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Letters to the Editor

Accelerated nodulosis
immediately after initia-
ting weekly low dose
methotrexate for
rheumatoid arthritis

Sir,
There have been many reports of the occur-
rence of subcutaneous nodules in rheumatoid
arthritis (RA) patients after methotrexate
(MTX) treatment (1-6). This phenomenon
has been named accelerated nodulosis (AN).
AN has also been observed in psoriasis (7),
during azathioprine therapy (8), with vascu-
litis (1), and in RA with the development of
pleural effusion and pericardial tamponade
(5, 6). A review of the English literature
shows that AN usually develops during long-
term MTX therapy (2 months to 5 years) with
a cumulative dose of at least 60 mg (2). We
describe a patient with RA who developed
AN immediately after the initiation of week-
ly low dose MTX therapy.
A 41-year-old man presented to our hospital
in November 1996 with polyarthritis of 5
years duration. The patient showed arthritis
of the wrists and the small joints of the hands,
elbows, knees, and ankles. No subcutaneous
nodules were detected and he had no other
extraarticular manifestations. His Ritchie in-
dex was 5 and his functional class was II.
Blood tests showed the following: ESR (Win-
trobe method) 20 mm/hr, CRP 0.36 mg/L
(normal < 0.8), RF 105 IU/ml, and the ab-
sence of antinuclear antibodies. Joint radio-
graphs showed erosive changes on the meta-
tarsophalangeal joints of the feet and the
mandibular condyle.
RA was diagnosed and sulfasalazine 1.5 g/
day, prednisolone 2.5 mg/day, and piroxicam
20 mg/day were instituted. The arthritis was
markedly reduced until December 1997,
when the disease flared with severe polyar-
thritis. Laboratory findings were: CRP 3.64
mg/L, RF 217 IU/ml, and ESR 50 mm/hr.
Weekly low dose MTX (7.5 mg/week) was

Fig. 1. Accelerated no-
dulosis (white arrow)
over the extensor sur-
face of the forearm dis-
tal to the olecranon.

added. After 2 weeks, however, the patient
developed slightly tender and firm nodules
(1 x 1 cm) on the extensor surfaces of both
elbows (Fig. 1). On his own initiative the
patient discontinued oral MTX. There was a
gradual decrease in the size of the nodules,
and 2 weeks later they had completely dis-
appeared. We attempted a re-challenge, admi-
nistering MTX 10 mg/week, plus hydroxy-
chloroquine 400 mg/d and sulfasalazine 1.0
g/d due to a flare of arthritis. Although the
MTX dosage was higher, the patient did not
develop nodules until 8 weeks later.
Accelerated nodules differ from spontane-
ously occurring subcutaneous nodules in
many ways (7). First, they develop and grow
rapidly. Secondly, they occur preferentially
in the fingers whereas subcutaneous nodules
are generally located either on the Achilles
tendon or on the extensor surface of the fore-
arm distal to the olecranon. Finally, they are
generally smaller in size (< 0.5 cm in diam-
eter).
AN usually disappear within several weeks
or months after MTX is stopped, but their
development is not necessarily a contraindi-
cation for the continuation of MTX therapy,
since they may regress even with MTX (7,
9, 10) or by adding hydroxychloroquine (4).
In our patient the nodules occurred immedi-
ately after the initiation of weekly low-dose
MTX therapy (cumulative dose 15 mg). To
our knowledge there are no reports in the lit-
erature of AN developing after such a small
dose, and in such an unusual location. Fur-
thermore, the nodules were relatively large
(≈ 1 cm in size). The patient denied any pre-
vious eruption of subcutaneous nodules.
We conclude that AN may occur in RA de-
spite a very small cumulative dose of MTX.
However, we do not know whether the suc-
cessful re-challenge was serendipedous or
due to the addition of hydroxychloroquine.
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