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ABSTRACT

We report the case of a 48-year-old man who presented with chronic watery diarrhea and
Koenig’s syndrome localized to the right iliac fossa (characterized by postprandial cramping
abdominal pain due to transient small bowel obstruction, often associated with borborygmi
and abdominal distension, usually relieved by passage of gas or stool) in a context of general
health deterioration. Colonoscopy with biopsy revealed active ileocecal Crohn’s disease.
However, the enteroscanner findings were discordant, showing ileitis with a stenosing cecal
mass. The patient was initially treated with corticosteroids without improvement and
subsequently underwent ileocecal resection. Despite surgery and five months of thiopurine
therapy, his condition did not improve. A follow-up abdominal CT scan revealed a large mass
in the right iliac fossa. After multidisciplinary discussion, a biopsy of the mass was
performed, and histopathology confirmed a diffusé large B-cell lymphoma (DLBCL). The
patient received six cycles of R-CHOP chemotherapy, with clinical improvement according to
his treating hematologist. However, his Crohn’s disease remained severely active, leading to a
discussion about initiating ustekinumab therapy.
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CASE PRESENTATION

Mr. M.B., a 48-year-old man with no significant past medical history notably no prior
digestive or extra-digestive neoplasia or tuberculosis, and no history of smoking presented
with an eight-month history of watery diarrhea, occurring four to five times per day in an
intermittent pattern of relapses and remissions. The diarrhea was associated with postprandial
right iliac fossa pain relieved by the passage of gas or stool, consistent with Koenig’s
syndrome. There was no rectal syndrome, abdominal distension, upper or lower
gastrointestinal bleeding, or other digestive or extra-digestive manifestations. The clinical
course was afebrile but marked by general deterioration with fatigue, anorexia, and a 20 kg
weight loss over eight months.

On examination, the patient was conscious and in relatively good general condition, with an
ECOG performance status of 1, stable hemodynamically and respiratorily. His body mass
index (BMI) was 18 kg/m?.

Abdominal examination revealed localized tenderness and fullness in the right iliac fossa,
with signs of localized defense and malnutrition. Perianal inspection showed no fistula or
abscess; digital rectal examination was normal. There was no hepatosplenomegaly or palpable
peripheral lymphadenopathy.

Laboratory investigations showed normal inflammatory markers (C-reactive protein and
erythrocyte sedimentation rate) and normal organ function tests. Fecal calprotectin was
elevated at 600 pg/g, indicating active intestinal inflammation. A total colonoscopy with
Crohn’s Disease Activity Index (CDAI) evaluation (Figure 1) and abdominal imaging (Figure

2) were subsequently performed.
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Figure 1: Total colonoscopy with intubation of the terminal ileum

Histopathological examination of the colonic biopsies revealed chronic inflammatory colitis
with vague granulomatous features, showing acute ulcerated activity. These findings were not

specific enough to exclude either Crohn’s disease or intestinal tuberculosis.

The tuberculosis workup including Quantiferon test, GeneXpert analysis of biopsy samples

and sputum, and a chest X-ray was negative.

Overall, the findings were highly suggestive of moderately active ileocecal Crohn’s disease.

The Crohn’s Disease Activity Index (CDAI) was calculated at 360 (CDAI > 220 and < 450),

consistent with moderate disease activity.
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Figure 2: Entero-CT scan showing ileitis with a s sing cecal mass

Figure 2: Entero-CT scan showing ileitis with a stenosing cecal mass

DISCUSSION

Question 1: At this stage, what is the appropriate management approach?

» Systemic corticosteroid therapy?
» Budesonide?
» Biologic therapy?

» Surgery?

The answer is illustrated in Figure 3 [1].
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Figure 3: Approved algorithm for the management of active, uncomplicated Crohn’s disease of moderate severity without poor
prognostic factors

Poor prognostic factors in Crohn’s disease include: upper gastrointestinal involvement,
extensive small bowel disease, severe ileal involvement, severe rectal involvement, perianal

disease, severe endoscopic lesions (i.e., large and/or deep ulcers), and young age at diagnosis

[1].

