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Case

Ms. S.F, 27 years old, presents to your office com-
plaining of facial rash, fatigue, and polyarthralgia
over a three-month period. 

System review reveals she has had several
episodes of mouth ulcers, which can be painless or
painful. She denies hair loss or Raynaud’s phe-
nomenon. In the last week, she started to experi-
ence mild pleuritic chest pain, but no cough or
shortness of breath. She does not smoke or drink
alcohol. She has been married for two years, but
never pregnant. Her family history is unremarkable
for any connective tissue diseases.

On examination she looks generally well. Her blood
pressure is 110/70 mmHg; her heart reate is 88
beats/minute. She has an erythematous facial skin
rash, which spares the nasolabial fold. There is one
ulcer on the buccal mucosa. Both wrists are mildly
swollen and there is a small “bulge sign” in one
knee. The rest of her examination is normal. 

In this article:

1. What is SLE?
2. How common is SLE?
3. When should SLE be suspected?
4. When should the patient be 

referred to a specialist?
5. What should you know about 

treatment?

Patient investigations:

• Hemoglobin 130 g/L
• White blood cell count 5.5 with 

lymphopenia, platelets 150,000 and 
erythrocyte sedimentation rate 60. 

• Creatinine, liver function tests, and 
urinalysis were normal 

• Serologic tests showed antinuclear 
antibody titre 1:640, anti-SM positive, 
anti-dsDNA negative, C3 and C4 
reduced at 9 mg/dL  

By Hussein M. Halaby, MBBS, ABIM, FRCPC; and 
John M. Esdaile, MD, MPH, FRCPC



What is SLE?

Systemic lupus erythematosus (SLE) is a
chronic autoimmune rheumatic disease in

which genetic, immunologic, hormonal, and
environmental factors likely play a role in its
etiology. The role of immune dysregulation is
central to the pathogenesis of SLE. The
increased frequency in women, particularly in
childbearing years, implicates increased estro-
genic activity. Environmental factors include
triggers, such as ultraviolet light and certain
drugs (i.e., hydralazine, procainamide, minocy-
cline, methyldopa, and chlorpromazine).

How common is SLE?
SLE tends to affect more females compared to
males. In adults, the ratio ranges from 10 to 15
women to one man.1 The incidence of SLE
diagnosis has tripled over the last four decades.
Currently, the adjusted annual incidence of SLE
is 5.6 per 100,000. The age- and sex-adjusted
prevalence rate is approximately 1.2 per 1,000.2

When to suspect SLE?
Because of its variability in clinical presenta-
tion, SLE has been called the “Great
Masquerader.” While the American College of

Rheumatology has developed 11 classification
criteria, there is no reason to attempt to remem-
ber them.3 The key to recognising SLE is to be
aware that, while the presentation is variable, it
is a multisystem disease. Two out of the seven
body systems are typically involved (Table 1).
Another tip-off for considering a connective
tissue disease, such as SLE, is the presence of
otherwise unexplained constitutional features,
such as fever or fatigue. 
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Practice Pointer

When to refer a patient to a 
rheumatologist?
The American College of Rheumatology recommenda-

tions for referral to a rheumatologist were published in

1999 and include the following: 

• To confirm the diagnosis.

• To assess disease activity and severity.

• To advise on general disease management.

• To manage uncontrolled disease.

• To manage organ involvement or life-

threatening disease.

• To manage/prevent treatment toxicity.

• In other specific circumstances, including the 

antiphospholipid syndrome, pregnancy, surgery.



In the setting of a multisystem disease, SLE
can be excluded by a negative antinuclear anti-
body (ANA) test. A positive ANA test does not
make the diagnosis, as up to 5% of the normal
population may be positive. Also, a positive
ANA is even more common in other inflamma-
tory and autoimmune conditions. 

In the setting of the involvement of two or
more systems (Table 1), a positive ANA calls
for more specific autoantibody testing—anti-
double-stranded DNA, anti-Sm, anti-La (SSA),
anti-Ro (SSB), anti-RNP, and anti-cardiolipin
antibodies (Table 2). SLE involves not only
multiple systems, but also multiple autoanti-
bodies. The low platelet count, low white blood
cell count, low lymphocyte count, hemolytic
anemia, and biologic false positive venereal
disease research laboratory (VDRL) slide test,
that can occur in SLE, all arise from autoanti-
bodies.

