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Resolution of Non-Small-Cell Lung Cancer after Withdrawal
of Anti-TNF Therapy

TO THE EDITOR: We report the development of
locally advanced non—small-cell lung cancer (tu-
mor—-node—metastasis [TNM] stage TAN2MO) in
a 69-year-old woman with Crohn’s colitis. Her
condition had been diagnosed in 2000 and had
required treatment with methotrexate (from 2003
to the present), together with anti-tumor necrosis
factor (TNF) therapies — initially, episodic inflix-
imab (from 2000 to 2004) and thereafter, mainte-
nance adalimumab, until the tumor was diagnosed
in June 2006. Remarkably, the tumor expressed
TNF receptors and underwent regression and sus-
tained remission on withdrawal of anti-TNF ther-
apy, with no other therapeutic intervention.

In 1999, the patient, a former smoker (35 pack-
years), was noted to have finger clubbing. A com-
puted tomographic (CT) scan showed interstitial
lung disease; she had normal pulmonary-function
tests but remained under respiratory review. On
repeat CT in June 20006, a pleural-based spiculated
mass, 2.5 by 2.5 cm, was noted in the right lower
lobe (Fig. 1A) with two small satellite appendages.
Mediastinal and hilar lymphadenopathy was pres-
ent. CT-guided biopsy of the main lesion con-
firmed non—small-cell lung cancer, which was
positive for TNF receptors type 1 and type 2 on
immunostaining (data not shown). Adalimumab
was withdrawn, but methotrexate was continued.
The patient did not undergo surgery and did not
receive radiotherapy, chemotherapy, or biologic
therapy. In April 2007, on repeat CT scanning,
there was virtually no evidence of primary lung
tumor, nodules, or lymphadenopathy (Fig. 1B).
At the time of this report, she was in complete
clinical and radiologic remission.

There is now real concern about the risk of
lymphoma in patients exposed to anti-TNF thera-
pies.»? In addition, there are reports of lung can-
cer, all in heavy smokers given infliximab. In the
Mayo Clinic series of 500 patients with Crohn’s
disease, two lung cancers, deemed “possibly re-
lated” to infliximab, were reported in elderly
smokers.? In a 24-week trial involving patients
with chronic obstructive pulmonary disease, a to-
tal of 12 cancers, including 6 lung cancers, were
diagnosed in 157 patients treated with inflix-
imab.# In our unit, we have seen three lung can-
cers in patients treated with anti-TNF therapies,

Figure 1. Representative CT Scans Obtained
during and after the Withdrawal of Anti—-Tumor
Necrosis Factor (TNF) Therapy.

A CT scan obtained in June 2006, when the patient was
receiving anti-TNF therapy, shows the primary non—
small-cell lung tumor in the right lower lobe (Panel A,
arrow). Mediastinal lymph-node enlargement was seen
on CT studies and was confirmed as necrotic tumor
within malignant lymph nodes on endoscopic ultra-
sound-guided biopsy. CT scans obtained after the
withdrawal of adalimumab and in the absence of any
specific antitumor therapy, in April 2007 (not shown)
and July 2007 (Panel B), showed minimal disease at
the site of the primary lung tumor (arrow in Panel B),
and the lymphadenopathy had resolved.

all of whom were smokers or former smokers over
the age of 65 years.

The remarkable aspect of our case is the sus-
tained remission on withdrawal of anti-TNF thera-
py. The overexpression of TNF receptors type 1 and
type 2 implicates TNF blockade in carcinogene-
sis. This hypothesis is supported by data demon-
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strating a critical role of adaptive immunity in
maintaining tumor dormancy after exposure to
a carcinogen in cigarette smoke.> We recommend
special vigilance in the use of anti-TNF therapy
in patients with a history of smoking or chronic
lung disease, especially those over the age of 65
years.
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