Our patient was started on oral corticosteroid therapy without improvement and was classified
as corticosteroid-resistant according to the ECCO definition, which describes disease that

remains active despite treatment with prednisolone at a dose of at least 0.75 mg/kg/day for 4

weeks [2].
In cases of corticosteroid resistance, it is always important to investigate for : superinfection
(e.g., Clostridioides difficile, CMV), complications (e.g., stenosis, abscess, dysplasia or cancer,

toxic megacolon), or non-adherence to therapy [2].

Our patient was subsequently presented at the visceral surgery board for consideration of

surgical resection.

Surgical procedure: Ileocecal resection with end-to-end ileocolic anastomosis (Figure 4).
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Histological analysis of the surgical specimen Figure 5 :
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Figure 5: Histopathology of the surgical specimen

Question 2: What is the appropriate management at this stage?

» Surveillance and colonoscopy at 6 months?
» Thiopurines?
» Biologic therapy?

The answer is illustrated in Figure 6 [3].
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Figure 6: Approved algorithm for the management of Crohn’s disease after surgery

The patient was started on azathioprine without clinical improvement.

Six-month follow-up colonoscopy (March 2025, Figure 7) revealed disease progression beyond

the anastomotic site. Findings included:

» lleal mucosa appeared macroscopically normal.

» Anastomotic site appeared normal.

» Proximal rectum and sigmoid colon showed severe inflammatory and pseudopolypoid

changes, raising suspicion of a fistula.

Figure 7: Colonoscopy of our patient at 6 months post-surgery

Biopsies were taken and were consistent with Crohn’s disease, showing no evidence of

malignancy.
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Abdominal CT scan (March 2025, Figure 8) revealed:

» A large heterogeneous tumor mass in the right iliac fossa measuring 10.08 cm with a
necrotic center, which was subsequently biopsied.

» TIrregular thickening of the sigmoid colon with a small bowel-sigmoid fistula.

» Radiologic drainage of the collection yielded sterile yellow citrine fluid (Figure 9).

Figure 8: Abdominal CT scan showing a large mass in the right iliac fossa

Laboratory findings (Figure 10):
» Normochromic, normocytic anemia with a hemoglobin level of 6.3 g/dL, non-
regenerative
» Severe neutropenia: 100/pL.

» Lymphopenia: 200/uL.
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Figure 9: Results of the aspiration of the right iliac fossa mass

These findings justified discontinuation of azathioprine.

According to standard criteria for azathioprine withdrawal [4]:

» White blood cells (leukocytes) < 1,500/uL, or
» Neutrophils < 1,000/uL, or

» Lymphocytes < 200/uL, or

» Platelets < 70,000/uL, or

» Hemoglobin < 8 g/dL.

Immunohistochemistry for CMV in colonic biopsies was negative.

Biopsy of the mass revealed a diffuse large B-cell lymphoma (DLBCL), non-germinal center
type.
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Figure 10: Laboratory test results



Open Access Original Research Article

Question 3: The issue at hand:

» Is this lymphoma associated with Crohn’s disease from the outset?

» Or is it a thiopurine-induced lymphoma?

Answering this question requires a review of the literature on IBD and lymphoma [5].

» Increased risk of lymphoma: Patients with inflammatory bowel disease (IBD) have an

increased risk of lymphoma, especially when treated with thiopurines or anti-TNF agents.

= Synergy of treatments: The risk is even higher when these two therapies (anti-TNF +

thiopurines) are combined.

= Time- and age-dependence: The thiopurine-related lymphoma risk increases with

treatment duration (after 2-3 years) and with age, particularly after 65 years.