As useful as the determination of autoanti-
bodies is in diagnosis, these tests cannot be
relied upon to guide treatment. The well-
proven adage “Treat the patient, not the serol-
ogy” is definitely applicable here. 

How should I follow my
SLE patient?
Given the rarity of SLE in any single practice,
patient management should be carried out in
conjunction with a rheumatologist or other
suitable specialist. Lifelong monitoring is
required for most patients with SLE. At least
quarterly, a history and physical examination
focusing on SLE manifestations (Table 1)
should be performed.

At each quarterly followup visit, the follow-
ing investigations should be obtained: com-

LIPITOR is an HMG-CoA reductase inhibitor (statin). LIPITOR is indicated as
an adjunct to lifestyle changes, including diet, for the reduction of elevated
total cholesterol, LDL -C, TG and apolipoprotein B in hyperlipidemic and
dyslipidemic conditions (including primary hypercholesterolemia, combined
[mixed] hyperlipidemia, dysbetalipoproteinemia, hypertriglyceridemia and
familial hypercholesterolemia) when response to diet and other non-
pharmacological measures alone has been inadequate.

LIPITOR also raises HDL -cholesterol and therefore lowers the LDL -C/HDL -C
and Total-C/HDL -C ratios (Fredrickson Type IIa and IIb). These changes in
HDL -C with HMG-CoA reductase inhibitors should be considered as modest
when compared to those observed in LDL -C and do not play a primary role
in the lowering of LDL -C/HDL -C and Total-C/HDL -C ratios.
See Prescribing Information for complete warnings, precautions, dosing 
and administration.
LIPITOR is contraindicated: During pregnancy and lactation; active liver
disease or unexplained persistent elevations of serum transaminases
exceeding 3 times the upper limit of normal; hypersensitivity to any
component of this medication.

EFFICACY ➣ †A powerful demonstrated
effect across key lipid
parameters1

LIPITOR *:Hitting targets.



plete blood count, creati-
nine and urinalysis.4 Many
rheumatologists advise
checking the C3, C4 level
and anti-dsDNA level
quarterly.5,6

What about
treatment?
SLE is a lifelong disease.
The better informed a
patient is, the better their
outcome will be.
Education about the dis-
ease can be supplemented
from local or international
organisations, such as
Lupus Canada, The
Arthritis Society of
Canada, and the Arthritis
Society Help Line (1 800
321-1433). 

Treatment of SLE is
evolving rapidly, so col-
laboration with a special-
ist knowledgeable in SLE
is key. Choose a consul-
tant who is very familiar
with SLE. Often, this will
be a rheumatologist.
Frequently, other special-
ists are required. The pri-
mary-care physician must
provide all the usual pre-
ventive care and treatment
and may often help with
disease monitoring.
Myocardial infarction and
stroke are increased more
than 10-fold, and are now
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Table 1

Checking for the involvement of more than one system

System Manifestations Frequency 
at onset

Skin/mucocutaneous Photosensitivity 29%
Butterfly rash 40%
Discoid lesions 6%
Oral ulcers 11%
Raynaud’s phenomenon 18% 
Alopecia –

Musculoskeletal Arthritis 69%

Serositis Pleuritis, Pericarditis, Peritonitis 17%

Nephropathy Proteinuria, Cellular cast, 16%
High creatinine

Neurologic Seizure, Psychosis 12%

Hematologic Thrombocytopenia 9%
Hemolytic anemia 4%
Leukopenia —
Lymphopenia —
Lymphadenopathy 7%

Pulmonary Acute lupus pneumonitis 3%

Adapted from: Cervera R, Khamashta MA, Font J, et al: Systemic lupus erythematosus clinical
and immunologic patterns of diseases expression in a cohort of 1,000 patients. Medicine
(Baltimore) 1993; 72(2):113-24. 

Table 2

Tests for diagnosing SLE

Investigation Frequency Clinical importance

ANA > 98% Best available test to exclude SLE.

Anti-dsDNA 60%-70% Very specific for SLE.

Anti-Sm 25%-30% Less common than anti-dsDNA, but 
also very specific for SLE.

