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ABSTRACT
Cheilitis glandularis (CG) is a rare disorder of unknown etiology charactarized by inflamation of the minor salivary

glands of the lower lip. Clinically, three variants have been described: cheilitis glandularis simplex, cheilitis

glandularis suppurativa, and cheilitis glandularis apostematosa. Most cases are diagnosed as the simple form of

glandular cheilitis, which is characterized by enlarged excretory ducts, induration, and enlargement of the salivary

glands as well as production of a rather mucopurulent saliva. The diagnosis of CG is done with clinical and

pathologic correlation. A swollen lip is common in clinical practice, but the differential diagnosis and management

of the condition may be challenging. Lip swelling may be related to a local or systemic condition. We hereby report

an unusual case of CG of lips in a female patient visited the deparment of Internal Medicine, Ege Univercity. She was

being followed up with the diagnosis of rheumatoid arthritis and presented with recurrent swelling of the lips

repeatedly. She had previously been followed up for angioedema because of recurrent swelling of the lips. The

patient's laboratory tests were normal and lip biopsy was consistent with glandular cheilitis. The aim of this article is

to discuss the differential diagnosis of glandular cheilitis.
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INTRODUCTION

Cheilitis glandularis (CG) is a rare-chronic inflammatory
condition of the minor salivary glands. It is mainly characterized
by swelling of the lip with hyperplasia of the salivary glands;
secretion of a clear, thick mucus; and variable inflammation.
The etiology and pathogenesis of CG are unknown [1-4].
Cheilitis glandularis is more common in adult males, although
cases have been described in women and children. It is
associated with a relatively high incidence of squamous cell
carcinoma of the lip. Treatment may include surgical excision by
vermilionectomy, but treatment varies for each individual [5].
The aim of this report is to make the differential diagnosis of
glandular cheilitis in patients presenting with recurrent swelling
of the lips.

CASE REPORT

52 -year-old female patient, presented with a 10 year history of
lower lip swelling with the diagnosis of angioedema in many
centers had been examined before (Figure 1). Anamnestically,
there was no evidence for angioedema or urticaria. There were
no signs of bacterical superenfection or suppurative exudate. On
clinical examination, the lower lip appeared swollen with
presence of crustations. Dry eye test was normal. Also, dental
patch and nickel test were negatif. Cheilitis granulomatoza,
lupus erytematosus, actinic cheilitis and sarcoidosis, amongst
other dermatoses had been ruled out by lip biopsy and
autoimmune serology. Routine blood investigatations performed
were in normal limitis except for antinuclear antibody with
granular pattern a titer of 1:80 and C-Reactive Protein level of
1.49 mg/dl. Quantitative assessment of other parameters
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revealed normal values (ds-DNA-, U1 RNP-, Sm-, SSA-, SSB-,
Scl-70-, centromere- and Jo-1-antibodies).

Fıgure 1: Extra oral photograph of lips with edema.

The patient's postmedical history was significant for rheumatoid
arthritis. Medications included deltacortril (5 mg),
hydroxychloroquine sulfate (2 per day), sulfasalazine (2 per day)
and methotrexate (7,5 mg once a week). The salzopyrin was
discontinued because the angioedema attacks were triggered by
salozopyrin, but was restarted when the swelling was repeated on
the follow-up lips. Laboratory examination of the patient with
rheumatoid arthritis for 2 years revealed Rheumatoid factor 11
(<14 IU/ml) and anti CCP 295 (<1 RU/mL). In view of the
patient in terms of rheumatoid arthritis; both radiocarpal,
intercarpal, and carpometacarpal joints narrowed and sclerotic
densities increased on bone surfaces facing the joint surface. It is
compatible with the joint involvement of the symptomatic
disease with the diagnosis of rheumatoid arthritis. Also in
medical history; the patient had no known drug allergies. She
denied alcohol and cigarettes use.

Biopsy was performed to confirm the diagnosis: The presence of
the lymphcyte populations in the minor salivory glands of
sjogren's syndrome is consistent with minor salivory gland
involvement when considered in the differential diagnosis of
CG mind being seen marked expansion with cystic duch
dilatation and mucus accumulation of glandular cheilitis it.
Then, histologically, ectasia of glandular ducts and dermal
lymphohistiocytic infiltrate, and enlarged vessels (Figures 2 and
3).

