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Abstract

Objective—Epidemiologic studies comparing the incidence and prevalence of systemic lupus
erythematosus (SLE) and isolated cutaneous lupus erythematosus (CLE) are few. Olmsted County,
Minnesota provides a unique setting for such a study owing to resources of the Rochester
Epidemiology Project. We sought to describe and compare the incidence and prevalence of SLE
and CLE from 1993 to 2005.

Methods—SLE cases were identified from review of medical records and fulfilled the 1982 ACR
classification criteria. CLE cases included patients with classic discoid LE (CDLE), subacute
cutaneous LE (SCLE), lupus panniculitis and bullous LE. Age-and sex-adjusted incidence and
prevalence were standardized to 2000 US white population.

Results—The age- and sex-adjusted incidence of SLE (2.9 per 100,000; 95% CI 2.0, 3.7) was
similar to that of CLE (4.2 per 100,000; 95% CI 3.1, 5.2, p= 0.10). However, incidence of CLE
was three times higher than SLE in males (2.4 versus 0.8 per 100,000, p=0.009). The age- and sex-
adjusted prevalence of CLE on January 1, 2006 was higher than that of SLE (70.4 versus 30.5 per
100,000; p<0.001). The prevalence of CLE and SLE in women were similar but the CLE
prevalence was higher in men than in women (56.9 versus 1.6 per 100,000, p<0.001). The
incidence of CLE rose steadily with age and peaked at 60-69 years.

Conclusion—The incidences of CLE and SLE are similar but CLE is more common than SLE in
males and in older adults. These findings may reflect differences in genetic or environmental
etiology of CLE.
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Introduction

Systemic lupus erythematosus (SLE) is a heterogeneous, multisystem disease with many
clinical phenotypes, including drug induced lupus, neonatal lupus, secondary
antiphospholipid antibody syndrome and isolated cutaneous lupus (CLE). The Gilliam
classification divides CLE lesions into lupus specific, acute cutaneous LE, subacute
cutaneous lupus (SCLE) and chronic variants like discoid lupus (DLE) and non-specific skin
lesions e.g. urticarial vasculitis[1]. In general, the prognosis of CLE is considered more
favorable than SLE but it may evolve into SLE in about 20% of individuals. Presence of
arthritis, leucopenia and anti-dsDNA are considered risk factors for development of SLE in
patients with CLE [2]. Skin involvement in SLE patients is also very common and is
observed in up to 70% of patients [2].

There is controversy as to whether SLE and CLE represent different spectrum of the same
disease or are distinct disease phenotypes. Epidemiologic studies on natural history of CLE
and SLE may provide important clues on etiology of these conditions. The incidence and
prevalence of SLE have been examined in numerous population-based studies. Annual
incidence of SLE is about 1-10 per 100,000 and the prevalence is about 5.8 -130 per 100,000
from 1970s to 2000s [3, 4]. In contrast, epidemiologic studies of CLE are rare [5, 6]. There
are no studies that directly compare the incidence of SLE and CLE in the same population.
Olmsted County, Minnesota provides a unique setting to study the epidemiology of SLE and
CLE owing to resources of the Rochester Epidemiology Project (REP). As described
previously [7], the REP provides access to the linked medical records of Olmsted County
residents for over 5 decades and consequently, provides an ideal setting to examine the
epidemiology of SLE and CLE concurrently in the same underlying population. Within the
Olmsted County population, we have previously reported that the incidence of SLE tripled
from 1.51 to 5.56 per 100,000 over 4 decades from 1950 to 1992 [8, 9]. The incidence of
CLE and subtypes in this population between 1965 and 2005 was 4.30 per 100,000 [6].
Although the reported incidence of CLE between 1965 and 1992 was similar to SLE, a
direct comparison of the SLE and CLE cohorts was not performed. Therefore, we undertook
this study to compare the epidemiology and characteristics of SLE and CLE between 1993
and 2005.

