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Sulphasalazine and regression of rheumatoid nodules
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SUMMARY The regression of small rheumatoid nodules was noted in four patients after starting
sulphasalazine therapy. This coincided with an improvement in synovitis and also falls in
erythrocyte sedimentation rate (ESR) and C reactive protein (CRP). The relation between the
nodule regression and the sulphasalazine therapy is discussed.

Sulphasalazine (Salazopyrin), an azo compound of
sulphapyridine and 5-aminosalicylic acid, was intro-
duced in 1941 for the treatment of rheumatoid
arthritis and ulcerative colitis.1 Its effectiveness in
the treatment of ulcerative colitis remains undis-
puted. It quickly fell into disfavour as a treatment
for rheumatoid arthritis, however, after a report by
Sinclair and Duthie showed that it had no disease
modifying effect.2 It was reintroduced in 1978 by
McConkey et a13 and has been subsequently found
to exert a disease modifying effect in the treatment
of rheumatoid arthritis.4 There have been no reports
on its use in modifying extra-articular features of
rheumatoid disease.
During a prospective trial of sulphasalazine we

followed the clinical course of 19 patients, five of
whom had small rheumatoid nodules. We now
report regression of rheumatoid nodules in four and
relate this to remission of rheumatoid disease
induced by sulphasalazine.

Case reports

CASE 1
A 64 year old man with a four year history of
seropositive erosive rheumatoid arthritis developed
a polyarticular flare and was entered into a prospec-
tive trial of sulphasalazine. At entry his joint score
was 15 and he was noted to have a 10 mm nodule
over the left olecranon; ESR was 120 mm/lst h;
CRP 68 jig/ml; RA latex 1/1280; platelets 529x 1012/1.
After 12 weeks of therapy the rheumatoid nodule
had disappeared and the joint score had fallen to 5;
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ESR was 38 mm/lst h; CRP 28-5 ,ug/ml; RA latex
1/1280; platelets 401 x 1012/1.

CASE 2
A 66 year old man with an 18 year history of
seropositive rheumatoid arthritis started treatment
with sulphasalazine in July 1985. At entry he had an
8 mm rheumatoid nodule over the left olecranon
and marked polyarticular synovitis; ESR was 22
mm/lst h; CRP 35-5 tg/ml; RA latex 1/40; platelets
441 x 1012/1. After eight weeks of therapy the nodule
had disappeared and the synovitis improved; ESR
was 10 mm/lst h; CRP 1 ig/ml; RA latex 1/80;
platelets 304x 1012/1.

CASE 3
A 64 year old woman with a two year history of
seropositive rheumatoid arthritis and a polyarticular
flare started treatment with sulphasalazine in
September 1985. At entry she had a joint score of 8
and two rheumatoid nodules 6 mm and 3 mm in
diameter were noted over the left olecranon; ESR
was 64 mm/lst h; CRP 1 ig/ml; RA latex 1/320.
Within 12 weeks the joint score had fallen to 3, both
nodules had disappeared, and the synovitis settled;
ESR was 39 mm/lst h; CRP 1 .g/ml; RA latex 1/160.

CASE 4
A 61 year old woman with a 15 year history of
seropositive nodular erosive rheumatoid arthritis
developed a polyarticular flare for which she started
treatment with sulphasalazine in April 1985. Small
confluent rheumatoid nodules at her right elbow
disappeared, her synovitis improved, and her joint
score fell from 15 to 7 over 12 weeks; the ESR fell
from 67 to 3 mm/lst h; and CRP from 55-5 ig/ml to
16-5 ig/ml over the same period.

244

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.46.3.244 on 1 M
arch 1987. D

ow
nloaded from

 

http://ard.bmj.com/


Sulphasalazine and regression of rheumatoid nodules 245

CASE 5
The fifth patient, who at four weeks noted 'soften-
ing' of her small decranon nodules, elected to cease
therapy after eight weeks. At this stage there was no
objective decrease in nodule size.

Discussion

The initial pathogenetic event in the formation of a
rheumatoid nodule is thought to be a focal
arteriolitis.5 This eventually evolves into the charac-
teristic triple layered rheumatoid granuloma with a
central core of fibrinoid necrosis, a middle layer of
palisading fibroblasts and histiocytes, and an outer
layer of granulation tissue, which often, with time,
forms a connective tissue capsule.5
Rheumatoid nodules occur almost exclusively in

patients with circulating rheumatoid factor6 and in
general are associated with erosive disease and a
poorer prognosis.7 Unusually rheumatoid nodules
regress spontaneously,8 but the mechanism by which
this occurs is unknown.
Because rheumatoid nodules usually cause little in

the way of problems, reports on the relation
between nodule regression and therapy have been
scant. One case has been reported, however, where
regression of rheumatoid lung parenchymal nodules
was associated with steroid therapy,9 and another in
which choroidal nodules and an associated retinal
detachment improved after prednisolone and cyclo-
phosphamide therapy.1( Regression of rheuma-
toid nodules has also been noted in association with
gold and penicillamine therapy."

Although it is possible that nodule regression in
four of the five patients occurred spontaneously, the
relative infrequency of nodule regression and the
temporal relation between introduction of sulphasa-
lazine and the improvement in disease activity
strongly suggest that in some way sulphasalazine
contributed to both events.

Sulphasalazine has been used for many years in
the treatment of ulcerative colitis, but its widespread
use as a second line agent in the treatment of
rheumatoid arthritis has been relatively recent.3

It is an azo compound of sulphapyridine and 5-
aminosalicylic acid (5-ASA): the local action of
5-ASA on the bowel wall is thought to have a
predominant role in the drug's activity in ulcerative
colitis'2; in rheumatoid arthritis, however, the sul-
phapyridine moiety is thought to be more
important.'3 Just how the drug works as a disease
modifying agent remains poorly understood. Both
sulphasalazine and sulphapyridine are known to
have an inhibitory action on polymorph migration

and superoxide production, and 5-ASA and sul-
phapyridine inhibit polymorph cytotoxicity in
vitro.14 Sulphasalazine has also been noted to inhibit
mononuclear cell chemotaxis'5 16 and to inhibit mast
cell degranulation but potentiate basophil histamine
release. 12
None of the above readily explains the mechanism

involved in rheumatoid nodule regression, a large
component of which would hypothetically require
clearance by cellular or enzymatic means, or both,
of the large amorphous acellular centre.

We wish to express our thanks to Miss Selina Lydon for secretarial
assistance with this paper.
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