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Figure I Relation between onset ofrheumatoid
arthritis and menopause in 191 postmenopausal
women in a case-control study.

have arisen by chance, we tentatively sug-

gested that other unknown genetic factors
might have been responsible. We would be
grateful for any other interpretations of the
data. Unlike Dr McHugh we are unaware of
the conclusive clinical evidence that pregnancy
loss ameliorates existing disease, though this
remains a possibility.
Dr McHugh suggests that the effect of the

menopause should begiven widerconsideration
owing to the age of onset in women. Dr
McHugh's study showed a peak age of onset
around the menopause, as did our larger case-
control study (fig 1). There are a number of
problems that have to be considered before a

direct correlation can be postulated. Firstly,
the age of onset distribution seen in hospital
outpatient studies is not representative of all
women with RA. This is because hospital case
groups tend to contain those with more severe,
longstanding disease, and patients developing
RA at an older age will be underrepresented
(fig 2). Population surveys are the only
accurate way of determining ages of onset. In
the United Kingdom these have confirmed
that prevalence does indeed increase at the
menopause, but remains at this level there-
after.' Another study of incidence related to
age at the Mayo clinic found that this increased
steadily in women and men.2 If the meno-
pause were a major factor one might expect
differences in prior age of menopause or

incidence of artificial menopause and these
have not been found in studies."5 As well as
the mentioned bias due to recall of disease
onset, it should be remembered that surveys
have shown that up to 50% of women with
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Figure 2 Distribution ofage at onset ofwomen
with rhewmatoid arthritisfrom a case-control
study. (Source: Spector TD. Hormonal and
reproductive factors in the aetiology ofRA. MD
thesis, University ofLondon, 1989.)

menopausal symptoms have joint pain,6 and
this is likely to be confused with early RA.
A number of studies have looked at hor-

monal status of women with RA, and, unfor-
tunately, no consistent abnormalities have
been detected.7 We are just completing a
prospective study examining the hypothesis
that hormone replacement therapy (HRT) is
protective against the development of RA.
The data on the possible protective effects of
HRT are patchy and contradictory at present
and suffer from many of the methodological
problems outlined above. Although hormonal
change at the menopause may be a factor in
RA, current evidence suggests that prior
pregnancy and oral contraceptive use at an
earlier age may be of more importance.8
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Sternoclavicular erosions in polymyalgia
rheumatica

Sir: We read with interest the article by Kyle
et al about the rarity ofsynovitis in polymyalgia
rheumatica.' In their work sternoclavicular
erosions were seen in only 2/19 of the tomo-
grams obtained. Our experience contradicts
these results.2
From 1984 to 1987 tomography of sterno-

clavicular joints was carried out in 21 patients
(12 female, nine male) with active untreated
polymyalgia rheumatica, seven of whom also
had giant cell arteritis. Their mean age was
68-8 years. All had a negative Rose-Waaler
test. In addition, control tomograms were
obtained from 18 volunteers (mean age 69-2
years) who had no clinical evidence of inflam-
matory arthropathy. The films were all
examined by one consultant radiologist and
two rheumatologists with no knowledge of
clinical data.
The incidence of erosions was significantly

higher (p<0 05) in patients with polymyalgia
rheumatica (9/21) than in control subjects
(1/18). Erosions were found more often in
patients who had had symptoms for more than
six months. There was no correlation between
local pain elicited by pressure and the presence
of articular erosions.

Our findings support the existence of an
erosive arthropathy in polymyalgia rheumatica
and are in agreement with the study of Paice et
al previously published in the Annals.3
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Immunological indices of patients with
rheumatoid arthritis after
methylprednisolone pulse therapy

Sir: In a previous letter to the Annals we
reported the favourable clinical results obtained
by high dose intravenous methylprednisolone
treatment in active rheumatoid arthritis.' We
now present the changes in the immunological
indices for these same patients.
The discovery of monoclonal antibodies has

enabled the determination of different
lymphocyte subgroups.2 We investigated the
cellular and humoral immune response of 10
patients with active, classical rheumatoid
arthritis. The total lymphocyte count (OKT3),
the inducer/helper (OKT4) and suppressor/
cytotoxic (OKT8) subgroups were determined
with Orthomune monoclonal antibodies by
the immunoperoxidase method according to
Erber.'° Concentrations of C3, C4, and the
immunoglobulins were measured by Mancini's
radial immunodiffusion. Determination of
immune complexes was by polyethylene
glycol precipitation and cross electrophoresis.
Blood samples for determinations were taken
before infusion and after 2, 6, 24, and 48
hours.
Before infusion we found a high level of

helper cells: mean 69-1% (range 59-78%),
absolute number 1921/1l (1120-3321), and a
low concentration of suppressor cells: mean
25 8% (21-34%), absolute number 808/1dl
(352-1700), in agreement with published
data.2 4 6 7 11-15 The so-called immuno-
regulatory ratio-the helper/suppressor quo-
tient-was increased to 2-65 (normal 1 55), as
found by others. 4 6 " This disequilibrium of
the immune response was favourably influ-
enced by high dose intravenous methylpredni-
solone pulse therapy, which decreased the
centile proportion: mean 45 3% (24-63%) and
the absolute number: mean 418/4d (135-715)
of T4 cells, thus leading to a normal helper/
suppressor ratio. According to Bertouch the
cause of selective diminution of helper cells is
the remigration of the circulating lymphocytes
into the peripheral lymph nodes and bone
marrow.2 16 17 As the Iymphopenia was only
transitory and the excretion of uric acid did
not rise after the pulse treatment the decrease
of cell numbers is probably due to a change in
the division of circulating cells and not to cell
lysis. Is

