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SUMMARY Nifieteen patients with clinical evidence of oral Crohn’s disease but no intestinal
symptoms were studied. Oral lesions in all patients were shown histologically to have lymphoedema
with or without chronic granulomas consistent with Crohn’s disease. Seven patients (37%) had
demonstrable intestinal disease on rectal biopsy and four of these had abnormal bowel radiology. All
seven had evidence of nutritional deficiency. Patients with clinical features suggesting oral Crohn’s
disease may have evidence of Crohn’s disease in the intestine, although this may not be clinically

apparent.

Crohn’s disease, originally described as a disorder of
the small intestine,' is now recognised to extend well
beyond these confines® and to involve all parts of the
gastrointestinal tract, including the mouth.® Clinical
features suggestive of oral Crohn’s disease include
facial or labial swelling, angular cheilitis, mucosal tags
or cobblestoning of the oral mucosa, hyperplastic
gingival lesions, and oral ulcers.* Early reports of oral
Crohn’s disease were usually of patients with sympto-
matic gastrointestinal Crohn’s disease but Varley®
described three patients with oral Crohn’s disease who
had no intestinal symptoms and Taylor and Smith®
reported a patient with oral Crohn’s disease who, on the
basis of contrast radiography, sigmoidoscopy, and
nutritional status, had no intestinal involvement.

Tyldesley* reported six patients with oral Crohn’s.

disease who failed to develop gastrointestinal symp-
toms during a five year follow-up, although one of
the patients had iron deficiency of unknown aetiology.

The lesions of oral Crohn’s disease histologically
resemble those of intestinal Crohn’s disease with lym-
phoedema of the lamina propria and small numbers of
non-caseating granulomas. The aim of this investiga-
tion was to examine patients with this type of lesion of
the oral mucosa, who had no symptoms of intestinal dis-
ease, for evidence of intestinal lesions in order to assess
the importance of such oral lesions as indicators of
intestinal Crohn’s disease.
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Methods

PATIENTS
The details of the study group and presenting features
are shown in Table 1.

The group consisted of nine males and 10 females
(age range 3—40 years: median age 15-0 years) present-
ing at the Oral Medicine Clinic with clinical features
suggestive of oral Crohn’s disease who, on biopsy of the
affected oral mucosa, showed characteristic granu-
lomatous changes and/or lymphoedema.

The oral biopsies in all cases showed lymphoedema
with dilated lymphatics in the lamina propria, although
this varied in severity between cases. Granulomas with
epithelioid cells and multinucleated giant cells were
seen in 14 cases but neither caseation necrosis nor
acid-alcohol fast bacilli were demonstrable. Three
cases showed focal collections of lymphocytes and epi-
thelioid histiocytes, usually related to lymphatic vessels
but a focal inflammatory infiltrate was absent in the
remaining two cases.

Only those patients who had no historical evidence of
gastrointestinal disease were included in this study.

Gastrointestinal assessment was undertaken at a
variable interval after the onset of oral lesions (time
interval median one year: range one month to 11 years)
and included a detailed history, physical examination
including sigmoidoscopy, and a range of investigations
including full blood count, erythrocyte sedimentation
rate, serum vitamin B,,, corrected whole blood folate,
serum iron and total iron binding capacity, urea and
electrolytes, liver function tests, serum calcium,
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Table 1 Characteristics of study group
Patient Age (yr) Oral lesions Duration
no. sex (yr)
Swelling Mucosal tags or Ulcers Angular
cobblestoning cheilitis

1 8F + - - + 8/12

2 21F + + - - 1

3 13F + + + + 3/12

4 1SF + - + - 1

5 40F + + - - 1

6 22F + - - - 1/12

7 15F - + + + 1

8 17F + - - - 3

9 13F + + - + 3%
10 10F + - - - 3/12
11 21IM + + - - 11
12 - 10M - + - - 1/12
13 IM + + - - 3
14 13M + + + + 3/12
15 M + - + - 3/12
16 10M + - + + 1%
17 34M + - + + 6
18* 32M + - - - 8/12
19 33M - + + - 2%
* Melkersson-Rosenthal syndrome. + = lesion present, — = lesion absent.

phosphate, zinc, magnesium, and immunoglobulin
concentrations.

Radiological examinations of the small and large
intestine and chest were performed in all patients. Rec-
tal biopsy was carried out in all patients and jejunal
biopsy, Kveim, and Mantoux tests, were performed
where clinically indicated.

