L ettersto the Editor

Treatment with allopurinol
decreases the number of
acute gout attacks despite
persistently elevated serum
uric acid levels

Sirs,
Hypouricemic therapy in gout can prevent
or resorb tophi and prevent attacks of arthri-
tis. The recommended goal of therapy is
serum uric acid (SUA) lessthan 381 mol/
L, a saturation level of extracellular fluid
with monosodium urate (1, 2). In reality
many patients continue to have SUA levels
higher than 381  mol/L. In our experience
severa patients on alopurinol had persis-
tently higher than recommended SUA lev-
els,and at the same time had less acute gout
attacks. This observation prompted us to
begin to evaluate the influence of allopuri-
nol on the frequency of gout attacksin rela
tion to SUA levels and the presence of
tophi.
We reviewed the charts of patients attend-
ing the Department of Veterans Affairs Hos-
pital rheumatology clinic in Philadelphia,
PA from 1988 to 1996,and selected patients
who had crystal proven gout, and a close
follow-up for ayear before and a year after
alopurinol introduction. We recorded the
patient’ s age, sex,type and duration of gout,
alopurinol dose, medication other than al-
lopurinal, acute attacks, presence of tophi,
and SUA and creatinine levels.
Twenty-three patients were evaluated; all
males, mean age 66 years. Thirteen patients
had recurrent gouty attacks, and 10 had
tophaceous gout The duration of the gout
ranged from 1 year to 30 years (mean 12.5
years). Allopurinol had been given at doses
from 50 mg to 400 mg/day (mean 211
mg/day). Seventeen out of 23 patients were
taking the same or lower daily doses of anti-
inflammatory drugsin ayear after alopuri-
nol introduction when compared to a year
before.
Six out of 23 patients were started on, or
given higher doses of anti-inflammatory
drugs at the time of allopurinol introduc-
tion. There was a significant decrease in the
number of acute attacks during a year of
alopurinol therapy, with a mean number of
2.69 attacks/year before and 0.30 attacks/
year during ayear of treatment (p < 0.000).
This difference persisted after the exclusion
of patients placed on an anti-inflammatory
regimen at the time of ALP introduction.
SUA levels were lower during a year of
allopurinol treatment, with a mean 571
mol/ L before and 446 mol/L during
the year of treatment (p<0.0001). Only 7
out of 23 patients (30.4%) had SUA below
the target level of 381 mol/L. Sixteen

patients (69.6%) had SUA above 381
mol/L. Both groups had significantly
fewer acute gout attacks while on allopuri-
nol (p<0.0001). The tophi persisted in all
patients.
Achieving the recommended SUA level of
lessthan 381 umol/L may be difficult due to
several patient and physician related fac-
tors. In this pilot study, we found a signifi-
cant decrease in the number of gout attacks
in patients taking allopurinol despite persis
tently elevated SUA levels and the presence
of tophi. The frequency of acute attacks
reportedly correlates with SUA (3,4), so
less numerous attacks may be an effect of
the decreased urate |oad, even if SUA levels
remain higher than optimal. The anti-oxi-
dant and anti-inflammatory properties of
alopurinol have resulted in the investiga-
tional use of alopurinol in ischemia-reper-
fusion injury (5,6), and in experimental
inflammatory arthritis (7-9). It isthus possi-
ble that in gout alopurinol exerts an anti-
inflammatory ef fect, ameliorating the inci-
dence and severity of attacks.
Physicians caring for patients with gout
may expect |less acute attacks with allopuri-
nol treatment, even before SUA levels reach
the recommended value. Studies comparing
the frequency of attacks at various SUA lev-
elswith uricosuric versus allopurinol might
help to clarify the mechanisms involved.

A.M. BEUTLER, MD, Saff Rheumatologist*

M. RuLL, MD, Saff Rheumatol ogist?

N. SCHLESINGER, MD, Chief, Rheumatology
Rheumatol ogy Section®

D.G. BAKER, MD, Director, Clinical Research*

B.l. HOFFMAN, MD, Chief, Rheumatol ogy
Department®

H.R. SCHUMACHER JR., MD, Director,
Arthritis-lmmunology Center®

'Riddle Memorial Hospital, Media, PA, USA;

2Instituto Nacional Nutricion, Mexico City, Mex-

ico; *Rheumatology Section, New Jersey Medical

School, Department of Allergology, |mmunology

and Rheumatology, Newark, NJ; “Centocor, Inc.,

200 Great Valley Parkway, Malvern, PA; *Med-

ical College of Pennsylvania and Hahnemann

University, Philadel phia, PA; ®Arthritis-

Immunology Center, VAMC, Philadelphia, PA,

USA.

Address correspondence to: Anna M. Beutler,

MD, Riddle Memorial Hospital, 1068 W, Balti-

more Pike, Media, PA 19063, USA.

References

1. WORTMANN RL, KELLEY WN: Gout and hy-
peruricemia. In RUDDY S, HARRIS ED JR,
SLEDGECB (Eds.): Kelley's Textbook of Rheu -
matology, vol. 2, 6th ed., Philadelphia, W.B.
Saunders Company 2001: 1368.

2. WORTMANN RL: Management of hyperuri-
cemia. In KOOPMAN WJ (Ed.): Arthritis and
Allied Conditions, Williams & Wilkins 1997:
2077.

3. HALL AP, BARRY PE, DAWBER TR, McNAMA-
RA PM: Epidemiology of gout and hyper-

595

uricemia. A long-term population study. AmJ
Med 1967; 42: 27-37.

