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Crohn's disease with respiratory tract involvement
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SUMMARY Symptomatic respiratory tract involvement with granulomatous bronchial lesions has
not yet been described in Crohn's disease. We report two patients with colonic Crohn's disease and
severe respiratory symptoms (dyspnoea associated in one of the patients with voicelessness);
erythema, aphthoid and superficial ulcerations were found in the colon and whitish granulations in
the bronchi at endoscopy. Non-caseating tuberculoid granulomas were found in the colonic
mucosa of both patients, as well as in the bronchial mucosa of one of them; in the second a diffuse
inflammatory infiltrate including epithelioid cells was found underneath an erosion of bronchial
epithelium. Both patients improved on oral prednisone. These two patients probably had
bronchial involvement by Crohn's disease.

Some recent papers have shown a high incidence of
latent pulmonary abnormalities in Crohn's disease
(CD), as assessed by respiratory function tests'" or
bronchoalveolar lavage.' In contrast, the obser-
vation of symptomatic respiratory tract involvement
in CD seems very rare."5 We report two cases
of Crohn's colitis associated with laryngeal and/or
bronchial involvement. To our knowledge, the bron-
chial lesions in our patients have not been described
previously.

Case 1

A previously healthy 24 year old French woman first
presented in August 1985 because of diarrhoea and
fever. Two months earlier, during the third trimester
of her second pregnancy, she began to complain of
diarrhoea. She received loperamide and non-
absorbable antibiotics, with some improvement.
Two weeks after delivery, diarrhoea recurred,
associated with abdominal pain, fever, weight loss
and increasing weakness.
On admission the temperature was 39 5°C, the

pulse 126 and the blood pressure 90/60 mm Hg.
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Physical examination was negative except for mild
abdominal tenderness. Laboratory studies showed
the following abnormalities: haematocrit 31%; white
cell count 190000 with 84% neutrophils; sedimen-
tation rate 72 mm/h; potassium 2-6 mmol/l; cre-
atinine 170 [tmol/l; and albumin 2 9 g/dl. X-ray films
of the abdomen and of the chest were normal. Stool
cultures and parasitic research were negative. Colon-
oscopy revealed abnormalities confined to the
ascending and sigmoid colon with hyperhemic
mucosa, aphtoid, and superficial ulcerations.
Multiple mucosal biopsy specimens revealed non-
necrotising granulomas. Barium small bowel radio-
graphs were normal. The diagnosis of CD was
considered, and the treatment consisted of
parenteral nutrition, antibiotics, and sulphasalazine
3 g daily.

After initial improvement, the temperature rose to
39°C on the 10th hospital day and the patient became
voiceless; she experienced dysphagia, cough and
mild dyspnoea. Simultaneously, erythema nodosum
appeared on the legs and forearms. There was a mild
but transient exacerbation of the digestive
symptoms. An upper airway examination revealed
marked oedema of the nasopharynx, epiglottis,
arytenoids and true vocal cords. There was no
cervical lymphadenopathy; lung examination was
normal. Chest radiograph remained normal.
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Bronchoscopy disclosed erythema and numerous
small whitish granulations of trachea and main stem
bronchi. Biopsy showed a chorionic mononuclear
infiltrate with a few tuberculoid granulomas made of
epithelioid cells (Figure). The aspirate was negative
for acid fast bacilli on both smear and culture. Liver
function tests and serum calcium were normal. The
serum creatinine was 82 !smol/l. An angiotensin
converting enzyme was 37 tmol/min/l (normal range
65-135). Serologic test for Yersinia enterolitica and
pseudotuberculosis infection, cytomegalovirus infec-
tion, histoplasmosis, brucellosis, and syphilis were
negative.
The patient was treated with oral prednisone 40 mg

daily. She responded dramatically, with complete
relief of respiratory symptoms within a few days. One
month later she was symptom free. Bronchoscopy
showed a nearly normal appearance of the mucosa
with slight, non-specific infiltrate on biopsy. Colon-
oscopy two months later showed moderate erythema
without ulceration. Steroids were then tapered off.
She has now been off steroids and asymptomatic for
12 months.

Case 2

A 17 year old French woman was first seen in 1981 for
evaluation of erythema nodosum. There was no

history of digestive disease or pulmonary symptoms
and the aetiology of this skin lesion remained obscure
despite multiple investigations, including a normal
colonoscopy and ileoscopy. During the next two
years she developed four attacks of erythema
nodosum and she was referred in January 1983
because of mild hyperamylasemia noticed at routine
laboratory test. An endoscopic retrograde pancrea-
tography showed slightly dilated and irregular ducts.

