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Alkaline phosphatase and
y-glutamyltransferase in
polymyalgia rheumatica and
giant cell arteritis
SIR, Abnormalities of liver function are seen in many

inflammatory rheumatic diseases.1 2 However, although
serum y-glutamyltransferase (GGT) activity is acknow-
ledged as one of the most sensitive indicators of hepatobili-
ary dysfunction,3 normal values have been observed in the
presence of raised serum levels of alkaline phosphatase
(AP) in both rheumatoid arthritis (RA)4 and ankylosing
spondylitis (AS).5 To determine whether this discrepancy
also occurs in polymyalgia rheumatica (PMR)/giant cell
arteritis (GCA) the two enzymes were estimated in 20
patients with PMR (13 patients), GCA (three), or both
(four). The disease was newly diagnosed in 16 and
recrudescent in four. Five patients were receiving oral
steroids.
GGT exceeded the reference range in nine patients, and

three of these showed a coexistent rise in AP (Table 1). No
other patient had a raised AP. Two patients with GCA and

increased enzymes (Nos 7 and 15) had been taking steroids
for one and eight weeks respectively. In one man with
PMR (No 2) GGT remained high several months after the
introduction of and clinical response to steroid therapy,
but this may have been due to excessive alcohol consump-
tion. Alanine transaminase (ALT) was marginally raised in
just two individuals (Nos 4 and 5). Four of the patients
with increased GGT activity including one with a raised
AP were receiving a non-steroidal anti-inflammatory drug
(NSAID) and another a paracetamol compound, but none

of the remainder was on a known hepatotoxic drug; six
patients with normal enzyme levels were also taking a

NSAID.
It would appear that the anomalous relationship be-

tween GGT and AP, which has been reported in RA and
AS, is not a feature of PMR/GCA, but larger numbers of
patients need to be studied before a firm conclusion can be
reached.

I am grateful to Dr A B Myles for allowing me to report on his
patients.

Department of Rheumatology, NICHOLAS J SHEEHAN

St Peter's District General Hospital,
Chertsey,
Surrey KT16 OPZ

Table 1 Details of patients and results

No Sex Age Diagnosis ESR (mmllst h) Steroids APt (IU/I) GGT* (IUII)

1 F 64 PMR 31 - 211 14
2 M 60 PMR 29 - 242 150
3 F 77 PMR 48 - 193 35
4* F 77 PMR 45 - 265 18
5* F 69 GCA 86 - 673 270
6 F 74 PMR 85 - 197 19
7 F 72 GCA 32 + 347 92
8 F 80 Exact

PMR/GCA 36 + 180 16
9 F 82 Exac

PMR/GCA 26 + 233 73
10 F 68 PMR 48 - 169 62
11 F 65 Exac

PMR/GCA 49 - 244 37
12 F 77 PMR 83 - 236 16
13 F 68 PMR 35 - 226 20
14 F 65 PMR 28 - 172 16
15 F 76 GCA 40 + 29 143
16 F 69 Exac PMR 50 + 225 23
17 F 74 PMR 45 - 189 33
18 F 78 PMR 70 - 180 86
19 F 73 PMR 70 - 456 186
20 F 80 PMR/GCA 92 - 208 54

*Margnally raised alanine transaminase in these patients.
tExac=exacerbation or recrudescence.
$Normal ranges: AP=80-300 IU/I; GGT=0-50 IU/I.
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Blood dyscrasia associated with
azapropazone therapy

SIR, Side effects from effective drugs are inevitable but
would be less common if Data Sheet recommendations
were invariably followed by prescribers. The letter from
Dr Green and his colleagues' illustrates this point. Their
patient, who was 80 years old, with reduced renal function
was given 1200 mg azapropazone daily, twice the recom-
mended dose. In addition, she had a history of a blood
dyscrasia, given in the Data Sheet as a contraindication to
the use of this drug.
Azapropazone has been in use in the United Kingdom

for nine years and has provided more than two and a half
million patient months treatment. To our knowledge there
has been no proved case of an adverse effect involving the
bone marrow during this time. We trust that Dr Green's
letter will draw your readers' attention to the necessity of
following Data Sheet recommendations.

A IH Robins Co Ltd. J F HORT
Langhurst,
Horsham,
West Sussex RH13 5QP
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Seatone in rheumatoid arthritis

SIR, The recent paper by Larkin et al.' reporting a
six-month placebo controlled study of Seatone in rheuma-
toid arthritis invites a number of comments.

Firstly, the only statistically significant finding of this
trial was the observation that six patients on Seatone felt
that they had deteriorated, whereas no patients on placebo
felt worse, though there was no statistical difference in the
clinical parameters of the two groups. If the trial design
was capable of detecting a difference between the treated
and control groups, then this negative effect on the
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Seatone group cannot be discounted, and the implication
must surely be that Seatone is detrimental to patients with
rheumatoid arthritis. If, on the other hand, this negative
effect is not considered to be of significance, then by
implication the trial design might not have been capable of
detecting a positive difference either, and no comment
either way on the efficacy of Seatone can be made. An
apparently negative result may often be due to faulty trial
design.2

It is interesting that none of the patients in the placebo
group deteriorated over the six-month course of the study.
The usual experience of rheumatoid patients on non-
steroidal anti-inflammatory drugs (NSAIDs) is for about
half of them to deteriorate over the course of a year.3
Perhaps the placebo group was not severely affected, or
possibly there are other explanations.
The deterioration of patients on Seatone also merits

further comment. In our double-blind trial4 six out of 66
patients experienced an exacerbation of their symptoms,
and a further two developed increased stiffness when on
the active treatment. Thus an exacerbation has been
observed before in the use of Seatone and may be
considered to be a good sign in that the patient is very
sensitive to the remedy and is responding to it, albeit with
an intensification of the symptoms. Management is either
to reduce the dose or to discontinue treatment until the
exacerbation has settled, after which, on a lower dose a
good response is usually obtained. Since Larkin et al.
discontinued the treatment of two of their patients at the
three-month stage, they might have excluded two of those
who could have benefited from Seatone.
A further reason for an increase in pain and stiffness

became apparent in the course of our own trial. If patients
begin to feel better, they tend to increase their level of
activity, using muscles which may not have been used
actively for some time and undertaking heavier work than
that to which they had been accustomed. Thus an apparent
deterioration in parameters may mask a real improvement
in the patient.

Reference is made to a recent trial from New Zealand'
which purports to show from an analysis of drop-out rates
that Seatone was not superior to placebo in alleviating the
symptoms of rheumatoid arthritis. However, in the first six
weeks of the trial when all patients were also taking
naproxen, 4-3% (one out of 23) of patients on Seatone
dropped out of the trial compared with 20-8% (five out of
24) of patients on placebo. At the end of a further six-week
period when no patients had naproxen 70% of the Seatone
patients and 83% of the placebo patients had dropped out.
The numbers were insufficient to make these differences
significant, and to avoid a type II statistical error in
comparing the two groups at the six-week stage not less
than 80 patients would be required in each treatment
group. However, any suggested difference is in favour of
Seatone.
The tone of the reporting of the Larkin trial could

suggest a negative expectation on the part of the investiga-
tors. When they referred to our 'attempted controlled
trial', they incorrectly described it as having come from the
Glasgow Homoeopathic Hospital. In fact the greater part
of the preliminary four-year study was carried out at the
Centre for Rheumatic Diseases, and the double-blind trial
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