4. CAMPION EW, GLYNN RJ, DELABRY LO:
Asymptomatic hyperuricemia. Risks and con-
sequences in the Normative Aging Study. Am
J Med 1987; 82: 421-6.

5. DAY RO, BIRKETT DJ, HICKS D, MINERS JO,
GRAHAM GC, BROOKSPM: New uses of al-
lopurinol. Drugs 1994; 48: 339-44.

6. SAUGSTAD OD: Role of xanthine oxidase and
itsinhibitor in hypoxia: Reoxygenation injury.
Pediatrics 1996; 98: 103-7.

7. MIESEL R, ZUBER M, SANOCKA D, GRAETZ
R, KROEGER H: Effects of alopurinol on in
Vvivo suppression of arthritis in mice and ex
vivo modulation of phagocytic production of
oxygen radicals in whole human blood. In -
flammation 1994;18: 597-611

8. MELLI M, YAZICI H, UCAR A, TURKER RK:
Inhibitory effect of alopurinol on adjuvant
arthritisin rats. Agents Actions 1994; 42:56-9.

9. YOSSIF AM, IBRAHIM TM, SALEM HA,
GAMIL NM, EL-SAYED LM: Effect of high
lipid diet and alopurinol on the development
of experimentally induced arthritis in rats.
Pharmacology 1995; 51: 160-4.

Dermatomyositis and
Graves disease

Sirs,

Dermatomyositis and Graves disease (GD)
are well known autoimmune disorders.
Graves disease is rarely associated with
inflammatory myopathies, and the associa-
tion between GD and dermatomyositis has
been reported in only one case (1-3). We
present the case of a patient with dermato-
myositis who did not respond to conven-
tional therapy. Diagnosis and treatment of
the concomitant hyperthyroidism was fol-
lowed by a significant clinical improve-
ment.

A 62-year-old woman was admitted for
evaluation of a 3-months history of progres-
sive, symmetrical proxima muscle weak-
ness of the limb girdles and neck, and mild
paradoxical dysphagia. Three and a half
years before, the patient had been diag-
nosed with a left infiltrative ductal breast
carcinoma. A modified radical mastectomy
was performed and she was treated with
chemotherapy and radiotherapy. There was
no evidence of recurrent malignancy. Phys-
ical examination showed pathognomonic
Gottron papules on the hands and elbows
and a periorbitary edema with heliotrope
rash of the eyelids. On admission, myopath-
ic changes were found on electromyogra-
phy, and muscle biopsy performed on the
deltoids showed the characteristic findings
of dermatomyositis. Skeletal muscle serum
enzymes (CK, aldolase, GOT, GPT and
LDH) were normal, perhaps due to an early
disease.

The patient was given corticosteroid treat-
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ment (1 mg/kg/d) for 3 weeks without im-
provement. On examination, her heart rate
was 120/min, and slight tremor was ob-
served; thus, a determination of thyroid
function was requested. Thyroid function
tests showed total T4 serum levels of 13.5

g/dl (normal: 8-12 g/dl) and afree thy-
roxine index of 2.2 g/dl (normal: 0.8-1.4

g/dl) with suppressed TSH (< 0.01 mU/l).
High thyroid autoantibody titers were
detected, including thyroglobulin (927
Ul/l), and microsomal (1,568 Ul/ml) and
TSH-R antibodies (28.5 UI/). The patient’s
HLA status was HLA-DRB1* 0102, HLA-
DRB1* 0107 and HLA-DRB4* 0101. The
antinuclear antibody titer was 1/160 and
myositis-specific antibodies were negative.
Corticosteroid treatment was maintained at
the same dose, and methimazole (30 mg/
day) and atenolol (100 mg/d) were started.
There was a mild progressive improvement
of muscle strength. Azathioprine at a dose
of 1.5 mg/kg/d was added as a sparing corti-
costeroid agent. Six months later muscle
strength and dysphagia were greatly im-
proved, although a third drug (hydroxy-
chlorogquine 200 mg/d) was needed to con-
trol the persistent cutaneous manifestations.
Graves disease is an organ-specific autoim-
mune disease. Thyrotoxic myopathy is
known to cause muscle symptoms, includ-
ing muscle weakness and periodic paralysis
(4). Idiopathic inflammatory myopathies
(I1M) are a group of disorders that include
dermatomyositis, polymyositis and inclu-
sion body myaositis, and are also considered
systemic autoimmune diseases (5). Up to
30% of patients with [IM do not respond to
steroid treatment (1 mg/kg/day) and other
immunosuppressive drugs, such as azathio-

prine, cyclosporine, methrotexate or intra-
venous immunoglobulins (6), are required.
The coexistence of these two entities could
be fortuitous or be due to alink with a com-
mon underlying mechanism. Individuals
with HLA-DRS are at increased risk for
developing autoimmune diseases (inflam-
matory muscle disease and Graves dis-
ease). Some of our patient's HLA antigens
(DRB4 *0101) have recently been associat-
ed with dermatomyositis (5), (specificaly
in patients with anti-Mi-2 antibodies), but
not to GD (7). Thus, we cannot conclude
that the HLA system plays arole in the co-
existence of the two disorders in our
patient.

In conclusion, we believe that it is impor-
tant to keep in mind the possible association
of two disorders causing myopathy, such as
dermatomyositis and GD, to avoid diagnos-
tic pitfalls. The presence of definite der-
matomyositis does not exclude GD, and a
lack of response to standard treatment could
be influenced by the coexistence of thyroid
myopathy, making it necessary to treat both
disorders to achieve clinical improvement.
Study of the HLA system did not support a
pathogenetic relation between these two
diseases in our patient.
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