Fıgure 2: Histologically, ectasia of glandular ducts and dermal
lymphohistiocytic infiltrate (hematoxylin and eosin stain; original
magnification x100).

Figure 3: Histologically, enlarged vessels (hematoxylin and eosin stain;
original magnification x100).

DISCUSSION

If cheilitis glandularis (CG) is a clinically descriptive diagnosis
that refers to an uncommon, poorly understood inflamatory
disorder of the lower lip, the swollen lips are common in clinical
practice. The differential diagnosis can be simplified by
grouping findings into broad categories: trauma, inflammation,
infection, metabolic diseases, neoplasm and idiopathic
conditions. Swelling of the lips, which can sometimes be a sign
of a systemic disease [6].

Although romatoid artritis is well known to be associated with
primer scögren syndrome and with various autoimmune disesae,
it is less clear whether a similar assosiation also exists for CG.
Even so, in cases in which dryness is attributable to documanted
sjögren syndrom, referral to a rheumotologist and a dentist are
recommended for further systemic workup, ongoing follow up,
and preventetive care [7]. Despite our patient it could not be
supported by clinical findings expected in the foreground
söcgren syndrome connected to rheumatism.

Angioedema is a common reason for attendance at the
emergency department and for referral to immunology/allergy
clinics. Life-threatening angioedema can be easily understood
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with a good history and physical examination. Angioedema may
be excluded on the lips when the swollenness does not conform
to the typical episode of angioedema and the external
appearance of the lips [8]. It is not easy for physicians to exclude
angioedema in our patient who has complaints that last for
more than 10 years.

Primary Sjögren's syndrome (SS) is classically considered a
disease of salivary and lacrimal glands as a result of focal
lymphocytic infiltration. Parenchymal organ involvement can
also manifest as, among others, interstitial nephritis,
autoimmune cholangitis, and in rare cases autoimmune
pancreatitis which have also been appreciated as part of the
newly described IgG4-related disease (IgG4-RD) (3). According
to some authors, diagnosis further affords the number of IgG4-
producing cells exceeding 40% of total IgG-expressing plasma
cells, and the presence of tissue fibrosis or even sclerosis. Given
the poor knowledge about CG pathogenesis, better
immunological markers are needed, analogous to those
successfully used in Sjögren’s syndrome [9].

NERDS is an eosinophilic disorder recently described by
Butterfield and characterized by an association of nodules,
eosinophilia, rheumatism, dermatitis and swelling. The cardinal
features included cutaneous manifestations with prominent
xerosis, recurrent urticarial eruption with angioedema associated
with tissue and peripheral blood eosinophilia [10]. We consider
in the differential diagnosis in our patient because of
rheumatism and edema of the lips, but we exclude NERDS does
not support other findings.

Kuttner tumour is benign, chronic, sclerosing sialadenitis that
usually occurs in the submandibular gland and is regarded as a
salivary gland neoplasm because of its clinical features [11].
Sometimes this tumor is similar to glandular cheiltis cases. Even
Küttner ’ s tumour is currently associated with IgG4 related
disease [12].

Melkersson-Rosenthal syndrome is another disease that can be
confused with glandular cheilitis. And many other similar
clinical conditions can be discussed in the differential diagnosis.
However, we discussed the most important topics we discussed
in the differential diagnosis of our patient [13].

Finally, CG is needs to be attended to as it will continue to
worsen over time and even increase the chances of squamous
cell carcinoma (cancer) of the lip in some cases [14].

CONCLUSION

In conlusion, CG is a rare disorder of unknown etiology
charactarized by inflamation of the minor salivary glands of the
lower lip. The diagnosis of CG is done with clinical and
pathologic correlation. A swollen lip is common in clinical
practice, but the differential diagnosis and management of the
condition may be challenging. Lip swelling may be related to a
local or systemic condition. We hereby report an unusual case of

CG of lips in a female patient and emphasize, the differential
diagnosis of swelling on the lips for the diagnosis of CG
angioedema should be done especially.
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