The lesions were persistent and refractory
to treatment with steroid medications, but remained
localized and did not appear to herald the onset of sys-
temic inflammatory or neoplastic disease.
CONCLUSION: We propose the designation ‘lichenoid
and granulomatous stomatitis’ for the cases described in
this study. The clinico-pathological features of a subset of
these cases suggest an unusual drug eruption.
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Introduction

The clinical presentation of an inflamed red patch on the
labial mucosa of the upper lip prompts a wide differen-
tial diagnosis. The separation of such a diverse range of
diseases is usually facilitated by incisional biopsy in
combination with haematological investigations. The
histopathological appearances of oral mucosal diseases
that have an inflammatory component can broadly be
separated by the composition of cells within the inflam-
matory infiltrate. For example, the presence of acute
and chronic inflammation, in the absence of other
distinguishing pathological features, is usually non-
specific. However, by contrast, the presence of granulo-
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matous inflammation typically leads to a restricted list
of diagnostic possibilities that may be distinguished by
additional clinical information or further investigations.
Granulomatous disorders affecting the oral cavity can
be divided into three groups: those caused by micro-
organisms (tuberculosis, syphilis, deep mycoses), those
associated with foreign body implantation (toothpaste
abrasives, dental materials, pulse granuloma), and
idiopathic diseases (oro-facial granulomatosis, Melkers-
son—Rosenthal syndrome, Crohn’s disease, sarcoidosis,
Wegener’s granulomatosis, giant cell arteritis) (1, 2).
Similarly, the presence of lichenoid inflammation at the
epithelio-mesenchymal interface suggests a limited range
of disorders including lichen planus, lichenoid reactions,
oral contact hypersensitivity stomatitis, lupus erythe-
matosus, graft versus host disease and lichen sclerosis et
atrophicus (3).

To our knowledge the presence of lichenoid inflam-
mation with concomitant granulomatous inflammation
is an uncommon observation within the oral tissues.
Lichenoid and granulomatous inflammation have been
reported in cases of foreign body gingivitis, which was
first described by Daley and Wysocki (4). In a series of
patients with foreign body gingivitis, the investigators
reported the presence of both patterns of inflammation
in 16 of 61 (26%) biopsies studied (5). Foreign body
gingivitis is defined by the presence of opaque, refractile
foreign material within the gingival connective tissues
and studies using energy-dispersive X-ray microanalysis
have demonstrated that, in the majority of cases, the
material is derived from constituents of toothpastes and
dental materials (4, 6).

In the dermatological literature, the concurrent pres-
ence of lichenoid and granulomatous inflammation is
also uncommon. Magro and Crowson (7) reported a
series of 40 patients with skin lesions showing a novel
constellation of lichenoid dermatitis with a granuloma-
tous component. In the majority of cases, there were
confounding medical problems associated with the
disease, however, one-fifth of cases represented idio-
pathic lichenoid disorders. Similar features have recently
been described in a patient with myeloma being treated
with erythropoietin (8). Furthermore, other skin lesions,
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Figure 1 Typical clinical appearance of ‘lichenoid and granuloma-
tous stomatitis’.

with comparable histopathological features, but charac-
terized by the presence of giant cells, have been
designated giant cell lichenoid dermatitis (9—11). In
addition, lichenoid and granulomatous inflammation
may coexist in the exceptionally rare skin condition,
lupus erythematosus profundus (12).

Materials and Methods

Six patients formed the basis of this clinico-pathological
study. Four of the patients were examined and treated
by one of the authors (JWE) at the Bristol Dental
Hospital. The medical records of these patients were
examined along with the biopsy material. Biopsy
material from the other two cases were referred to one
of the authors (JWE) for a second opinion. The referral
letters from these cases were scrutinized along with the
biopsy material.

Results

Clinical features

The clinical details of the subjects are documented in
Table 1. There were four females and two males, with a
mean age of 59 years (range 54-65) and they were all
Caucasians. All subjects presented with a localized
erythematous patch on the labial mucosa of the upper
lip, with or without attendant swelling (Fig. 1). Three
patients had similar changes on the labial aspect of the
gingiva, in close proximity to the labial lesion. All
patients underwent incisional biopsy and two had
additional clinical investigations. One patient had a
chest radiograph, which did not show any significant
abnormality, and the other had haematological investi-
gations, which were essentially normal; the autoimmune
profile demonstrated a low titre (8 iu/ml) of double-
stranded DNA autoantibodies, which was within the
normal range for the test. Four of the subjects had
detailed clinical information regarding their medical
histories and treatment regimens and were followed up
for a mean period of 44 months (range 11-64 months).
Two of these individuals were taking medications
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known to be associated with lichenoid eruptions. Sub-
ject 2 was taking naproxen and atenolol and subject 4
was taking ramipril. All four patients received steroid-
based therapies and subsequent consultations revealed
that the lesions typically failed to resolve and showed
phases of active disease followed by periods of quies-
cence.

Histopathological features

The histopathological features are documented in
Table 2 and illustrated in Fig. 2. All the lesions had
three distinctive components. First, there was lichenoid
inflammation, characterized by hyperkeratosis, basal cell
damage, apoptotic bodies and a band-like lympho-
histiocytic infiltrate at the epithelio-mesenchymal
interface. Secondly, there were variable degrees of
granulomatous inflammation throughout the corium.
All the granulomas were composed of epithelioid macr-
ophages, giant cells were absent and there was no
necrosis. Thirdly, there were lymphoid nodules in the
corium with many showing a striking perineural distri-
bution. The nodules were composed of rather monoton-
ous, medium-sized lymphocytes; immunohistochemical
analysis of four biopsies demonstrated a mixed popula-
tion of B and T lymphocytes. Additional studies to
demonstrate foreign material and acid-alcohol-fast
bacilli were negative. In one case (Subject 1), scanty
fungal hyphae were demonstrated in the upper epithelial
layers; however, other pathological features suggestive of
candidosis, such as acute inflammation with spongiform
pustules and psoriasiform hyperplasia, were absent.

