
Progressive respiratory failure developed in a 68 ye-

ar-old female who was treated with single-agent

oxaliplatin for colorectal cancer. Only one cycle of 

5-fluorouracil had been previously administered.

Computed tomography of the chest showed lesions

that suggested pulmonary fibrosis. There was an un-

favourable response to treatment with corticoste-

roids, antimicrobial and antifungical agents. Lung

biopsy findings were compatible with interstitial

pneumonitis. The patient died 20 days after admis-

sion due to irreversible respiratory failure. This is the

first case reported in the literature of interstitial

pneumonitis related to single-agent oxaliplatin ad-

ministration.
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INTRODUCTION

Lung toxicity associated with anticancer drugs is usual.

Some clinical syndromes include pneumonitis/fibrosis,

noncardiogenic pulmonary edema or hypersensitivity

lung disease. Pulmonary toxicity associated to bleomy-

cin or nitrosoureas has been extensively studied. There

are additional reports of lung injury after cytarabine,

gemcitabine, docetaxel, vinblastine, methotrexate, li-

posomal doxorubicin and trastuzumab use1,2. Some of

the more recent anticancer drugs, such as oxaliplatin,

still have not been avaluated in this setting. A literature

review shows two reports of 5-fluorouracil (5-FU) plus

oxaliplatin associated with pulmonary toxicity3,4. The-

re are, however, no reports that conclusively link oxali-

platin to pulmonary toxicity. 

CASE REPORT

A 68-year-old women, with a previous histoy of allergy

to penicilin and acarus underwent a right hemicolec-

tomy for colon cancer in May 2003. Pathology showed

a moderately differenciated adenocarcinoma, 5 centi-

meters in its largest diameter, that infiltrated the peri-

colonic fat and the serosa. There was also perineural

and vascular invasion. Involvement was observed in

one of fourteen regional lymph nodes. Staging did not

show distant disease. She was diagnosed of a colon

cancer stage IIIB, pT4 pN1 M0 (TNM classification),

Dukes C; with a high relapse risk. The patient had a

good performance status and she was indicated adju-

vant chemotherapy with 5-FU and folinic acid using

the Mayo Clinic schedule. The chest X-ray pre-che-

motherapy was normal. The first cycle was administe-

red on 30th June 2003. On the ninth day of the cycle she

had grade III stomatitis, pharyngitis, vomiting and se-

vere diarrhea (more than 7 stools/day). She was chan-

ged to oxaliplatin (85 mg/m2 D1 intravenous in a two

hours infusion every 3 weeks). Six cycles were admi-

nistered from 27th August 2003 to 19th January 2004.

She had only grade II thrombopenia as chemotherapy

related toxicity. On 9th February 2004, however, she

was admitted because of progressive dyspnea with ha-

emoptoic sputum ocasionally. During the last two we-

eks she had cough. She did not take any drugs at home

in the last weeks. She was afebrile. On physical exami-

nation dry velcro crackles were audible in both lung

bases. A high-resolution computed tomography (HR-

CT) of the chest showed bilateral interstitial infiltrates

on peripheric parenchyma and thickened septal lines

(fig. 1). Respiratory functional tests demonstrated a

moderately-severe restrictive pulmonary disease. The

bronchoscopy found chronic bronquitis and the bron-

chial biopsy showed squamous methaplasia. Broncho-

alveolar lavage fluid showed mild inflammation, with

90% macrophages and 10% lymphocytes. Cultures we-

re non-significant. CEA, Ca 19.9, citomegalovirus sero-

logies and blood cultures for aerobic and anaerobic
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bacteria were negative. It was indicated to begin oral

treatment with prednisone with the presumptive diag-

nosis of idiophatic pulmonary fibrosis. At the begining

of the treatment the patient felt better in terms of dysp-

nea and clinical status. Four weeks later, however, the

patient presented progressive respiratory failure. A

computed tomography (CT) showed massive bilateral

interstitial infiltrates, thickened interlobulillar septal

lines and massive alveolar ocupation in both lungs

(fig. 2). After an unsuccessful attemp of medical treat-

ment and noninvasive ventilation, she was intubated

and mechanically ventilated. Serum studies showed

CEA 13.2 ng/ml (0.01 – 5 ng/ml), Ca 19.9, and serolo-

gies for hepatitis virus types B and C were negative.

