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Dapsone in rheumatoid arthritis
Sir, We read with interest the paper by Swinson et al.1 on
a double-blind trial of dapsone against placebo in the
treatment of rheumatoid arthritis. We recently undertook
a similar double-blind study using dapsone in an identical
dose regimen to that already described (50 mg daily for
one week and thereafter 100 mg daily) in 14 white patients
with seropositive rheumatoid arthritis and comparing it
against placebo (vitamin C) in 14 matched controls.

While we observed a similar trend towards improve-
ment in both clinical and serological parameters in the
dapsone-treated group, the incidence of anaemia
secondary to haemolysis in our dapsone-treated patients
was greater than that previously recorded.2 Four of the
14 patients receiving dapsone had falls in haemoglobin
of greater than 3 g/dl, and a further 3 patients had falls of
between 1 and 3 g/dl. In all cases the fall in haemoglobin
occurred within 6 weeks of commencing the therapy.
Only one patient in the placebo group had a fall in
haemoglobin of greater than 1 g/dl.

It has been demonstrated that the haemolytic activity
of dapsone is dependent upon its being metabolised to an
acetylated form.3 Therefore, in an attempt to elucidate
further why some of our patients should develop severe
haemolysis, we assessed the acetylator status (using
isoniazid) in 13 of the patients receiving dapsone, 3 of
whom had had falls in haemoglobin of greater than 3
g/dl and 3 of whom had had falls between 1 and 3 g/dl.
The acetylator studies were performed in the University
Department of Pharmacology, Newcastle upon Tyne.
Eight of the patients were fast acetylators, but we failed
to observe any association between the acetylator status
and the severity of haemolysis.

This pilot study, therefore, while supporting the view
that dapsone is an effective therapy in rheumatoid
arthritis, also reveals a higher incidence of significant
haemolysis than has previously been described. It does not
appear that the identification of the acetylator status of
rheumatoid patients is of any benefit in identifying
patients who may develop significant haemolysis.
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Pulsed methylprednisolone
SIR, The use of intravenous methylprednisolone pulse
therapy has previously been shown to be effective in the
treatment of lupus nephritis.'-4 However, recently
Eyanson et al.5 first reported the beneficial effect of this
therapy in 2 patients with severe nonrenal complications
of systemic lupus erythematosus. We would like to
describe a further case with life-threatening nonrenal lupus
erythematosus which had failed to respond to high-dose
oral corticosteroid therapy but showed dramatic clinical
improvement with intravenous methlyprednisolone given
in pulses.
A 25-year-old female was admitted to hospital in

March 1981 with arthralgias, alopecia, malaise, fever,
confusion, severe headache, facial erythema, Raynaud's
phenomenon, hepatosplenomegaly, oral candidiasis, and
infected oral ulcers with abscess formation. The haemo-
globin level was 10 g/dl, white blood count was
0 * 6 x 109/l and platelet count was 50 x 109/1. The serum
aspartate transaminase level was 1600 lU/l and the
serum alanine transaminase level was 1800 lU/I. Urine
analysis revealed no abnormality. Blood urea nitrogen
was 18 mg/dl (3-0 mmol/l) and serum creatinine was
0.6 mg/dl (53 ,umol/l). The erythrocyte sedimentation
rate was 80 mm/h. The antinuclear antibody titre was
1/160. Anti-DNA antibodies (single-stranded DNA) was
3 units (radioimmunoassay: normal up to 14 units). The
serum C3 level was 69 mg/dl (0 * 69 g/l) by radial immuno-
diffusion (normal range 80-120 mg/dl = 0-8-1-2 g/l).
Bone marrow aspiration failed to show any myelo-
proliferative or lymphoproliferative disorder. The skin
and muscle biopsy from the right calf showed minimal
vasculitis.
With the diagnosis of systemic lupus erythematosus,

oral candidiasis, and possible anaerobic bacterial deep
neck infection (which was thought to originate from the
infected ulcers), oral 2 mg/kg prednisolone oral nystatins,
and intravenous penicillin were started. Subsequently,
after microbiological confirmation of susceptible micro-
organism from the oral ulcers, intravenous gentamycin
was added to the therapy.

After 10 days of antimicrobial therapy the deep neck
infection and oral candida infection were controlled.
Nevertheless, despite 2 weeks of high-dose oral
prednisolone therapy she developed persistent tachycardia
with a protodiastolic gallop rhythm and progressive
pleural and pericardial effusion in addition to the
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multisystemic involvement described above. The anti-
nuclear antibody titre in pleural fluid was 1/40.