Anti-Ro, Anti-La 15%-30% Dry eyes and mouth, cutaneous 
lupus, photosensitivity. Maternal 
antibodies associated with increased 
risk of neonatal lupus.

C3, C4 Variable Low levels common in lupus.

Anti-RNP 30%-40% More associated with Raynaud’s 
phenomenon and arthritis.

Antiphospholipid 30% Arterial and venous thrombosis.
antibodies 



major causes of both morbidity and mortality
in SLE. As such, all lupus patients should be
evaluated for cardiovascular risk factors (i.e.,
smoking, hypertension, diabetes, elevated cho-

lesterol, elevated homocysteine).7 These risk
factors should be modified and treated aggres-
sively. The role of the primary-care physician
in assessing risk factors and intervening to
reduce risks, such as smoking, hypertension,
and hyperlipidemia cannot be over stressed.

Non-pharmacologic treatment

Adequate rest and sensible diet are advisable
for all. A multivitamin with vitamin D is rea-
sonable, given the advice below to avoid the
sun. Regular exercise, except during severe
flares, maintains muscle tone and bone
strength, decreases cholesterol and blood pres-
sure, and reduces fatigue.

People with lupus should avoid sun expo-
sure. Sunscreen with skin protection factor
against ultraviolet A, with an ultraviolet B of at
least 30 should be applied 30 minutes before
exposure. Wide-brimmed hats, long-sleeved
blouses/dresses/shirts, and trousers are advis-
able. Everyone with lupus, but especially those
on immunosuppressive medications, should
receive influenza and pneumococcal vaccina-
tions.

All those with lupus should
avoid sun exposure.

Sunscreen with SPF against
UVA and with a UVB of at
least 30 should be applied

30 minutes before exposure.

Lipid levels should be monitored periodically and, if necessary, the dose of
LIPITOR adjusted based on target lipid levels recommended by guidelines.
Caution should be exercised in severely hypercholesterolemic patients who
are also renally impaired, elderly, or are concomitantly being administered
digoxin or CYP 3A4 inhibitors.
Liver function tests should be performed before the initiation of treatment,
and periodically thereafter. Special attention should be paid to patients 
who develop elevated serum transaminase levels, and in these patients,
measurements should be repeated promptly and then performed 
more frequently.
The effects of atorvastatin-induced changes in lipoprotein levels, 
including reduction of serum cholesterol on cardiovascular morbidity,
mortality, or total mortality have not been established.
‡ A patient-year represents the total time of 

exposure to LIPITOR as defined by the sum 
of each patient time on LIPITOR.5

LIPITOR *:Hitting targets.
EFFICACY ➣ A powerful demonstrated

effect across key lipid para-
meters1

EXPERIENCE ➣ More than 40 44 million

patient-years of experience2‡

†



Pharmacologic treatment 

Nonsteroidal anti-inflammatory drugs
(NSAIDs) 
These drugs help control mild inflammation.
These drugs also benef it fever, myalgia,
arthralgia and arthritis, and mild serositis. Use
of NSAIDs should be avoided in patients with
lupus nephritis. NSAID hepatitis and NSAID
induced aseptic meningitis are common in SLE.
Blood pressure and
renal function must be
monitored particularly
carefully in patients
taking NSAIDs.

Antimalarial drug
(hydroxychloroquine)
This drug is widely
used in treating SLE.
Hydroxychloroquine has a long half-life, and is
therefore slow-acting. It benefits most skin
lesions in SLE, as well as arthritis, serositis, and
fatigue. Also, hydroxychloroquine may lower
serum cholesterol, and reduce venous thrombo-
sis.8 Discontinuing hydroxychloroquine is fre-
quently associated with disease flare-up.9

The maximum dose of hydroxychloroquine is 400
mg/day. The dose should not exceed 6.5 mg/kg/day
to minimise the risk of retinal toxicity. Although
treatment need not be withheld pending an ophthal-
mologic examination, one should be performed with-
in six months of starting hydroxychloroquine, and
every 12 to 18 months thereafter. Most patients with
SLE benefit from taking hydroxychloroquine. 

Topical corticosteroids
When applied directly on skin lesions, topical
corticosteroids are effective in SLE. Ointments
are generally used for dry skin and creams for

oily skin. Fluorinated forms are stronger than
non-fluorinated and are more likely to cause
side effects, such as thinning of the skin.
Generally the agents are applied one to four
times daily. 