Bronchioalveolar lavage did not show malignant cells

or oportunistic infection. A wide spectrum antibacte-

rial and antifungical treatment was used, with vasoac-

tive drugs (because of haemodynamic inestability),

sulphametoxazol/trimetoprim and high doses of intra-

venous prednisone. Her pulmonary function did not

improve after four days of treatment. A lung biopsy

was performed by thoracostomy. The anatomopatho-

logical findings were interstitial pneumonitis with 

associated diffuse alveolar abnormalities in exudative

phase. Microscopical description showed interalveo-

lar septi with lymphoplasmocytic infiltrate, fibroblas-

tic proliferation foci and normal lung areas with 

hyperplasia of alveolar cells type II. Squamous metha-

plastic foci and hyalinic membrane draped the alveo-

lar walls. Twenty-one days after admission the patient

died due to irreversible respiratory failure. 

DISCUSSION

We report the first clinical case of lung toxicity after

oxaliplatin use. Oxaliplatin is a diaminocyclohexano

platinum with activity reported in advanced colorectal

cancer5. In clinical and preclinical studies it has been

established the toxicity in relation to its use. The ma-

jor toxicity is a peripheal sensory neuropathy; renal,

haematological and gastointestinal are less fre-

quent6,7. Although two reports have suggested an asso-

ciation of oxaliplatin and pulmonary toxicity, in these

cases 5-FU was also used3,4; and it is difficult to esta-

blish the individual contribution of oxaliplatin to the

pulmonary damage. In our case report we can exclude

other concurrent drugs, as well as infectious causes,

because the patient was afebrile, she did not respond

to antibacterial and antifungical therapy, there were

negative results in blood cultures and absence of op-

portunist infections signs in bronchioalveolar lavage.

In addition, the pathological findings exclude lymp-

hangitic carcinomatosis, histiocytosis X, sarcoidosis,

alveolar proteinosis, alveolar haemorrhage, bronchio-

litis obliterans organizing pneumonia and lymphan-

giomatosis. The patient has not been exposed to thora-

cic ionizing radiation. Therefore, we believe that the

cumulative use of oxaliplatin was the responsible of

pulmonary damage in front of the idiophatic aetio-

logy8. Interstitial pneumonitis can be a type of idiop-

hatic pulmonary fibrosis in which lesions in different

evolutive phase coexist in the Katzenstein pathological

classification. There is a theory that attemps to relate

the anatomopathological findings and a possible ae-

tiology in repeated injury over the alveolar epithelial

cell9, such as the administration of a drug. In our re-

port, the patient has received repeated doses of oxali-

platin as single agent, until a few weeks before the

start of respiratory symptoms. It is mandatory to re-

member the patient received one cycle of 5-FU (425

mg/m2
× 5 days) that was stopped because severe gas-

trointestinal toxicity. Taking into account the data we

suggest that oxaliplatin can be responsible of the in-

terstitial pneumonitis and, as the reports published
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Fig. 1. High resolution computed tomography of the chest

with bilateral intersticial infiltrates on peripheric parenchy-

ma and thickened septal lines.

Fig. 2. Computed tomography with massive bilateral inters-

titial infiltrates, thickened interlobulillar septal lines and

massive alveolar ocupation in both lung.
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before, it could be related to the previous 5-FU exposi-

tion too. There is reported  a case of acute interstitial

pneumonia and extremely rapid unfavourable cour-

se10 as the patient in our report.
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