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INTRODUCTION: Although joint, skin and ophthalmological involvement
remain the most reported extra-digestive manifestations of Crohn’s disease,
pulmonary localization is rare. We report a case of Crohn’s disease with early
pulmonary involvement.

CASE REPORT: This was a 24-year-old smoking patient who had consulted
for multiple chest pains in a recent Crohn’s disease context. A chest CT
scan showed pulmonary hypodense, lobulated nodular structures in the
left and right lower lobes. The left lung nodule biopsied, revealed subacute

inflammatory changes with giant cell granuloma and necrosis foci related
to the Crohn’s disease after excluding tuberculosis and sarcoidosis. After
initiation of anti-TNFa (adalimumab), the evolution was favorable with
regression of clinical symptoms and lung lesions but at the cost of a severe
psoriasis outbreak that required a change in treatment with ustekimab.

CONCLUSION: The hypothesis of pulmonay localization should be
mentioned in case of pulmonary symptoms from a patient followed for
Crohn’s disease.
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INTRODUCTION

Crohn’s disease (CD) is a chronic inflammatory disease that usually affects
the gastrointestinal tract and which etiology remains unknown (1). The extra-
digestive attacks of this inflammatory bowel disease are mainly represented
by articular, dermatological and ophthalmological manifestations (2,3).
Respiratory disease is rare and poorly described with an estimated prevalence
of 0.2% (4). Among these respiratory disorders, the upper respiratory tract
is classically separated from the parenchymal pulmonary lesions (5). These
pulmonarydisorders appear several years after the onset of the digestive disease
and evolve in parallel with the degree of activity of the intestinal disease (1,6).
We report a case of early nodular pulmonary involvement concomitant with
gastrointestinal involvement during CD. This case sensitizes the clinician to
have in mind, the possibility of early pulmonary involvement in a patient
followed for a CD and who consults for common respiratory symptoms.
These attacks are an expression of the progressive nature of the disease and
require more aggressive therapy to induce remission.

CASE PRESENTATION AND OBSERVATIONS

A 24-year-old female patient with known smoking status (5 cigarettes per
day for 3 years, -1 package-year) presented an inaugural episode of acute
left anterior uveitis that favorably evolved under treatment with local
corticosteroid (dexamethasone eye drops) mydriatic eye drops (Atropine eye
drops). It followed two months later, articular ankle pain and rectorragia
that gave way to abdominal pain with diarrheal tendency (20 episodes/
day). On examination of the general condition, the patient weighed 63 kg
for a height of 167 cm (BMI: 22.5 kg/m?). On physical examination, the
abdomen was painful soft in the right iliac fossa without defense, without
palpable mass, without hepatosplenomegaly. The examination of the anal
margin and digital rectal examination were without particularity (absence
of fistula or ano-perineal fissure). The ganglionic areas were free, the pleuro-
pulmonary, neurological and cardiovascular examinations were without
particularity. In biology, there was a biological inflammatory syndrome with
a Creactive protein at 23 mg/l and an acceleration of the speed; a blood
count and a normal liver test. The combination of uveitis, digestive and
articular symptoms and inflammatory syndrome suggested the hypothesis of
a chronic inflammatory bowel disease. Gastroscopy did not show any lesions,
and duodenal biopsies showed no villous atrophy. The colonoscopy showed

a normal-looking mucosa to the right third of the transverse; the right colon
was the site of frank colitis with numerous punctate ulcerations; a very fragile
inflammatory mucosa with edema of the wall and an inflammatory state of
the ileal mucosa over the last 20 centimeters (CDEIS = 7) (Figure 1).
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Figure 1) Coloscopy ascending: a mucosa of inflammatory appearance to the
right third of the transverse a right colon who is the seat of a colitis free with
numerous punctuate ulcerations; inflammatory ileum mucosa over the last 20 cm

The biopsies showed moderate chronic inflammatory status with presence
of epithelioid granulomas compatible with active and severe Crohn’s disease
(score of 25 according to the Harvey-Bradshaw index (HBI)). The patient was
put on initial treatment with corticosteroid and azathioprine. The evolution
was marked 3 months later by a chart of disabling left bas-thoracic pains
without notion of cough or other associated respiratory sign. A chest CT
scan then performed noted lobed hypodense nodular structures in the left
and right lower lobes (Figures 2 - 4).
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Figure 2) Lung nodules related to MC
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Figure 3) Pulmonary nodule related to an MC in the lower right lobe
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Figure 4) Pulmonary Nodule related to an MC at the left lower lobe.
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Figure 5) Pulmonary nodule biopsy during Crohn’s disease showing a necrotic
focus surrounded by a sub-acute inflammatory infiltrate
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Figure 6) Pulmonary nodule biopsy during Crohn’s disease showing a cluster
of multinucleate giant cell clusters forming a granuloma

Without mediastinal lymphadenopathy, left-wing biospace lesion revealed
subacute inflammatory changes with giant cell epithelioid granulomas and
foci of necrosis (Figures 5 and 6).
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The hypotheses of sarcoidosis and tuberculosis have been mentioned. The
quantion was negative and the angiotensin converting enzyme was normal.
A pulmonary localization of Crohn’s disease was therefore retained. Initial
treatment was changed to HIMURA® (adalimumab). Evolution under this
treatment was favorable with regression of the clinical symptoms (digestive
and articular disorders and basi-thoracic pains) and a regression of the size of
the pulmonary nodules (Figures 7 and 8).

