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LETTER TO THE EDITOR

@ CrossMark

Current incidence of active
tuberculosis in IBD patients treated
with anti-TNF agents: Still room
for improvement

Dear Sir,

Spain is one of the European countries with the highest
prevalence of tuberculosis (TB) infection. TNF-alpha plays a key
role in the host response against TB so that screening of latent
TB infection (LTBI) is widely recommended before starting
anti-TNF therapies.? We read with interest the article by
Jauregui et al. 3 published in JCC reporting cases of active TB in
patients with inflammatory bowel disease on anti-TNF agents,
despite negative screening of LTBI. The authors concluded that,
as far as most cases occurred early after treatment initiation,
optimization of screening tools is warranted. We would like to
report our experience of TB cases in a similar cohort of anti-TNF
treated IBD patients in the same geographic area.

Among 330 patients treated with anti-TNF therapy in our
centre, 4.5% required TB prophylaxis because of LTBI. In
addition, 4 patients developed active TB while being treated
with TNF antagonists. Their epidemiological and clinical data
are summarised in Table 1. Two of them were diagnosed early
after starting antiTNF. Of interest, one patient was immigrant
from an endemic area of TB, also had HIV infection, and antiTNF
therapy was started concomitantly with HAART. Another
patient had a past history of active TB that was treated for at
least 6 months as reported by the patient; that was the reason
why no preventive measures were done despite positivity of
both tuberculin skin test (TST) and interferon gamma release
assay (IGRA). In the other two cases, TB infection appeared 10
and 15 months after starting anti-TNF treatment with a clear
epidemiological contact in one of them and we considered
these cases as de novo TB infection and not a reactivation of
previous LTBI.

Current recommendations for LTBI screening in IBD
patients include clinical anamnesis, chest X-ray, TST, and
IGRA depending on local epidemiologic characteristics, mea-
sures being more rigorous among immunosuppressed patients. 4
Despite this, the incidence of active TB among anti-TNF treated
patients is still about 1-2%. We agree with Jauregui et al.> that
current LTBI screening protocols should be revisited in order to
avoid false negatives, and the search for more specific and
sensitive tools is warranted. It should not be forgotten that
some TB cases may occur because of a non-strict accomplish-
ment of LTBI screening recommendations. However, beyond TB

reactivations early after starting antiTNF therapy, there is also
a high risk of de novo TB infections. In fact, almost half of the
patients in both Jauregui et al.'s and our own series developed
active TB more than one year after anti-TNF was introduced.
These cases highlight the need for periodical assessment of
epidemiological risk factors in patients on anti-TNF therapy
(travels to endemic areas, change in jobs, etc.). Moreover, the
usefulness of repeating tests for LTBI is still to be established.’
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Table 1

Demographic and clinical characteristics of patients developing TB under anti-TNF therapy.

Patient Sex Age at TB IBD TB risk factors Treatment at LTBIs TST at Booster at Chest X-ray IGRA at Time on antiTNF at TB location

Diagnosis test

diagnosis LTBIs at LTBIs LTBIs  TB development
(years) (months)
1 57 CD  Immigrant Azathioprine ND Abnormal  + 2 Disseminated TB Bacilloscopy and
Lowenstein +
2 47 UIBD No Azathioprine and = Normal ND 2 Disseminated TB Bacilloscopy+ and
prednisone. HAART Lowenstein—
(FTC/TDF + EFV)
3 24 CD  Familiar TB None ND Normal ND 10 - No microbiological
contact detection. TST+, ELISPOT +,
epidemiological contact
4 37 CD No Azathioprine = Normal ND 15 Disseminated TB Microbiological genetic

detection (PCR)
bacilloscopy

F: female, M: male, CD:

Crohn's disease, UIBD: unclassificable colitis, LTBIs: latent TB infection screening, TST: tuberculin skin test, IGRA: interferon gamma release assay; ND: not done.
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