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EDITORIAL

Incomplete Systemic Lupus Erythematosus: Early
Diagnosis or Overdiagnosis?
MANUEL F. UGARTE-GIL1

AND GRACIELA S. ALARC �ON2

We read with great interest the article published recently in

Arthritis Care & Research by Costenbader and Schur (1),

and with this editorial we would like to offer additional

insights and views. While we fully agree with the fact that

autoimmunity does not occur overnight, that autoantibodies

may be present years before any clinical manifestation of

lupus ensues (2), and that in lupus disease manifestations

may evolve over a variable time period (days to years), we

also think that in the clinical setting we must be exceedingly

careful about the name we give to those individuals who

eventually may (or may not) evolve into a defined systemic

lupus erythematosus (SLE) phenotype. In fact, the majority

of these “possible” patients will never develop SLE (3–7).

The authors cite work conducted at their own institution in

which they followed 264 “potential SLE” patients. Over a

mean 6 SD of 6.3 6 4.3 years, 21% of these patients pro-

gressed to SLE, 18% definitively did not have SLE, and the

remaining 61% remained as “potential SLE” (8). The 21% is

not too dissimilar from the percentages cited by different

authors when studying patients grouped under different

headings such as undifferentiated connective tissue disease,

incomplete lupus, pre-lupus, latent lupus, and incomplete

lupus, among others (3–7,9,10). The problem in our view

with coining the term “potential SLE” is 2-fold. First, since

the majority of these individuals is not going to develop

SLE, attaching the term SLE to their diagnosis (even with

the qualifier “potential”) may bring unnecessary anxiety to

the patient (and his/her family), who will be expecting the

disease to emerge any time. Second, this diagnosis may be

transmitted erroneously to other providers (primary care or

emergency care) from whom these patients may seek help

for a number of different ongoing or new manifestations and
who, being less knowledgeable about lupus than the special-
ists, may inappropriately interpret potential SLE as being
SLE; this may lead to the use of medications with serious
potential side effects and even irreversible damage. For
example, among 476 patients referred to an autoimmune dis-
ease center, 203 patients had received a misdiagnosis; of
those, 137 patients were diagnosed at the center as either
having positive antinuclear antibodies (ANAs) or fibromyal-
gia. Among these patients, 39 had received glucocorticoids,
and more than half of them had received .15 mg/day with
some receiving a very high dosage (60 mg/day) (11). Unfortu-
nately, we have witnessed such mishaps numerous times
over the years with regrettable consequences.

We certainly favor identifying patients who will evolve
into SLE early in the disease course, but the “million dollar
question” is: How do we distinguish them from the bulk of
patients that will never develop SLE? Since we lack specific
biomarkers, we rely on the presence of some classical clinical
or laboratory features. In fact, various authors have recog-
nized malar rash (4), discoid lupus (9), proteinuria (7), abnor-
mal urinalysis (7), anti-Sm (9), and anti–double-stranded
DNA (4,10) as indicating the onset of SLE when studying
patients within this undefined category. Perhaps the most
controversial laboratory finding is that of ANA positivity. In a
study we conducted more than 2 decades ago, we searched
for the records of patients with an International Classification
of Disease (ICD) code of 710.0 (SLE), who had less than 5
years of disease duration and who lived in Alabama (8). Of
the 140 patients identified, only 16% had in fact unequivocal
SLE, while 58% had a related diagnosis (antiphospholipid
syndrome, cutaneous lupus) or were unclassifiable. It is
important to note that there were 37 patients (26.4%) who
had fibromyalgia-like symptoms (arthralgias, myalgias,
fatigue, depression, and sleep disturbances). Certainly these
poorly defined clinical manifestations had prompted obtain-
ing an ANA test that showed a positive finding and that was,
very likely, the reason for these patients receiving the 710.0
ICD code. In still another (recent) study, 232 patients, in
whom an ANA test had been the reason for a referral to a
rheumatologist, were studied. The positive predictive value
for a diagnosis of lupus in this study was 2.1% and for a
lupus-related disorder was 9.1%; in the large majority of
these patients, the test had been ordered because of the pres-
ence of widespread pain. These authors concluded that the

1Manuel F. Ugarte-Gil, MD: Hospital Nacional Guillermo
Almenara Irigoyen, EsSalud and Universidad Cient�ıfica del
Sur, Lima, Per�u; 2Graciela S. Alarc�on, MD, MPH, MACR:
University of Alabama at Birmingham and Universidad
Peruana Cayetano Heredia, Lima, Per�u.

Address correspondence to Graciela S. Alarc�on, MD,
MPH, MACR, 1 Lakeside Drive, Apartment 602, Oakland,
CA 94612. E-mail: galarcon@uab.edu.

Submitted for publication May 27, 2015; accepted in
revised form July 7, 2015.

285



very low positive predictive values they had observed were
related to the low pretest probabilities of lupus and lupus-
related disorders in these patients (12). Finally, in the 2013
Choosing Wisely communication from Yazdany et al, the test-
ing of ANA and subserologies were the ancillary studies of
greatest concern to rheumatologists. The work of Qaseem
et al of not testing patients with nonspecific symptoms such
as fatigue or myalgia or fibromyalgia for ANA (13) is echoed
by Yazdany et al in this pivotal communication (14).

In short, while we share Costenbader and Schur’s sug-
gestion that (as in rheumatoid arthritis [RA]) there is an
unmet need to recognize individuals at high risk of, or in
the process of, developing SLE due to the presence of
genetic or environmental factors, we think these terms
should be used with extreme caution to avoid their misuse
in those who will never develop SLE. In understanding
SLE, we lag behind RA for which extensive literature is
now available to identify individuals who are to develop
RA. However, as our understanding of the pathophysiolo-
gy of SLE advances, our ability to identify this subgroup of
patients within those referred for the evaluation of possi-
ble SLE using specific biomarkers will be a welcome
development. Whether the 2-tier methodology testing pro-
posed by Putterman et al (Figure 1) in which cell-bound
complement (C4d) activation products on erythrocyte
(EC4d) and B cells (BC4d) and several other autoantibod-
ies could really be of help in identifying these patients
remains to be determined (15).
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