The colorectal and intestinal biopsies were pro-
cessed, orientated and stained by routine methods and
in most cases multiple ribbon sections were prepared
and examined.

Results

The 19 patients were selected on the basis of oral lesions
clinically and histologically consistent with a diagnosis
of oral Crohn’s disease. Sixteen of the 19 patients had
recurrent facial or labial swelling (one had the
Melkersson-Rosenthal syndrome of facial swelling,
scrotal tongue, and facial palsy) and 10 had mucosal
tags or cobblestoning of the mucosa. Oral ulceration
(8/19) was aphthous in type (6) or sometimes persist-
ent linear ragged ulcers in the buccal vestibule (2).
Seven patients had angular cheilitis. There appeared,
however, to be no consistent correlation of particular
oral manifestations.

The medical histories and general physical exam-
ination, including sigmoidoscopy, failed to reveal
significant systemic abnormalities in any patient.

" In none of the small bowel biopsies was any abnor-
mality of villous morphology detected and the crypt-
villous ratio was always in the normal range (less than
0-5). In only one case was there any abnormality of the

leucocyte infiltrate in the lamina propria; in this
instance, there was a villus swollen by a focal lympho-
plasmacyticinfiltration which was associated with mild
damage to the overlying epithelium. Epithelioid gran-
ulomas were not, however, detected.

The colorectal biopsies occasionally showed non-
diagnosticinflammatory changes in the lamina propria.
Some of these changes were diffuse but tended more
often to be patchy. Goblet cell depletion in the crypts
was always minimal. Granulomas regarded as the only
definitive (if not diagnostic) lesions in Crohn’s disease
were found in the lamina propria in seven cases: usually
these were associated with mild non-specific infiltration
in the lamina propria.

The results of investigations are shown in Tables 2
and 3. Seven of the patients were established as having
intestinal lesions as a result of finding granulomas on
rectal biopsy and intestinal disease was confirmed in
four by abnormal findings on small bowel radiology or

Table 2 Results of biopsy and radiological examination in
patients with oral granulomatous lesions with intestinal
involvement

Patient  Sigmoidoscopy Rectal biopsy Small bowel  Barium
radiology enema
2 - + - -
3 - + - -
4 - + + -
7 - + - -
13 - + + +
16 - + - +
19 - + + -

+: abnormalities indicative of intestinal disease, —: no abnormalities.



200

Scully, Cochran, Russell, Ferguson, Ghouri, Lee, MacDonald, and McIntyre

Table 3  Results of haematological and nutritional examination in patients with oral granulomatous lesions with intestinal

involvement
Patient Iron Corrected ~ Serum Erythrocyte Serum levels of
no deficiency or whole itamin B di . - . -
iron blood folate (pg/ml) tion rate Albumin Calciumt  Phosphate  Zinc Magnesium
deficiency  (ng/ml) (mm/h) (g/l) (mmol/l) (mmol/l) (umolfl) (umolfl)
anaemia*
2 + 115 440 9 40 22 09 132 0-90
3 - 120 410 18 27 25 0-9 113 0-81
4 + 192 295 37 33 2-3 07 10-3 0-74
7 + 100 320 15 36 22 111 14-5 0-98
13 + 110 590 22 27 1-9 09 9-0 0-91
16 - 150 420 15 26 24 1-0 14-1 0-82
19 + 95 635 8 42 24 1-1 137 0-88
N(I)rmal 100-600 240-1000 0-10 38-53 2:3-26 0-8-1-5 12-18 0-75-1-0
values

* Iron deficiency (transferrin saturation [serum iron/total iron binding capacity] below 16%) or iron deficiency anaemia.

+ Deficiency or anaemia present.
— Nodeficiency or anaemia.
t Corrected for albumin level.

barium enema (Table 2). Interestingly, none of these
patients had abnormal sigmoidoscopic findings. Those
patients with intestinal disease also had anaemia, raised
erythrocyte sedimentation rate (ESR) or reduced
serum albumin, each of which was found in five
patients, but only three of the seven patients with intes-
tinal disease had abnormalities in all three of these
parameters. The ESR was raised in five patients, all of
whom had a reduced serum albumin concentration.
Five of the seven patients with rectal granulomas had
iron deficiency anaemia and two of these were also mar-
ginally low in folate. Serum vitamin B, levels, however,
were normal in all. Occasional findings included a
reduced serum calcium, phosphate, zinc, or magne-
sium, but serum immunoglobin levels were normal
(Table 3).