In April 1983, she was readmitted for diarrhoea of
two months duration (four to five liquid stools with
blood daily), recurrence of erythema nodosum, and
acute dyspnoea. She was treated with a presumptive
diagnosis of severe asthma and received high dose
intravenous steroids. Radiographs of the chest was
normal. Bronchoscopy showed a diffusely ery-
thematous mucosa with numerous small whitish
granulations. Bronchial biopsy samples showed an
erosion of the bronchial epithelium underlined by an
infiltrate, predominantly of polymorphs; epithelioid
like macrophages were also seen, without tendency
to form aggregates. At colonoscopy small ulcerations
of the right colon and a thickened and erythematous
mucosa in the transverse and left colon were found.
The rectum was normal. Several biopsy samples
showed superficial ulcerations and tuberculoid
granulomas with epithelioid and giant cells. Small
bowel barium radiographs were normal. Ocular
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Figure Bronchial biopsy from patient I showing chorionic mononuclear infiltrate with tuberculoid granuloma (arrows)
made ofepithelioid cells (H and E).
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examination showed episcleritis. Digestive and
extradigestive symptoms improved on prednisone
therapy. During the following two years, the patient
suffered from further attacks of colitis, erythema
nodosum and episcleritis, but had no respiratory
symptoms. On each occasion, an improvement was
achieved on oral prednisone.

Discussion

Our two patients had simultaneous occurrence of
segmental colitis and laryngeal and/or bronchial
involvement. At endoscopy, erythema, aphtoid and
superficial ulcerations were seen in the colon and
whitish granulations in the bronchi. Non-caseating
tuberculoid granulomas were found in the colonic
biopsy specimens in both cases as well as in the
bronchial mucosa of the first patient. In the second
case the infiltrate of the bronchial lamina propria
included epithelioid like macrophages but without
follicular or nodular pattern. Infectious and parasitic
causes of granulomatous colitis such as tuberculosis,
yersiniosis, histoplasmosis, and bilharziosis can be
reasonably ruled out in our patients.

Sarcoidosis and Crohn's disease have several
common features: unknown aetiology, presence of
non-caseating granulomas as one of the histological
hallmarks, occurrence of erythema nodosum, epi-
scleritis and uveitis, responsiveness to steroids. Yet
the clinical pictures of these two diseases are usually
easy to differentiate, because of the topography of
the lesions: while both diseases may be disseminated,
sarcoidosis involves mainly mediastinal lymph nodes
and lungs while CD is essentially a digestive disease.
The diagnosis of CD seems much more likely than
that of sarcoidosis in our two patients: they had no
evidence of disseminated sarcoidosis or radiological
indication of mediastinal lymph nodes or lung
disease. Intestinal sarcoidosis is exceptional and
always occurs in a setting of otherwise obvious
sarcoidosis. Only three cases of diffuse small bowel
infiltrate by non-caseating granuloma have been
reported in disseminated sarcoidosis. "*8 To our
knowledge, 10 cases have been reported as colonic
sarcoidosis: five had widespread sarcoidosis with
either'920 purely histological large bowel involvement
(tuberculoid granulomas on rectal biopsy) and no
related clinical or endoscopic abnormality (n=2),
or21-23 macroscopic colonic disease with clinical symp-
toms (n=3). Only one case of colonic stenosis is
mentioned in a series of 160 cases of sarcoidosis.24
Finally four cases were published as colonic sarcoid-
osis before the individualisation of colonic Crohn's
disease25 and would undoubtedly be labelled as such
today 229

Respiratory abnormalities have been reported in a

few patients with CD: (1) three cases9 "' of CD were
found to be associated with upper airway obstruction
and laryngeal involvement (extensive oedema of the
epiglottis, aryepiglottic folds, false cords and
arythenoids); tuberculoid granulomas were found at
laryngeal biopsy in one of them;'" bronchial exami-
nation is not mentioned in these cases; all improved
on steroids. (2) Unexplained chronic bronchial sup-
puration with bronchiectasis has been described in
association with ulcerative colitis" 12 and in one case
of probable CD." (3) A pulmonary infiltrate with a
non-caseating tuberculoid granuloma has been pub-
lished in three CD patients. I'l5 (4) Finally, sub-
clinical lung abnormalities have been observed in
CD, such as abnormal pulmonary function tests,"X
decreased carbon monoxide diffusion'56 and more
recently a high incidence of latent lymphocyte
alveolitis as assessed by bronchoalveolar lavage.1
Interestingly, this CD alveolar lymphocytosis results,
as in sarcoidosis, from an expansion of the T4
lymphocyte subset;68 whether this finding reflects
some underlying pathophysiological mechanism
common to both diseases remains to be seen. To the
best of our knowledge, the bronchial abnormalities
described in our patients have not been reported as
yet.
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