Although the origin of lymphoma in our patient can be debated, it is important to consider
both the baseline risk of lymphoma in patients with chronic inflammatory bowel disease
(IBD) and the potential role of thiopurines. Patients with IBD have an increased risk of
lymphoma compared to the general population, regardless of immunosuppressive therapy.
However, thiopurines may also contribute to lymphoma development, typically after a

latency period of several years following treatment initiation.

In our case, the lymphoma developed after only five months of thiopurine therapy, making a
strictly drug-induced etiology less likely and suggesting that the patient may have had a

predisposition or preexisting lymphoma.

Therefore, this report emphasizes the significance of short-term thiopurine exposure and

highlights the need to identify other similar cases in the literature.
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Question 5: What is the appropriate management ?

» Lymphoma treatment: R-CHOP chemotherapy.
» Diffuse large B-cell lymphoma is an aggressive but chemosensitive lymphoma.
» Crohn’s disease management?

» After receiving six cycles of R-CHOP chemotherapy, the patient underwent follow-up
evaluation with MR enterography and PET scan (Figure 11).

According to the hematology team, the lymphoma has been successfully treated. The tumor
mass is considered residual, with no lymph node or extra- nodal involvement, and LDH

levels are normal, indicating no indication for additional chemotherapy cycles.

However, the patient continues to experience watery diarrhea and maximal abdominal pain in
the right iliac fossa, with a significant deterioration in général condition (ECOG 3) and

hypoalbuminemia (albumin 20 g/L).

Following a multidisciplinary discussion, the plan is to consider surgical management,
including resection of the residual mass with sigmoidectomy and colorectal anastomosis,
after enteral nutrition, correction of hypoalbuminemia, and optimization of the patient’s

condition, followed by initiation of vedolizumab (VDZ) or ustekinumab (UST).

In the management of IBD patients after lymphoma remission, the use of VDZ or UST is

supported by a relatively reassuring tumor safety profile.
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A study including 390 IBD patients with a history of cancer did not show a significant
increase in the risk of new or recurrent cancer with VDZ (HR 1.36) or UST (HR 0.96).
Similarly, a meta-analysis of 4,736 patients confirmed no increase in cancer risk with VDZ or

IL-12/23 agents compared to non-biologic therapies.
Although long-term data remain limited, particularly for UST, 4-5 year follow-up studies
have not demonstrated an increased malignancy signal under UST, and prolonged follow-up

of VDZ shows a stable safety profile.

ECCO recommendations suggest that VDZ can be considered in IBD patients with a history

Situation

Découverte du lymphome B chez un patient Arrét immeédiat thiopurines et anti-TNF

Crohn

Lymphome localisé R-CHOP ¢ radiothérapie

Lymphome disséminé R-CHOP 6 cycles

Crohn actif pendant chimiothérapie Corticoides £ nutrition entérale

of malignancy, whereas for UST, experience
Conduite & tenir . L. . .
is more limited and its use requires a

multidisciplinary decision.

The patient experienced both clinical and

metabolic progression of his lymphomatous

Aprés rémission du lymphome Discussion pour reprise Crohn avec vedolizumab disease three months after c()mpleting hls

ou ustekinumab (faible risque tumoral)

last cycle of R-CHOP.

Management of Crohn's Disease Associated with Lymphoma [6]

Following a multidisciplinary team discussion, second-line treatment with R-GEMOX was
initiated, resulting in a favorable therapeutic response. The hematology team observed a
partial metabolic response after the second cycle, followed by complete hematological
remission and persistent partial remission of the colonic hypermetabolic lesions on

subsequent evaluation.

The patient was subsequently considered to be in remission and was referred to our

department for further management and follow-up of his Crohn's disease.
At this stage, two major clinical questions arose:

o Had the patient achieved complete remission?
e Would the initiation of biologic therapy for Crohn's disease increase the risk of

lymphoma recurrence?
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Before addressing these questions, a comprehensive reassessment of the patient was
undertaken.