There was no particular sex predilection in the
patients who proved to have intestinal disease (four
females and three males) and the age distribution of
this group (median 15 years: range 9 to 33 years) was
comparable with those having no intestinal disease
(median 15 years: range 3 to 40 years). Furthermore,
the delay between onset of oral lesions and investigation
for intestinal disease in those with intestinal involve-
ment (median one year: range three months to three
years) was not longer than in those without intestinal
lesions (median eight months: range one month to 11
years).

One other patient in the study group was diagnosed
as having sarcoidosis on the basis of a rash, positive
Kveim test, and a raised ESR. Of the 12 patients with
normal rectal biopsy, three (patients number 1,5, and
15) had a haemoglobin of 10-6 g/dl in each instance,
but no evidence of malabsorption. The delay between
onset of oral lesions and investigation of these three
patients for intestinal disease was three months to one
year (median eight months).

Discussion

These results indicate that 37% (7/19) of patients who
had presented solely with features suggestive of oral
Crohn’s disease had asymptomatic intestinal involve-
ment established by rectal biopsy and supported by
finding nutritional defects, raised erythrocyte sedimen-
tation rates, and abnormal bowel radiology.

All patients presented with oral or facial swellings,
mucosal tags or cobblestoning, oral ulcers, or features
of angular cheilitis previously defined as suggestive of
oral Crohn’s disease.* All had facial swellings, mucosal
tags, or cobblestoning. Oral ulceration was persistent or
recurrent in 42% (8/19) patients and 37% (7/19) had
angular cheilitis. The latter is more commonly found in
older patients usually related to Candidal infection
beneath an upper denture.

Itisinteresting to note that the group of patients with
intestinal lesions did not appear to differ significantly
from those without intestinal disease with respect to sex
predilection, age, or duration of oral lesions. In the
group with intestinal disease the lesions appeared
within three months to three years; only three of the
patients without established intestinal disease have had
oral lesions in excess of this time and it is impossible to
predict whether any of this group will manifest intes-
tinal involvement at a later stage, although the finding
of low haemoglobin in three patients might be an early
indication of intestinal disease.

It is well established that oral lesions can occur in
patients with intestinal Crohn’s disease. Croft and
Wilkinson in 19727 reviewed retrospectively 332 cases
of intestinal Crohn’s disease and found that 6% had oral
ulceration at some stage of the illness, and a similar
prevalence (9%) was found by Basu et al. in 1975 ina
study of 100 patients with intestinal Crohn’s disease.®
Oral lesions in intestinal Crohn’s disease have not con-
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sistently been related to the severity or extent of intes-
tinal involvement and have been reported to appear
before or after the onset of gastrointestinal symptoms.
However, a review of reports of 24 patients with oral
involvement in intestinal Crohn’s disease revealed that
the oral lesions had preceded the diagnosis of intestinal
involvement in over 30%, although bowel symptoms
were usually evident within a few mohths of the onset
of oral lesions — the longest time interval being one
year.? The present results are quite consistent with this
pattern of events. Extraintestinal Crohn’s disease in
other sites such as the anus may also precede the devel-
opment of intestinal symptoms, in that instance by
several years.'” It is also becoming apparent that
uncommon oral disorders such as the Melkersson-
Rosenthal syndrome and cheilitis granulomatosa
closely resemble oral Crohn’s disease, sarcoidosis, or
tuberculosis clinically and histologically'"** and may
precede intestinal Crohn’s disease.* ' '

The results of the present study suggest that, as over
35% of patients with clinical and histological features
consistent with oral Crohn’s disease but who were
otherwise asymptomatic had intestinal involvement
and also had complications such as anaemia or nutri-
tional deficiencies, all patients with oral Crohn’s
disease should be screened haematologically with
particular attention to the full blood picture:
haemoglobin, and red cell indices; iron and folate stud-
ies; erythrocyte sedimentation rate: and serum albumin
levels. Rectal biopsy followed by bowel radiology is
required for definitive assessment of intestinal involve-
ment. Other causes of granulomas must be excluded.

It will be interesting to observe the subsequent pro-
gress of those patients who have, at this time, no clinical
or laboratory evidence of gastrointestinal disease.

Our thanks are to the various colleagues who have
referred their patients to us.
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