Patients and Methods

This is a population-based retrospective cohort study in Olmsted County, Minnesota, which
had a population of 124,277 according to the 2000 census. The racial composition of
Olmsted County in 2000 was 90.3% white, 2.7% blacks or African- Americans, 0.3 %
American Indians, 4.3% Asian/Native Hawaiian/Pacific Islander and 2.4% Hispanic (US
Census Data).

SLE case definition—Potential SLE cases (n=438) were identified using the ICD-9
codes, Hospital International Classification of Disease Adaptation (HICDA) and Berkson
codes. Medical records were reviewed manually for determination of organ involvement and
presence or absence of ACR criteria. In case of doubtful cases adjudication was made based
on discussion between authors (SJ, DH and VVC). All study forms were then reviewed by VC
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to determine if patients were classified as “definite” SLE (4 or more ACR criteria),
“probable” (3 or less criteria) or “possible (2 or less criteria) [10]. Data was double-checked
(by CC) to determine residency status and fulfillment of ACR criteria.

An incident SLE case was defined as an individual who had been a resident of Olmsted
County, Minnesota for at least 1 year prior to diagnosis and who fulfilled four out of eleven
1982 ACR criteria for classification of SLE between January 1, 1993 and December 31,
2005. The incidence date was the date of fulfillment of the fourth ACR criterion. An
individual, who was a resident of Olmsted County, Minnesota as of January 1, 2006 and
who prior to that date, fulfilled the 1982 ACR criteria for SLE was defined as a prevalent
SLE case. Patients with drug-induced lupus, CLE only and overlap connective tissue
diseases were excluded from the SLE cohort.

The medical records of all 438 individuals were reviewed and 366 of these individuals were
excluded for the following reasons: 17 denied authorization of their medical records for
research per Minnesota statute, 104 CLE only, 2 drug induced lupus, 4 duplicate records,
130 did not have SLE, 33 less than 4 ACR criteria, 11 lupus nephritis only, 40 non-residents,
and 25 other rheumatic illnesses (5 undifferentiated connective tissue disease, 6 Sjégren's
syndrome, 2 scleroderma, 1 overlap connective tissue disease, 6 mixed connective tissue
disease, 1 polymyositis, 2 rheumatoid arthritis, 1 antiphospholipid antibody syndrome, 1
psoriatic arthritis). Of the 959 individuals with nonspecific codes, we reviewed the medical
records of a random subset of 120 individuals and no SLE cases were identified. Therefore,
no further review was done. The final SLE cohort comprised 45 incident SLE cases between
January 1, 1993 and December 31, 2005 and 72 prevalent SLE cases on January 1, 2006.

CLE case definition—Individuals with incident CLE (without systemic features) were
identified from a previous cohort from January 1, 1965 and December 31, 2005 [6].
Potential CLE cases were searched using ICD-9 code 695.4 (lupus erythematosus) and
diagnosis of all forms of CLE was determined by review of clinical, serologic,
histopathologic, and immunopathologic findings (MD, OS). The subtypes of CLE included
classic discoid LE (CDLE), lupus panniculitis, bullous LE, and subacute cutaneous LE
(SCLE). An SCLE lesion was described, using the definition by Sontheimer et al, as a
photosensitive, nonscarring, non— atrophy producing, annular, erythematous,
papulosquamous, or psoriasiform rash [11]. Patients were sub-classified as having annular or
psoriasiform SCLE. Classic discoid LE was defined, by the classification criteria of Gilliam
and Sontheimer, as the presence of discoid lesions without SCLE or SLE [1]. Localized
discoid lupus was defined as lesions confined to the head and neck and as the generalized
form if it occurred both above and below the neck. Lupus panniculitis was defined as
circumscribed subcutaneous nodules. Date of diagnosis was determined as the date of
fulfillment of criteria for subtype definition.

