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Abstract: Gout with systemic lupus erythematosus
(SLE) or progressive systemic sclerosis (PSS) has
rarely been reported, whereas mixed connective tissue
disease (MCTD) with the demonstration of intra-
articular monosodium urate crystals has never been
reported. We describe an unusual case of MCTD (SLE–
PSS) in a 37-year-old woman who developed acute
gouty arthritis. Arthrocentesis and synovianalysis may
be necessary to differentiate gout from the arthropathy of
MCTD.
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Introduction

Gout and systemic lupus erythematosus (SLE) are both
common rheumatic diseases, whereas mixed connective
tissue disease (MCTD) is relatively rare. The prevalence
of MCTD in Taiwan is not known. An epidemiological
study on rheumatic disease in Japan [1] reported a
prevalence of 2.7% for MCTD, compared with 20.9%
for SLE, 5.7% for progressive systemic sclerosis (PSS)
and 4.9% for polymyositis–dermatomyositis (PM–DM).

The relatively rare occurrence of coexistent gout and
SLE suggests that either clinicians miss the diagnosis of
gout or that SLE or the therapy for SLE protects against
gout [2–6]. To the best of our knowledge, MCTD (SLE–

PSS) and gout have not been reported before. Herein, we
describe a case of gouty arthritis in a patient with
MCTD.

Case Report

A 37-year-old woman first noticed painful swelling and
morning stiffness of both the finger and wrist joints in
August 1994. Under the diagnosis of rheumatoid arthritis
(RA), she was treated with a non-steroidal anti-
inflammatory drug (NSAID) and low doses of pre-
dnisolone with effective relief of the symptoms. In
February 1995 she developed right pleural effusion,
Raynaud’s phenomenon and thickening of the skin on
both hands. She was admitted to a local hospital and
diagnosed with PSS.

This patient visited the emergency room of our
hospital on 26 August 1995, complaining of arthritic
pain in the knees, wrists and hands. Shortness of breath,
lower-leg edema and Raynaud’s phenomenon were also
noted. On admission, laboratory analyses revealed a
haemoglobin level of 103 g/l, with a positive indirect
Coombs’ test. Urinalysis showed no haematuria or
proteinuria. Antinuclear antibody (ANA) at a titre of
1.:.5120 was detected, with a speckled staining pattern.
Assays for antibody to Sm and double-stranded DNA
were both negative. An anti-ribonucleoprotein (RNP)
antibody test was strongly positive (detected by counter-
immune electrophoresis), at a titre of 1.:.512. The levels
of C3 and C4, 44 mg/dl (normal 88–201) and 12 mg/dl
(normal 16–47) respectively, were both below normal.
Radiographs of the chest indicated right pleural effusion.
Echocardiography showed moderate pulmonary hyper-
tension (pulmonary arterial pressure 45 mmHg). A
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diagnosisof MCTD (PSS–SLE)wasthusestablishedand
she was treated with d-penicillamine 500 mg/day,
nifedipine 30 mg/day and prednisolone10 mg/day for
20 days. After being discharged,the patient received
regulartreatmentin our outpatientdepartment.

On the second admission to our hospital on 14
September1996, the patient complainedof right knee
pain and swelling for 3 days.A physical examination
revealedtenderness,swelling and rednessof the right
kneejoint with a limited rangeof motion(Fig. 1). There
was taut, thick skin on her hands,fingers(Fig. 2), feet,
legs and face. Her fingers were cold and pale,
accompaniedby Raynaud’s phenomenon.Laboratory
values were: erythrocytesedimentationrate (ESR) 54
mm/h,whitebloodcell count12.66 109/l, haemoglobin
88 g/l, plateletcount4226 109/l, creatinine0.9 mg/dl

(79.8 mmol/l), 24-h urine protein 0.6 g, 24-h uric acid
380mg/dl, creatinineclearance84 ml/min, uric acid6.5
mg/dl (390mmol/l), IgG 2580mg/dl (normal694–1618),
IgA 66 mg/dl (normal 68–370) and IgM 330 mg/dl
(normal60–263).The ANA assaywaspositiveat a titre
of 1.:.2560with a speckledpattern.Anti-Scl 70, anti-Ro
and anti-RNP antibody assayswere also positive, but
anti-Sm, anti-DNA and anti-La antibodies were not
detected.Resultsof a cryoglobulin test were negative
andanticardiolipinantibodytitres of IgG andIgM were
all within normal limits. X-ray studiesrevealedsoft-
tissue swelling, but no calcification or degenerative
destructivechanges,in the right kneejoint.