Because of no apparent response to oral prednisolone
1 g of intravenous methylprednisolone was given daily as
a single dose for 3 days; then again 2 mg/kg oral
prednisolone was continued. With this therapy her
general condition dramatically improved. All the clinical
symptoms, namely, arthralgias, facial erythema, fever,
and malaise, soon disappeared. Within one week of
intravenous methylprednisolone therapy the erythrocyte
sedimentation rate decreased to 8 mm/h, the white blood
count rose to 3 x 109/l(it was 11 x 109/lon the 15th day),
and platelets were adequate on the peripheral blood
smear. Pleural and pericardial effusions decreased and
disappeared. Hepatosplenomegaly was reduced in size.
The liver function tests returned to normal. Again there
was no abnormality on urine analysis, and renal function
tests were normal. On the 42nd day following pulse
therapy the C3 level was found to be 104 mg/dl (1 *04 g/l).
After apparent clinical response had been obtained the
dose of oral prednisolone was tapered off gradually.
Our experience with this patient therefore supports the

conclusion of Eyanson et al.5 that intravenous methyl-
prednisolone pulse therapy may be of value in life-
threatening nonrenal lupus erythematosus, and this type
of therapy offers a promising alternative.

ALI OTO
TUMAY SOZEN

SEDAT BOYACIOGLU
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Ankara,
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The scope of rheumatology
SIR, Since the foundation of the Annals, when I was
Buckley's assistant editor, I have never till now felt the
urge to add to your letters, but now there are two themes
arising out of your August issue on which I should like to
comment.
The correspondence between Anne Chamberlain' and

Malcolm Jayson' takes me back to the 1940s. Like Jayson
I was a purist physician rheumatologist and a founder
member of the Empire Rheumatism Council, though I had

temporarily become an adviser in physical medicine due
to the exigencies of war and had therefore been a founder
member of the British Association of Physical Medicine.
In 1945 I resigned from the latter to again become 'a
proper doctor' and spent many hours arguing with
Frank Howitt and Frank Cooksey that rehabilitation
should stand on its own as a specialty and not get
confused with rheumatology, which, incidentally, had
only just 'become respectable'. We physician-rheumato-
logists, now at last recognised by the academics, or
'Princes of Medicine' as Horder described them, did not
want to be associated with those who shone lights for high
fees or cared for those with urethral discharge with
prostatic diathermy. On the other hand the leaders in
rehabilitation wanted hospital beds and an outlet into
private practice in rheumatology. The NHS confused the
issue still further, and when Horder, Copeman, Bywaters,
and myself descended on the Minister, Ian Macleod, to
ask for registrars in rheumatology we were told we had
these, but they were called registrars in physical medicine.
When I saw the good work the rehabilitationists were

doing in rhematology I ate humble pie, confessed my
mistake, and rejoined the BAPM. I think the answer to
our confusion lies in the findings of the second College's
Committee on Rheumatology, of which I was secretary
with the president as chairman. It was agreed that
rheumatology and rehabilitation were very closely
associated, but that the specialist could come up through
the ranks of the general physicians, orthopaedists, or any
other reputable specialty, and that some would become
high-powered rheumatologists dealing also with academic
research, some would be general physicians with an
interest in rheumatology at the smaller hospitals, some
would shoulder, in addition to rheumatology, general
rehabilitation responsibilities, and some would specialise
in rehabilitation at certain national centres. The rehabili-
tationist is no longer a second-class citizen and may easily
outshine the rheumatologist, and I can no longer see the
reason for the rivalry. I believe I was right when I put the
cat among the pigeons when in 1962 I pointed out at
the Heberden Dinner that there was over 80% overlap in
the Heberden and BAPM membership and that it was
essential for the 2 organisations at least to work together
for the common good. There is no clear line, and I think
the wisely woolly findings of the College in the 1950s is
more and more the answer.

I would like to take issue with D. Raman et al. 3 In their
excellent paper they state that not until 1966 was gout and
rheumatoid arthritis reported in the same patient. It was
Copeman who stressed that they were hardly ever seen
together, perhaps partly to stop lazy diagnoses of 'gouty
rheumatoid' in the days when any pain in the soft tissues
was 'fibrositis.' The theme of my Heberden Round in
1956 was gout and rheumatoid arthritis, and I had
collected 3 cases in which both conditions coincided,
though I pointed out that this coexistence was an extreme
rarity.

G. D. KERSLEY
Royal National Hospital
for Rheumatic Diseases,
Upper Borough Walls,
Bath BAlI1RL
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