Systemic corticosteroids, like oral pred-
nisone, are used frequently in SLE patients.
Low-dose therapy (0.25 mg/kg/day) is used for
mild manifestations, including arthritis, mild

serositis, and skin
rashes, that are unre-
sponsive to other
remedies, such as
NSAIDs and hydroxy-
chloroquine. Moderate
doses (0.5 mg/kg/day)
are effective for high
fever, pleuritis, peri-
carditis, and mild

nephritis. Higher doses (1 mg/kg/day) are
reserved for more severe manifestations. 

Because systemic corticosteroids increase the
risk of osteoporosis, patients should receive suf-
ficient calcium (1.0 g/day to 1.5 g/day) and vit-
amin D (800 IU/day). If the prednisone dose is
7.5 mg/day or greater for more than three
months, a bisphosphonate must be added to pre-
vent osteoporosis. Other tests for monitoring
corticosteroid side effects include a serum glu-
cose every three to six months, total cholesterol
yearly, and bone densitometry yearly.4

Because corticosteroids are believed to
increase the frequency of myocardial infarction
and stroke, the objective of treatment is to
always minimise corticosteroid use.

Immunosuppressives
Immunosuppressives, such as azathioprine, and
cyclophosphamide, mycophenolate mofetil, and
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Everyone with lupus, 
but especially those on

immunosuppressive 
medications, should 

receive influenza and 
pneumococcal 
vaccinations.



Lupus

cyclosporine, are commonly used. These drugs
are reserved for more severe disease or to spare
the use of corticosteroids. In severe lupus
nephritis, intravenous cyclophosphamide is
more effective than intravenous methylpred-
nisolone.10 Following cyclophosphamide use,
yearly urine cytology and Papanicolaou tests are
recommended for life.5

Other therapies
There are many new experimental therapies
under active investigation. These include lefluno-
mide, tacrolimus, and biologics (anti-CD 40,
antiC5a, rituximab, LJP 394, and anti-IL10). 
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Take-home message
• SLE is a disease with a highly variable presenta-
tion, course, and prognosis. While SLE will likely
be rare in a given primary-care practice, keep the
diagnosis in the back of the mind when confront-
ed by a multisystem disease. 

• A negative ANA test makes the diagnosis unlike-
ly. When SLE is diagnosed, the primary care physi-
cian has a key role to play in regular followup to
monitor cardiovascular risk factors, encourage
compliance, and provide support and counselling. 

• The good news is that treatment and outcomes
are improving. Early aggressive treatment is the
watchword.

CME
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SLE is a chronic autoimmune rheumatic dis-
ease in which genetic, immunologic, hormonal,
and environmental factors likely play a role in
its etiology. The role of immune dysregulation
is central to the pathogenesis of SLE.

SLE tends to affect more females compared to
males. In adults, the ratio ranges from 10 to 15
women to one man. The incidence of SLE diag-
nosis has tripled over the last four decades. 

Systemic Lupus Erythematosus

1. What is systemic lupus 
erythematosus (SLE)?

2. How common is SLE?

• To confirm the diagnosis.
• To assess disease activity and severity.
• To advise on general disease management.
• To manage uncontrolled disease.
• To manage organ involvement or life-

threatening disease.
• To manage/prevent treatment toxicity.
• In other specific circumstances, including 

antiphospholipid syndrome, pregnancy, surgery.

4. When is a referral to a 
rheumatologist needed?
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FAQs

For an in-depth article on SLE, please go to page 88. 

presentation is variable, it is a multisystem disease. Two out of the seven body systems are typically
involved. Another tip-off for considering a connective tissue disease, such as SLE, is the presence of oth-
erwise unexplained constitutional features, such as fever or fatigue. 

Given the rarity of SLE, patient management
should be carried out in conjunction with a
rheumatologist or other suitable specialist.
Lifelong monitoring is required for most patients
with SLE. At least quarterly, a history and physical
examination focusing on SLE manifestations
should be performed.

5. As a GP, how should I 
follow my SLE patient?

Because of its variability in clinical presenta-
tion, SLE has been called the “Great
Masquerader.” In order to recognise SLE, the
physician should remain aware that, while the

3. When to suspect SLE?