About 40 ml of synovialfluid (SF)wasaspiratedfrom
the right knee. Polarised light microscopy revealed
intracellularnegativelybirefringentneedle-shapedcrys-
tals,consistentwith gout.TheSFwhite bloodcell count
was9.46 109/l with 56%polymorphonuclearcells and
44%lymphocytes.Thepatientwastreatedwith sulindac
400 mg/day and colchicine 1.0 mg/day. The swollen
kneejoint showedimprovement2 daysafter the startof
treatment. One month later, serum uric acid had
increasedto 7.5 mg/dl, and creatininewas normal at
1.0 mg/dl. The patient remainedasymptomaticfor 2
months.Symptomsof sepsisand comadevelopedafter
an episodeof acutepyelonephritis,and sheeventually
died.

Discussion

MCTD is an overlapsyndrome,which consistsof SLE,
PSS, PM–DM and RA, defined as high titres of
circulating ANA with specificity for nuclear RNP
antigen. It was first describedby Sharp et al. [7] in
1972,andis receivingincreasingattention.

Our patient’s clinical manifestationsof Raynaud’s
phenomenon,hand oedemaand arthritis, acrosclerosis
andhigh titresof anti-RNPantibodiesmetthecriteriafor
the diagnosis of MCTD [8–9]. Pain, swelling and
stiffness of the finger joints are frequently noted in
MCTD. Many patientsalso develop more generalised
peripheral joint involvement with swelling, erythema,
warmthandtendernessof theknees,ankles,toes,wrists,
elbows and shoulders.Radiographsusually show an
absenceof erosivechanges[10]. Goutyarthritismightbe
mistakenfor the arthropathyof MCTD if appropriate
radiographicexaminationsand synovianalysisare not
performed. MCTD is consistent with acute gouty
arthritis, which was proven in our case when right
knee monosodiumurate (MSU) crystalswere isolated.
This is thefirst casereportof MCTD with simultaneous
gouty arthritis, basedon an extensiveliteraturesearch.

MCTD is a chronic systemic inflammatory disease
causedby immunologicaldisorders.Hyperuricaemiais
not a feature of SLE or PSS [11]; however, many
patients with SLE or PSS show hyperuricaemiathat
necessitateschronicdiuretictherapyandleadsto chronic

Fig. 1. Painful swelling andredness,with a limited rangeof motion,
over the right knee joint in a 37-year-oldwomanwith concomitant
gout andmixed connectivetissuedisease.

Fig. 2. A 37-year-oldwomanwith thick, taut skin andcontractureon
the right hand.
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renal insufficiency [6,11]. As our patient did not have
renal diseaseor receive diuretic treatment,gout was
surprising.

The low frequenciesof gout in SLE andMCTD may
be attributableto higher frequenciesof both SLE and
MCTD in young women and of gout in older men.
Several theories about the rarity of the association
betweengout andSLE havebeenproposed.In patients
with gout, MSU are phagocytised by neutrophils.
Chemotacticfactors related to complementactivation
attractadditionalneutrophils,which produceinflamma-
tion [3]. Patientswith SLE havea form of leukopenia
that is primarily lymphopenic, but with a possible
neutropeniccomponent.Another theory [3] that has
been suggestedis that during active SLE with low
complement,the body may be less able to mount an
inflammatoryreactionto MSU crystals,andcomplement
activation has been shown in MSU crystal-induced
inflammation[12]. A third theory[13] is thatsteroidsor
immunosuppressivetherapyduring activediseasecould
block the clinical expressionof gout while tophaceous
depositsaccumulate.Thesespeculationsmay alsoapply
to our patientwith MCTD (SLE–PSS).

In conclusion,MCTD andgout rarely occurtogether.
Recognitionof acutegout in patientswith MCTD may
be difficult becauseits clinical featuresmay be masked
or attenuatedby drugs usedfor MCTD, or it may be
mistakenfor arthritis in MCTD. However,thepossibility
of gout must be kept in mind during the evaluationof
each form of arthritis in patients with MCTD.
Arthrocentesisandanalysisof synovialfluid arerequired
for confirmationof the diagnosisof gout.
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