
Letters to the editor

Pulsed methylprednisolone for rheumatoid
arthritis

Sir: A recently published letter in the Annals'
suggested that pulse methylprednisolone
therapy led to the death of a 71 year old
patient, and the authors stated that they
'would be extremely wary of allowing pulse
therapy to become an outpatient procedure'.
This seems to be an overreaction to an

unfortunate death in a patient, where there
were several possible contributing factors
(methylprednisolone pulse therapy, intra-
venous access, azathioprine treatment, admis-
sion to hospital, age).
We have previously reported one patient

who developed an infection of his rheumatoid
nodule with the same organism that colonised
his intravenous cannula.2 It is likely that the
patient described in the letter' also developed
her infection as a result of an indwelling
intravenous cannula, although the letter does
not state the method of intravenous access for
the infusion of methylprednisolone, whether
the same intravenous access was maintained
for the five days of pulse therapy (three
alternate day pulses), and whether the cannula
and intravenous access site were subsequently
cultured for bacterial organisms which might
have caused the overwhelming infection.

Pulse therapy in the 480 patients with
rheumatoid arthritis reported in published
studies has a low incidence of major and minor
side effects,3 and infections have rarely com-

plicated the treatment in reported series.
As a result of our experience with one case

of infection as a direct result of an intravenous
cannula we no longer use indwelling cannulae
to give pulse therapy. Both oral4 and intra-
venous5 pulse therapy are given in our hospi-
tals as outpatient procedures with no serious
complications (particularly infective ones)
being reported. It is difficult to see how givng
pulse therapy to the patient at an outpatient
clinic would have altered the outcome in the
case reported because she developed an over-

whelming infection and died despite being in
hospital.

Therefore, despite the unfortunate demise
of the patient reported I maintain that pulse
therapy can be safely given as an outpatient
procedure as long as sensible precautions for
intravenous cannulation are used or pulse
therapy is given orally. Continuing studies
suggest that the efficacy and toxicity of intra-
muscular gold therapy in patients with
rheumatoid arthritis is favourably influenced
by the addition of pulse methylprednisolone
therapy in the first three months of disease
modifying antirheumatic drug treatment.5
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Effects of eel calcitonin on rheumatoid
arthritis

Sir: We have obtained exciting results in the
treatment of rheumatoid arthritis (RA) in our

clinic by administration of elcatonin, an eel
calcitonin derivative, which is a polypeptide
consisting of 32 amino acids and an endocrine
substance secreted from the thyroid.' 2 At
present various treatments for RA are used
but few have been found valuable. This study
was undertaken to obtain information about
treatment of RA with calcitonin.
Two hundred and fifty nine patients with

RA, according to the revised criteria of the
American Rheumatism Association,3 were

studied. Their stage and class were deter-
mined according to the criteria of Steinbrocker
et al.4 Ten MRC units of calcitonin were given
intramuscularly twice a week for six months to
172 patients with RA (age 54 (SEM 1) years,

stage 2-8 (SEM 0 06)), who had not been
treated with immunomodulators or immuno-
suppressants (calcitonin only group). Calci-
tonin and a corticosteroid were given in
combination to 63 patients with RA (age 54
(1-4) years, stage 3-1 (0-10)) (combination
group), who had been receiving various oral
doses of corticosteroids and had also received
calcitonin at the same dose and by the same

route as the calcitonin only group. Twenty
four patients with RA who had received
neither calcitonin nor corticosteroids served as

the control group (age 58 (2-5) years, stage 3 0
(0- 18)); some of this group had been receiving
a non-steroidal anti-inflammatory drug.

In the calcitonin only group remarkable
improvements in clinical symptoms and
laboratory findings were noted after six
months of calcitonin treatment. Class, pain,
and morning stiffness were significantly
(p<0-01) improved in 148 (86%) of the
calcitonin only group. Additionally, grip
strength of both hands, rheumatoid factor, C
reactive protein, erythrocyte sedimentation
rate, serum iron, haemoglobin, IgG, IgA,
IgM, and albumin/globulin ratio were all
significantly improved after six months of
calcitonin treatment (table); all changes were
significantly (p<005) different compared
with the control group.

In the combination group no significant
improvements were seen in grip strength
(left), C reactive protein, erythrocyte sedi-

mentation rate, serum iron, and haemoglobin,
IgG, IgA, and albumin/globulin ratio.
Improvements were found in class (p<001),
grip strength (right) (p<005), rheumatoid
factor (p<001), and IgM (p<0 05), but the
improvements in grip strength and rheuma-
toid factor were significantly (p<001) less
than those in the calcitonin only group. There
were no significant improvements in clinical
signs and symptoms or laboratory data in the
control group.

Thus this study has shown that the clinical
signs and symptoms of RA as well as labora-
tory data are dramatically improved in the
group treated with calcitonin alone. It has
been reported that calcitonin has an anti-
inflammatory effect in rats with adjuvant
arthritis.5 6 In the calcitonin only group

decreases in C reactive protein and erythrocyte
sedimentation rate were noted after calcitonin
treatment, indicating that the inflammatory
response was suppressed by calcitonin. In
addition, however, reductions in IgG, IgA,
and IgM also occurred after calcitonin treat-

ment, resulting in an increase in albumin/
globulin ratio and a decrease in rheumatoid
factor. These results suggest that calcitonin
has an effect on the immunological mechanism
of RA. It is reasonable to suggest, therefore,
that the suppression of inflammation was

subsequently brought about by an immuno-
modulating effect of calcitonin as the reduc-
tion of immunoglobulins cannot be attributed
to suppression of the inflammatory response.

This interpretation seems to be supported by
the findings that both serum iron and haemo-
globin significantly increased, because anaemia
associated with RA is thought to be induced
by the deposition of iron in the synovial tissue
after repeated small haemorrhages caused by
the immunological reaction in the joints.7
Thus it seems that calcitonin may be con-

sidered for use as a remission inducing drug in
RA. Corticosteroid treatment, however,
apparently interfered with the beneficial effects
of calcitonin treatment.
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Improvements in symptoms and laboratoryfindings in patients with rheumatoid arthritis after calcitonin
treatment. Values are given as means (SEM)

Before After

Grip strength (mmHg)
Left 66(4-3) 89(5 1)**
Right 75 (4-8) 99 (5.3)**

Classt 2-5 (0106) 1-5 (006)**
Rheumatoid factort 2-4 (0-06) 2-1 (0-06)**
C reactive protein (mg/i) 23 (0-8) 14 (1-6)**
Erythrocyte sedimentation rate (mm/h) 51 (2-8) 39 (2.7)**
Serum iron (itmol/1) 11-6 (0-3) 12-7 (0-5)**
Haemoglobin (g/l) 122 (1 5) 129 (1-4)**
IgG (g/1) 20-1 (0-4) 19-5 (0-4)*
IgA (mg/i) 4150 (133) 3830 (114)**
IgM (mg/I) 2750 (81) 2580 (75)**
Albumin/globulin ratio 1-31 (0 26) 1-50 (0 05)**

*p<O-OS; **p<0-0l for comparison of values at the start of the study and after six months' treatment. Results
analysed by Student's t test or tWilcoxon's signed rank test.
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