Reduction of the size of the
right pulmonary nodule under
adalimumab

Figure 7) Regression of the size of the pulmonary nodule under adalimumab

This good evolution was at the cost of an inaugural outbreak of cutaneous
psoriasis. Topical local treatment of psoriasis was not enough. Stopping
the treatment allowed the disappearance of psoriasis. It is currently under
ustekimab (Stelara®) and has a good clinical and biological evolution.
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Figure 8) Complete disappearance of the left pulmonary nodule under
adalimumab

DISCUSSION

Extra-digestive manifestations of inflammatory diseases of the digestive
tract concern 25 - 35% of patients and mainly affect the osteoarticular,
dermatological and ophthalmic system (7,8). Specific pulmonary involvement
of CD has been described since 1976 but is rare (9). According to several
authors, the prevalence of these pulmonary disorders is less than 0.4% of
all these extra-digestive manifestations (4,7,8). This unusual location of CD
in our case was about a female subject; as it was described in the literature
(2,3,7,8). The only known antecedent was active smoking at the time of
diagnosis, a recognized risk factor for CD. Clinically, most attacks are often
subclinical (1,4,10-13). These pulmonary lesions associated with CD are
divided into two major groups: the attacks occurring as complications of the
treatment and those related to the CD proper. When the diagnosis is later,
the treatment may be incriminated including sulfasalazine, methotrexate
or derivatives of mesalazine (5,7), responsible for eosinophilic pneumonia,
interstitial lung disease, alveolitis or bronchiolitis obliterans. In these
cases, the lesions do not include epithelioid granuloma (7). The actual
lesions associated with CD are granulomatous infiltrations or even necrotic
pulmonary nodules (1,3,4). In primary CM lesions, radiological images
are not specific (14,15) only the presence of a gigantocellular epithelioid
granuloma without caseous necrosis may make the diagnosis evoke while
evoking the other pathologies associated with granulomas. To explore the
differential diagnosis, we chose to do a surgical biopsy to look for infectious
agents and to have a histological study of quality. In histology the lesion was
a gigantocellular epithelioid granuloma with foci of necrosis. This lesion is
unusual during Crohn’s disease and therefore posed a problem of differential
diagnosis with tuberculosis. Given the fact that the patient had never resided
in a tuberculous endemic country, the absence of tuberculous contagion,
the negativity of quantification, the diagnosis of tuberculosis seemed not
very certain. Lack of mediastinal lymphadenopathy; the assay of the normal
conversion enzyme and the necrotic nature of the lesion eliminated the
differential diagnosis of sarcoidosis. In sum, the regression of the size of
these nodules under anti-TNFa was the strongest argument supporting us in
this diagnosis of pulmonary localization of CD. This case seems even more
interesting for two reasons. The first reason is the summary mode of clinical
presentation with isolated disabling chest pain due to isolated pulmonary
parenchymal involvement. However, according to the cases described in the
literature, the clinical picture was still dominated by dyspnoea, disabling
productive cough and haemoptysis. This mode of presentation was related to
the most frequent tracheal and bronchial locations of the disease, which can
lead to stenosis, bronchiectasis or chronic bronchitis (2,3,7,8). The second
reason is the early character of this pulmonary involvement, whereas it is
reported that these pulmonary disorders occur several years after the onset
of the digestive disease and evolve in parallel with the degree of activity of
intestinal disease (1,6). A pulmonary localization of CD should therefore be
mentioned in case of any respiratory symptoms from a patient followed for
MC regardless of the duration of the disease. Therapeutically there was an
evolution of the disease with new visceral involvement including pulmonary
azathioprine prescribed first intention. In the literature it is recommended
to treat any case of moderate-to-severe IBD with TNFa antagonist in patients
who have not responded adequately to conventional treatment including
corticosteroids and Azathioprine or 6-mercaptopurine, or in whom this
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treatment is poorly tolerated or contraindicated (14). The use of anti-TNFa
(adalimumab) allowed a regression of digestive, articular and pulmonary
symptoms. The advent of this antiTNFa has revolutionized the management
of several inflammatory diseases, particularly inflammatory bowel diseases.
It is a more aggressive therapy that induces earlier remission of the disease.
However, these anti-TNFa have side effects that can lead to discontinuation
of therapy. The increasingly frequent use of anti-TNFa agents has revealed
the existence of initially unrecognized cutaneous side effects, some of which
are described as “paradoxical effects”. The “paradoxical” side effect induced
by these treatments is defined by the appearance of a pathology, itself usually
treated with anti“TNFa such as psoriasis (16,17). This condition is more often
reported, with an incidence of 10% in patients treated with antiTNFa and
predominant in women in (70%) of cases (17). The induction of de novo
psoriasis is more frequent than its aggravation under treatment, it can occur
with all the molecules, but the risk seems higher for adalimumab (18) which
was used for our patient. The replacement of an anti-TNFa by another anti-
TNFa does not seem to bring a benefit on the cutaneous level because of the
important risk of cross-reactions (17). This is why the therapeutic line has
been changed by ustekimab (Stelara®) which is an inhibitor of interleukins
IL-12 and -23 with a good evolution.

CONCLUSION

Crohn’s disease is a pathology of the young subject. Its expression is
primarily digestive but extra-digestive manifestations are possible. Among
them, pulmonary involvement is rare and is an expression of the progressive
nature of the disease. This localization may cause a diagnostic problem with
tuberculosis, sarcoidosis and other granulomatous pulmonary pathologies.
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