Discussion

We have reported a series of six patients who presented
with similar mucosal lesions of the upper lip showing
concurrent lichenoid and granulomatous inflammation.
Although the range of diseases typified by either liche-
noid inflammation or granulomatous inflammation is
rather distinctive, when the two patterns are present
simultaneously, there are problems determining which
represents the primary disease process, or indeed, if the
coexistence of the two patterns of inflammation repre-
sents a distinct disease entity. For example, it is possible
that lichenoid inflammation renders the oral mucosa
more susceptible to the ingress of foreign material, with
subsequent granuloma formation. The biopsy material
in the current study was examined systematically using
close inspection and polarized light, but no foreign
material was observed. Nevertheless, detection of foreign
particles in biopsies can be difficult and not all extrinsic
materials are refractile using polarized light (4, 6).

Interestingly, two patients were known to be taking
medications that have an association with lichenoid
eruptions, namely naproxen (non-steroidal anti-inflam-
matory drug), atenolol (B-adrenoceptor blocker) and
ramipril (angiotensin-converting enzyme inhibitor) (13).
Furthermore, these groups of drugs have also been
implicated in lichenoid and granulomatous dermatitis
(7). This supports the contention that these particular
lesions may represent unusual drug eruptions.
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Figure 2 Photomicrographs of ‘lichenoid and granulomatous stomatitis’. Photomicrographs are of haematoxylin and eosin preparations,
magnification x300, unless stated. (a) Scanning magnification (x30) showing the distribution of the inflammatory infiltrate. (b) Higher
magnification (x60) of the inflammatory infiltrate in the corium. (c) Lichenoid inflammation at the epithelio-mesenchymal interface. (d)
Granulomatous inflammation in the corium. (¢) Lymphoid nodule surrounding a peripheral nerve and several small granulomas. (f, g)
Immunohistochemistry showing the distribution of B (CD20; f) and T lymphocytes (CD3; g) in the inflammatory infiltrate (magnification x30).

Lupus erythematosus is an autoimmune disease with
variable clinical and histopathological features. Lupus
erythematosus profundus is an exceptionally rare vari-
ant of the disease and is characterized by lichenoid and
granulomatous inflammation. Typically, skin lesions
have a deep granulomatous component centred on the
panniculus and there are also accompanying necrobiotic
changes (12). Although the present series of mucosal
biopsies demonstrated some of the histopathological
features of lupus erythematosus, namely lichenoid
inflammation and a deep lymphocytic infiltrate, the
granulomas were situated in the corium and not
observed within the submucosal tissues.

In one of the cases, fungal hyphae were detected in the
superficial epithelial layers, in the absence of other
histopathological features of candidosis. It is not pos-
sible accurately to determine the significance of this
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finding in the context of the inflammatory picture
observed. However, in one study that examined the
frequency of fungal infection in oral mucosal biopsies,
there was a significant negative association between
fungal hyphae and lichenoid inflammation (14). Fur-
thermore, granulomatous inflammation is not typical of
superficial candidosis but is a feature of deep mycoses
(15). In addition, it is interesting to note that in 12 of 40
cases of lichenoid and granulomatous dermatitis repor-
ted by Magro and Crowson (7), an infective cause was
implicated. However, the diseases were either bacterial
or viral infections, but not fungal. It is possible,
therefore, that the fungal hyphae detected in this case
represents an incidental finding.

The documentation of granulomas within an oral
biopsy usually prompts the clinician to evaluate the
patient for signs of systemic granulomatous disease. All



the patients in this series had isolated oral mucosal
lesions and of the four cases that were followed the
lesions remained localized.

The prominent lymphoid nodules within the corium
demonstrating a perineural distribution prompted the
reporting pathologist to immunohistochemically char-
acterize the lymphoid infiltrate in four of the cases. In all
these cases, the infiltrate was considered to be reactive;
however, it is interesting to note that within the series
presented as lichenoid and granulomatous dermatitis,
there were three cases of cutaneous T-cell lymphomas
(7). Granulomatous reactions may be seen as part of the
clinico-pathological spectrum of mycosis fungoides and
the closely related disease granulomatous slack skin
syndrome (16). However, mycosis fungoides rarely
affects the mouth and has never been reported in the
absence of skin lesions (17). Incidentally, perineural
lymphocytic aggregates with granulomatous inflamma-
tion are also a typical feature of leprosy, which should
be considered in the appropriate clinical setting (18).

Essentially, all the oral lesions described here were
persistent, but remained localized and typically showed
phases of active disease followed by periods of quies-
cence. Furthermore, the lesions failed to resolve using
steroid treatments. This type of clinical course is similar
to other chronic idiopathic inflammatory diseases, such
as lichen planus and oro-facial granulomatosis.

In summary, we have described a series of six patients
with similar and unusual oral mucosal lesions showing
identical histopathological features and demonstrating a
predictable clinical course. We propose that these lesions
are designated ‘lichenoid and granulomatous stomatitis’
to reflect their similarity with lichenoid and granuloma-
tous dermatitis (7). In two cases, the lesions occurred in
patients taking medications known to cause lichenoid
eruptions and these may represent unusual drug reac-
tions.
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