818

 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.49.10.818-b on 1 O
ctober 1990. D

ow
nloaded from

 

http://ard.bmj.com/


819Letters to the editor

We noted a marked diminution of absolute
B cell numbers, as Silverman also found.'9
Before infusion the mean absolute B cell
number was 7584i1 (320-1200) and after six
hours 238/4d (65-494). This is clinically
important as it temporarily interrupts anti-
body production. The immunomodulation
caused by the megadose intravenous steroid
dose was only transitory and the T subpopula-
tion and B cell level returned to their initial
levels 24 hours after the infusions. Because
methylprednisolone is rapidly excreted (half
life: three hours) 99% of the dose is eliminated
in one day, and thus its effect diminishes
rapidly. 8 Several authors have noted a signifi-
cant decrease in the IgG, IgA, C3, C4, and
immune complex concentrations after methyl-
prednisolone pulse therapy.5 20 21 These
indices of humoral immune response were

normal in our patients: (IgG 12-5 (SD 3-633)
-11i6 (2-986) g/l; IgA 2-3 (1-4)-2-2 (1-1) g/l;
IgM 1-09 (0-48)-l-17 (0-32) g/l; C3 0-93
(0-12)-1.09 (023) g/l; C4 0-27 (0-13)-0-24
(0-1) g/l) and were unchanged during the
methylprednisolone pulse therapy.
The immune complex concentration was

normal before the infusion: mean 210-6 ng/ml
(124-303), and Clq binding was negative in all

patients. These values were not influenced by
the infusions.

Thus, in summary, despite the brief im-
munomodulation the megadose steroid treat-
ment is of therapeutic importance in the
treatment of active rheumatoid arthritis resis-
tant to other drugs. Decreased suppressor cell
activity and consequently high T4/T8 ratio
are usually found in the active clinical
state,2 3 11 22 in contrast with the normal
concentrations present in patients in remis-
sion. Rapid correction of the high helper/sup-
pressor ratio may favourably influence the
immunological disequilibrium and so perhaps
prolong clinical remission.
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Response criteria for slow acting
antirheumatic drugs

Sir: I applaud Scott and his colleagues for
putting one of the recommendations of the
consensus meeting' into practice by attempt-
ing to derive simple criteria to define response

to second line treatment.2 The approach used
does have some problems, however, and I
would like to offer some possible modifications
for consideration.
To select parameters on the basis of per-

centage change after treatment with respect to

baseline results is misleading. The normal
results for articular index, pain, and morning
stiffness are all zero. A normal erythrocyte
sedimentation rate (ESR) tends towards <10
mm/h but is dependent on age and sex. The
other indices investigated all have fmiite
normal ranges and these need to be taken into

Table I Applicatwn of Scot's citeria2 to two

account in calculating the percentage change.
For example, a measurement with an upper
limit of normal of 100 units might be said to
have improved 100% if a result of 120 falls to
6100-that is, to normal, but by Scott's
method it has only improved by 20%. It is
apparent that had C reactive protein been
included it would have shown a high per-
centage improvement, whereas plasma vis-
cosity would have faired badly. Despite this,
however, the measures selected are similar to
those identified by more sophisticated statis-
tical methods3 4 and would also be the choice
based on common sense, reflecting several
aspects of active rheumatoid disease which
might be expected to improve with successful
second line treatment.

If we apply the Scott criteria to two patients
A and B we can see a particular problem with
the approach (table 1). The response scores for
the two patients are clearly misleading, and
this has resulted primarily from the fact that
the response criteria do not take into account
the initial disease activity. After treatment
patient A has fewer tender joints than patient
B and has had a greater reduction in ESR and
duration of morning stiffness, but patient B
has the greater response score.
As second line treatment does not 'cure'

rheumatoid arthritis a positive response to
treatment will fall somewhere between the
presenting disease state and complete relief of
all signs and symptoms. It is therefore more

reasonable to have several grades of response
or even a scale of response, but it needs to take
the initial disease state into consideration. Use
of the same simple measures used by Scott in a
scale of response also has its problems. If we
assume that the four variables are all equally
important then we need to know what particu-
lar ESR, pain, stiffness, and articular index
results equate with one another so that stan-
dardised results can be determined and readily
combined. For example, let us suppose that
clinical data suggest the approximate equiv-
alents shown in table 2. (These are based on

actual data generated in Leeds but need to be
refined.) If we apply these criteria to patients
A and B in table 1 we see the scores are:

Patient A before: 5+6+3+5=19
after: 2+4+1+2=9
response: 19-9=10

Patient B before: 2+4+1+2=9
after: 1+2+1+3=7
response: 9-7=2

The response achieved in patient B is now

seen in a more sensible light. There is some
response, but because the score before treat-
ment was the same as for patient A after
treatment it is perhaps not surprising that the
gain for patient B is less. This approach
provides three pieces of information about
each patient-the initial and final disease

activity, and the difference (the response).
These three, derived from a simple scale of
response, provide more useful information
and, with refinement, might be of practical

Patient A Patient B

Before After Response Before After Response

ESR* (mm/h) 65 35 0 35 25 1
Pain (cm) 6 4 0 4 2 1
Stiffness (min) 120 30 0 40 10 1
Articular index 18 6 0 8 11 0

Overall response 0 3

*ESR=erythrocye sedimentation rate.
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