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INTRODUCTION
Nitrofurantoin is being used for many
years in the treatment and prevention of
urinary tract infection. In certain individuals it can cause serious side effects such
as aplastic anaemia, polyneuritis, liver and
pulmonary toxicity.
It is one the commonest cause of drug
induced lung injury (1). This could be potentially serious and may cause significant
mortality and morbidity (2-6).
Case report
We present a case report of a 73 years old
man, who was admitted through Emergency Department with a six weeks history of progressive dry cough, fatigue and
dyspnoea. He was also complaining of loss
of appetite and had lost weight of about a
stone in about 6 weeks time. There was no
history of chest pain or haemoptysis. He
is a lifelong nonsmoker, neither had TB in
the past nor had any exposure to a TB in
the recent past. His list of medication was
Finasteride, Mesalazine, and Tamsulosin.
He was also on Nitrofurantoin over the last
9-10 months for prevention of recurrent
UTI.

Fig: 1 Extensive honeycomb pattern with air bronchogram bilaterally but predominantly on right side. Bilateral hilar
and para-tracheal calcified nodes.

His CXR (Fig 1) showed extensive bilateral
airspace disease. He was admitted and
kept isolated in a single room. His Nitrofurantoin was discontinued and he was
commenced on empirical antibiotics, initially Co-Amoxiclave and then Piperacillin/
Tazobactum supplemented with inhaled

oxygen therapy. His three sputum samples
did not grow any organisms and were also
reported as smear negative for Acid Fast
Bacilli (AFB). In spite of being on intravenous antibiotics for more than a week, no
significant clinical or radiological improvement was observed.(Fig 2)

On examination he was found to be dyspnoeic on rest. His heart was 100/minute,
BP 130/80, temperature 37.7C and SaO2
89% on room air. The results from his routine blood tests are shown below:
Table 1
Blood count and Urea and Electrolytes
WCC 9.0,
Neutrophils 6.28,
Lymphocytes 1.47,
Monocytes 1.02,
Eosinophils 0.14
Basophil 0.12.

Na 128
K 4.3
Urea 5.1,
Cr 75,
Ca 2.06
Total Prot 62.9,
Alb 26.8,
AST 43,
GGT 46,
ESR 58.

Fig: 2 Mild improvement post-antibiotic treatment for a week
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Fig: 3 HRCT shows extensive consolidation with air-bronchogram and bilateral small pleural effusions.

Several blood cultures grew no organism.
Bronchial washings were taken and were
smear and culture negative for AFB and
failed to grow any organism. His transbronchial biopsy showed non-specific inflammation with no granuloma formation.
A High Resolution Computed Tomography
Scan (HRCT) (Fig 3) confirmed the changes
shown on the CXR and in addition demonstrated the presence of small bilateral
pleural effusions and slight sub-pleural
pumonary linear opacification. After observing lack of a satisfactory response,
antibiotics were discontinued and he was
commenced on 40 mg prednisolone. About
48 hours after starting on corticosteroids,
he started showing signs of improvement.
His temperature for the first time touched
the baseline and he also started getting
less oxygen dependent. Over the next
five to six days his condition progressively
showed significant improvement and he
was able to walk without requiring supplemental oxygen therapy. He was discharged
to home. He was reviewed in the outpatient clinic in at three and eight week’s
interval. Chest radiography repeated on
both occasions (Fig 4) showed significant
improvement. His corticosteroid dose was
gradually reduced, while closely monitoring his clinical and radiological progress.
His repeat CT thorax (Fig 5) showed nearly Fig: 4 Follow-up Chest Xray: Both lungs are almost clear of acute changes.
complete resolution of changes consistent
with pneumonitis and some slight persistent pleural thickening and early linear
pulmnary changes of fibrosis.
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Fig: 5 HRCT shows almost clear lungs with no signs of consolidation.
There is minimal pleural thickening and slight peripheral pulmonary fibrosis visible as a thin sub-pleural line similar to appearances seen in Bleomycin pulmonary toxicity 12,13

Discussion
Nitrofurantoin can induce acute, sub acute
and chronic pulmonary changes. Acute
Nitrofurantoin pneumonitis may be one of
the most common drug-induced pulmonary diseases. The Swedish Adverse drug
Reaction Committee reported 921 patients
with adverse reactions to this drug, 43%
showed acute and 5% chronic pulmonary
reactions (7). Mendez, Jose L et al (8),
looked retrospectively the medical records
in Mayo clinic of 18 patients with chronic
Nitrofurantoin-induced lung disease who
were seen at the Mayo Clinic in Rochester. There study population median age at
the time of diagnosis was 72 years (range,
47–90 years) and 17 (94%) were women.
Onset of symptoms associated with lung
infiltrates detected on chest radiography
occurred after a median interval of 23
months (range, 10–144 months) following
the initiation of Nitrofurantoin therapy
for the prevention of UTI. Ten computed
tomograms were available for review
and revealed bilateral areas of groundglass opacities in all cases and showed
sub-pleural irregular linear opacities and
patchy consolidation in some cases. Nitrofurantoin therapy was discontinued in all
patients. Only 9 patients required corticosteroid therapy to treat the symptoms
and radiological features.
Several studies have revealed that nitrofurantoin-induced lung reaction is more
common than had previously been suspected. Holmberg et al in their two large
Swedish surveys found that most patients
who developed nitrofurantoin- induced
pulmonary reaction were women with a
median age of 60 to 70 years [7,9].
The role of corticosteroids in the manage-

ment nitrofurantoin-induced lung disease
is not well studied. Buller et al reported
their case diagnosed as nitrofurantoininduced lung disease. The biopsy showed
organising pneumonia. This patient was
managed by stopping her nitrofurantoin.
This patient was not offered corticosteroids as she had untreated positive tuberculin skin test. They claim that their
patient showed significant clinical and
radiological improvement without the
need for corticosteroids (10). Rosenow et al
in 1968 reported the beneficial effect of
corticosteroids. They reported study of 5
patients, who had been on Nitrofurantoin
from six months to six years and had been
developed symptoms consisting of dyspnoea and cough, with a duration range of
7 weeks to 6 years before, nitrofurantoininduced lung disease was diagnosed. Lung
biopsy specimens revealed chronic interstitial pneumonitis and fibrosis. They claim
that all 5 patients improved with discontinuation of nitrofurantoin therapy and
institution of prednisone treatment (11).
This coincides with our case report where
patient responded very well with tapering
dose of corticosteroids. However to assess
the full effect of corticosteroid in subacute or chronic nitrofurantoin-induced
lung disease require further studies.
Conclusion
Nitrofurantoin-induce lung injury can
cause significant morbidity and mortality. Our case highlights the need for close
monitoring of patients on long-term Nitrofurantoin therapy and any suspicion of
lung injury require prompt response to
avoid complication.
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