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ABSTRACT

Tuberculosis (TB) is a known opportunistic infection in patients receiving anti-tumor
necrosis factor alpha (anti-TNFa) therapy. Extrapulmonary TB, particularly isolated splenic
involvement, is rare and difficult to diagnose. We report a case of a Crohn’s disease patient
treated with adalimumab who developed isolated splenic TB despite a negative baseline
QuantiFERON-TB test. The patient presented with asthenia and general deterioration without
respiratory symptoms. Imaging revealed hypodense splenic lesions. Splenic biopsy confirmed
Mycobacterium tuberculosis by histopathology and PCR. Anti-TNF therapy was
discontinued, and standard antitubercular therapy was initiated, resulting in clinical
improvement. This case highlights the importance of ongoing vigilance for TB during anti-
TNF therapy, even after negative initial screening.
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INTRODUCTION

Anti-TNFa agents, including adalimumab, are highly effective in moderate-to-severe Crohn’s
disease (CD) but increase susceptibility to infections, particularly tuberculosis (1,2). TNFa is
essential for granuloma formation and containment of latent TB; its inhibition can lead to
reactivation or dissemination (3,4). Screening for latent TB using interferon-gamma release
assays (IGRA) and chest imaging is recommended before therapy initiation (5). Despite
negative baseline tests, rare cases of TB can occur, often with atypical or extrapulmonary
presentations(2). Isolated splenic TB is exceptionally rare and may mimic other diseases,
making accurate diagnosis challenging. We present such a case to emphasize diagnostic and

management considerations.
CASE REPORT

A 35-year-old patient with a history of ileocolonic Crohn’s disease (Montreal classification:
A2, L3, B1) had been treated with azathioprine since 2015. Due to the long duration of
azathioprine therapy, treatment was switched to adalimumab in 2023. Pre-treatment screening

included QuantiFERON-TB Gold and chest radiography, both negative.

One month prior to his admission in January 2026, the patient developed progressive asthenia
and significant general deterioration without fever, cough, or other gastrointestinal
symptoms. Physical examination revealed poor general condition without palpable
splenomegaly. Laboratory tests showed elevated C-reactive protein (56 mg/L) and mild

anemia (Hb 11 g/dL); blood cultures were negative.

A repeat QuantiFERON-TB test was positive. Contrast-enhanced CT scan of the thorax,
abdomen, and pelvis revealed multiple hypodense nodular lesions confined to the spleen,
without pulmonary or lymph node involvement (Figure 1). Splenic biopsy was performed.
Histopathology showed epithelioid and multinucleated giant-cell granulomas with caseous
necrosis (Figure2). PCR confirmed Mycobacterium tuberculosis, establishing isolated

splenic TB.

Adalimumab was discontinued. Standard antitubercular therapy (isoniazid, rifampicin,
pyrazinamide, ethambutol) was initiated with an initial 2-month intensive phase, followed by
continuation therapy. The patient’s general condition improved, inflammatory markers

normalized, and follow-up imaging showed regression of splenic lesions.
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DISCUSSION

Tuberculosis remains a major opportunistic infection in patients receiving
immunosuppressive therapies, particularly anti—tumor necrosis factor agents. The central role
of TNF-a in host defense lies in its involvement in the formation and maintenance of
granulomas, which are essential for containing Mycobacterium tuberculosis. Disruption of
this pathway leads to impaired containment of latent bacilli and may result in reactivation or

dissemination of infection (6,7).

In inflammatory bowel disease, and particularly in Crohn's disease, biologic therapies such as
Adalimumab have significantly improved long-term disease control. However, these agents
are associated with an increased risk of serious infections, including tuberculosis, even in

patients with appropriate baseline screening (3,8).

In our patient, initial screening with QuantiFERON-TB Gold and chest radiography was
negative prior to starting adalimumab. This illustrates that tuberculosis may still occur during
anti-TNF therapy despite recommended screening, either due to false-negative results or new

infection acquired during treatment (9).

Abdominal tuberculosis represents a significant proportion of extrapulmonary cases,
particularly in immunocompromised patients. Among its manifestations, splenic involvement
1s rare and may occur either as part of disseminated disease or as isolated infection (10,11).
Isolated splenic tuberculosis remains exceptional and is mainly reported in isolated case

reports (12,13).

Clinically, presentation is often non-specific, including asthenia, weight loss, or subtle
systemic symptoms. In some cases, as in our patient, symptoms may be limited to progressive

clinical deterioration without fever or focal signs, contributing to delayed diagnosis (14).

Radiological assessment is essential but non-definitive. Contrast-enhanced CT typically
shows hypodense splenic lesions that may mimic abscesses, lymphoma, or metastatic disease

(10). Therefore, imaging alone cannot confirm the diagnosis.

Histological and molecular analyses remain the diagnostic cornerstone. The presence of
caseating granulomas and detection of Mycobacterium tuberculosis by PCR confirm the

diagnosis in most cases (12,13).



Open Access Original Research Article

Anti-TNF therapy is well known to increase the risk of tuberculosis, particularly
extrapulmonary and disseminated forms. Monoclonal antibodies such as adalimumab are
associated with deeper suppression of TNF signaling, which may explain this increased

susceptibility (3,8).

Management requires immediate discontinuation of immunosuppressive therapy and
initiation of standard anti-tuberculous treatment. In most cases, clinical and radiological
improvement is observed with appropriate therapy (3). Rarely, paradoxical worsening may
occur during treatment due to immune reconstitution phenomena (15). Fortunately, our

patient showed progressive improvement after treatment initiation.
CONCLUSION

Isolated splenic tuberculosis is an uncommon manifestation of extrapulmonary tuberculosis
that may occur during anti-TNF therapy, even after negative initial screening. In patients with
Crohn's disease treated with agents such as Adalimumab, any unexplained clinical

deterioration should prompt consideration of opportunistic infections, including tuberculosis.

This case highlights the diagnostic difficulty due to the non-specific clinical and radiological
presentation, often requiring histological and molecular confirmation. Early recognition,
prompt withdrawal of immunosuppressive therapy, and initiation of appropriate anti-

tuberculous treatment are essential for favorable outcomes.
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FIGURES

Figure 1 : Axial abdominal CT scan demonstrating multiple hypodense lesions within the
splenic parenchyma

Figure 2: Representative histological images of splenic biopsy revealing epithelioid and giant
cell granulomas with caseous necrosis (A: x100 magnification, B: X400 magnification)
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