From a clinical perspective, nutritional rehabilitation and symptomatic treatment were

initiated. From a biological standpoint, a complete pre-biologic workup was performed prior
to the initiation of biotherapy.

The pre-biologic assessment revealed a positive QuantiFERON-TB Gold assay, whereas viral

serologies and the remaining screening tests were negative. (Figurel 1)

i i

Figure 11 : Positive test results for a Quantiferon TB GOLD ASSAY

Given these findings and the patient's epidemiological background, active tuberculosis had to

be definitively excluded before initiating biologic therapy.

A comprehensive tuberculosis workup was therefore performed. Sputum testing using the
GeneXpert MTB/RIF assay was negative. Subsequently, contrast-enhanced computed

tomography (CT) of the chest, abdomen, and pelvis was performed, revealing the following
findings: (Figure 12)

A 9-mm cavitary pulmonary nodule, suggestive of tuberculosis or sterile necrobiosis, to

be correlated with the clinical and radiological findings.

Bilateral subpleural and intraparenchymal micronodules, requiring radiological follow-
up.
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e Irregular circumferential mural thickening of the ascending colon, without luminal
stenosis.
¢ Diffuse, discontinuous, regular circumferential mural thickening of the colon, consistent

with the patient's underlying disease.

Figure 12 : TDM THORACO-ABDOMINO-PELVIEN

A multidisciplinary team meeting involving pulmonologists, phtysiologist, Infectious desease
doctors, hematologists, and gastroenterologists was convened to determine the optimal

management strategy. The following decisions were made:

e To perform a repeat 18F-FDG PET/CT scan in order to better characterize the metabolic
activity of the lesions identified on the thoracoabdominal-pelvic CT scan.

o To initiate tuberculosis chemoprophylaxis with anti-tuberculous therapy for a duration of
three months.

e To defer the initiation of biologic therapy until the diagnostic workup was completed and

the patient's status had been fully reassessed.

A follow-up 18F-FDG PET/CT scan was subsequently performed, yielding the following
findings:

» Irregular circumferential mural thickening of the ascending colon, and the right
iliac fossea with intense hypermetabolism signals

> Hepatic nodules (n=4) with hypermetabolism
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> Bilateral pulmonary nodules and micronodules without hypermetabolism

Based on the following findings, the patient is experiencing a relapse of his lymphomatous

disease and has been referred to the Hematology Department for further management.

According to the multidisciplinary expert opinion, the patient will most likely receive

palliative chemotherapy.

The patient was unable to initiate the planned treatment for Crohn's disease with

ustekinumab.

CONCLUSION

Our case reports a rare association between two aggressive entities that require intensive
management and pose a diagnostic and therapeutic challenge. On one hand, the patient had
severe Crohn’s disease, which typically requires immunosuppressive therapy, but on the
other hand, such treatment is contraindicated due to lymphoma. This observation allowed us

to discuss the management strategies for such complex cases.

Our report also highlights the significance of short-term azathioprine exposure, which is
generally considered too brief to induce lymphoma, emphasizing the need to identify other
similar cases and strengthen surveillance. In our case, the lymphoma developed after only
five months of thiopurine therapy, demonstrating that even short-term exposure can be

clinically relevant.

Although the absolute risk remains low, this suggests that hematologic toxicity and

lymphoproliferation should be monitored from the first months of treatment.

Therefore, surveillance strategies should be reinforced and clearly defined:

* Laboratory monitoring, including a complete blood count, liver and renal function tests, and

measurement of active azathioprine or 6-MP metabolites, can help detect early abnormalities.
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* Close clinical monitoring, with systematic evaluation of symptoms such as unexplained

fever, lymphadenopathy, or weight loss, is recommended.

* Finally, in patients with personal or family history of cancer or lymphoma, consideration
may be given to targeted imaging or periodic hematology consultations for enhanced

vigilance.
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