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Abstract. A patient with psonas,s was treated with 
methotrexate (MTX) orally once a week. Bilateral pulmo­
nary infiltrations. hilar- and peripheral adenopathy with 
granulomas. cough, fever and dyspnoea developed after 
10 months of treatment. Similar symptoms in patients 
receiving MTX have been described by others. The clini­
cal symptoms cleared after MTX was withdrawn. How­
ever, the radiographic changes persisted long afler the 
symptoms had resolved. The possibility of sarcoidosis 
incidentally developing <luring the MTX treatment is dis­
cussed. 
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Since Clarysse et al. in 1969 described pulmonary 
disease in seven patients treated with methotrexate 

(MTX) for acute lymphoblastic leukaemia (3), there 
has been an increasing number of case reports de­
scribing pulmonary  disease in patients receiving 
MTX (I. 2. 4. 5, 6, 7, 8, 9, 10, 11, 12, 13). 
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The present report describes pulmonary infiltra­
tions, bilar-, paratracheal- and peripheral adeno­

pathy developing in a psoriatic treated intermittent­
ly with MTX. 

CASE REPORT 

The patient is a 43-year-old Caucasian male suffering from 
psoriasis since the age of three. No previous history of 
pulmonary disease. From January 1977 he was treated 
with MTX 15 mg perorally once a week. Standard labora­
tory values were found normal before treatment com­
menced. X-ray of the chest was normal in 1974 and had 
not been check ed subsequently. 

There was a slow clinical response. In April 1977 the 
MTX dosage was reduced to 7 .5 mg weekly because of a 
rise in serum glutamic oxaloacetic transaminase (GOT) 
and lactic dehydrogenase (LDH) levels. However, in Au­
gust 1977 the dosage was increased to 10 mg weekly be­
cause the values of GOT and LDH had now normalized. 

In September 1977 the patient developed a non-produc­
tive cough 1-2 days after the weekly dose of MTX. The 
symptoms subsided in a few days but recurred after the 
next dose. 

A month later the patient developed fever in addition to 
the cough. The symptoms subsided slowly. X-ray of the 
chest now showed enlargement of the hilar lymph nodes. 
A control X-ray a month later showed unchanged hilar 
adenopathy and in addition small nodular infiltrations of 
the lungs (fig. I). MTX was withdrawn a month later. The 
patient's complaints were tiredness and malaise. A total 
dose of 370 mg of MTX had been given over a period of 10 
months. 

Fig. 1. Chest X-ray showing bilateral hilar 
lymphadenopathy and nodular infiltration 
of the lungs. 
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A few days after MTX was withdrawn the patient de­
veloped cough. pyrexia (40"C) and resting dyspnoea. In 
the next few days enlargement of the cervical and inguinal 
glands was observed. A week later the patient was admit­
ted to the department of thoracic medicine. On admission 
the body temperature was 37.34C, auscultation of the 

lungs normal and enlarged cervical and inguinal glands 
were present. Chest X-ray was the same as that taken 6 
weeks previously. 

Pertinent laboratory values, including white blood cell 
count. differential blood co11nt, hemoslobin, alknline 
phosphatase and creatinine levets, werc all normal. No 
eosinophilia was found. Arterial blood gas values were 
normal. 

Biopsy of a cervical gland showed granuloma formation 
with epithelioid cells (Fig. 2). Biopsies of a paratracheal 
gland and 1he lung howed sim ilar changes. The histologi­
cal ftndings were compatible with those seen in sarcoi­

dosis. 
The general condition of the patient was only slightly 

alTected. 
The peripheral adenopathy showed considerable re­

gression during the first weeks. The radiographic changes 
persisted and after 3 weeks. treatment with prednisolone 
30 mg daily was s1arted. A week later 1he dose was re­
duced with 2½ mg weekly. The treatment had no signifi. 
cant effect on the radiographic changes. 

Cultures of the sputum for fungi and acid-fast bacteria 
were negative. Mantoux was negative. No tumour cells 
were found in sputum. Antinuclear antibody test was 
negative. Serum titre studies for toxoplasmose. yersinia 
and brucellosis gave negative results. LE cell test was 
negative. Pulmonary function test: Vital capacity 6 700 ml 
(normal 5 200 ml). forced expiratory volume 3 700 ml 
(normal 3 940 ml). X-ray of the chest in the following 
months showed slight regression of the hilar adenopathy 
but no change of the nodular infiltrations of the lungs. 
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Fig. 2. Cervical gland biopsy 
showing marked epithelioid 
cell granulomas (van Gieson 
stain. x45). 

DISCUSSION 

Our case differs from previously published cases by 

the severe peripheral adenopathy with epithelioid 

cell granulomas and the persistent nodular infiltra­

tions of the lungs. Biopsies of glands and lung 

showed changes compatible with sarcoidosis. None 

of the tests performed gave any suspicion of 
malignancy or infection. The patient received a to­
tal ctose of 370 mg of MTX during a period of 10 

months. 
Compared with previously published ca es, the 

pulmonary changes and the peripheral adenopathy 

in our patient may have been induced by the MTX. 

That sarcoidosis incidentally developed <luring the 

treatment is a possibility. 

Lung biopsy has shown granuloma formation in 

the cases presented by Filip et al. (4), Clarysse et al. 

(3) and Rawbone et al. (7). In other cases lung

biopsies have shown acute and chronic bronchio­

litis and pneumonitis (6). mixed interstitiaJ and

exudative pneumonitis (8) and pneumonitis ( 12).

Eosinophilia has been pre ent in some cases (5, 6)

absent in others (4, 6).

X-ray of the chest in our case showed nodular

infiltrations of the lungs. in contrast to findings in 

most other cases, in which the infiltrations were 

more diffuse and extensive (3, 4, 7). As in other 
cases. our patient had cough, fever and malaise. His 

clinical symptoms were mild, with rapid improve­

ment after MTX was withdrawn. Auscultation of 



the lungs has been found normal in ot.her cases too 

(6, I I). 

In most of the published cases, the pulmonary 
changes developed in patients receiving MTX for 
acute lymphoblastic leukaemia (I, 3, 7, 8, 9, JO) or 

other grave diseases (2, 6, 11, 12, 13). 

On reviewing the literature, only 2 cases of 

pulmonary disease developing in patients receiving 

MTX for psoriasis have been found (4, 5). 

The case presented by Filip et al. (4) showed 

hilar- and paratracheal adenopathy and palpable 

cervical glands. Biopsy of a gland showed reactive 

hyperplasia. A biopsy of the lung showed a diffuse 
interstitial lymphocytic infiltrate, giant cells and 
non-caseating granulomas. Biopsy of paratracheal 
glands was not petformed. The patient presented 
by From (5) had eosinophilia and life-threatening 

pneumonitis but no adenopathy. Biopsies of lung or 

glands were not performed. 

In view of the common use of MTX for treatment 

of psoriasis, we found it of interest to present 
another case of pulmonary changes and adenopathy 

developing <luring intermittent treatment with 

MTX. 
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