An incident CLE case was defined as an Olmsted County resident first diagnosed with a
subtype of CLE by a dermatologist and who did not fulfill the 1982 ACR criteria for SLE at
the time of diagnosis. A prevalent CLE case was defined as an Olmsted County resident on
January 1, 2006 and who, prior to that date, had a diagnosis of CLE made by a
dermatologist, without co-existent SLE. CLE cases who were previously incident in
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1965-2005 were included in the prevalent cohort; whereas patients who moved into Olmsted
County with a prior diagnosis of CLE were not included per previous study criteria [6]. The
rationale for these stringent criteria was to reduce the diagnostic uncertainty as for many
patients the clinical morphology of skin lesions had changed and histology was unavailable.
Data on demographic characteristics, extent of skin involvement, treatment and serological
findings were collected.

Statistical analysis—Age and sex specific incidence were estimated assuming the entire
population of Olmsted County from 1993-2005 to be at risk. The age- and sex-specific
denominators for each year were estimated from decennial census data. Incidence per
100,000 population were age and sex adjusted to the US White 2000 population.
Comparisons of incidence and prevalence between cohorts were performed using Poisson
regression models. Prevalence was calculated by dividing the number of prevalent cases by
the number of persons living in Olmsted County in 2006. As the prevalent CLE cohort
includes only incident cases from 1965 to 2005, our CLE prevalence estimate is an
underestimate of the true prevalence of CLE. To compare the prevalence of SLE and CLE,
we removed prevalent SLE cases which were not incident SLE to match the prevalence
definition used in the CLE cohort.

The distribution of survival times after the SLE/CLE incidence date was estimated using the
Kaplan—Meier method. The expected number of deaths was determined from the National
Center for Health Statistics life tables for the US population, according to the age, sex and
calendar year of the SLE/CLE cohorts. The one-sample log rank test was used to test for
differences between observed and expected survival rates. The standardized mortality ratio
was estimated by dividing the observed number of deaths by the expected number of deaths.
Ninety-five percent confidence intervals for the standardized mortality ratios were
calculated assuming that the expected rates were fixed and the observed rates followed a
Poisson distribution. Cox proportional hazards models were used to compare survival
between cohorts adjusting for age and sex. The study was approved by the Mayo Clinic and
Olmsted Medical Center Institutional Review Boards.

The study population comprised of 45 incident and 72 prevalent cases of SLE, and 62
incident and 92 prevalent cases of CLE.

Incidence and prevalence of SLE and CLE—The age- and sex-adjusted incidence of
SLE (2.9 per 100.000, 95% CI 2.0-3.7) was similar to that of CLE (4.2 per 100,000, 95% CI
3.1-5.2, p=0.10) (table 1). Yet, CLE was three times more common than SLE in men (2.4
versus 0.8 per 100,000, p=0.009). Incidence of SLE and CLE was similar in women (5.8
versus 5.1 per 100,000). The age-and sex-adjusted prevalence of SLE was 53.5 per 100,000.
The prevalence of SLE was nine times higher in women than in men (94.2 versus 10.7 per
100,000). We recalculated the prevalence of SLE by including only the 41 SLE prevalent
cases that were also incident to ensure comparability. With the adjusted calculations, the
prevalence of CLE per 100,000 on January 1, 2006 was higher than SLE at 70.4 versus 30.5
respectively (p<0.001). The prevalence of CLE in women was higher than the prevalence of
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SLE (85.1 versus 58.4 per 100,000) but this did not reach statistical significance (p=0.06).
Men had a significantly higher prevalence of CLE than SLE (56.9 versus 1.6 per 100,000,
p<0.001).

Figure 1 shows the age- and sex-specific incidence of SLE and CLE. The incidence of SLE
was highest at in persons 20-29 years and 50-59 years of age (4.1 per 100,000 in both age
groups). The incidence of CLE rose steadily across each decade of life and peaked at 60-69
years (9.3 per 100,000). The female to male ratio was 10:1 for SLE and 3:1 for CLE. Among
females, we observed a nearly constant SLE incidence rate for ages 20-59 years. At 20-29
years, SLE was 3 times more common than CLE (p=0.10). Conversely, CLE was 3 times
more common than SLE at 60-69 years but this was not statistically significant (p=0.12).
The disease onset was after 59 years in all male SLE cases whereas the incidence of CLE in
males (and females) increased with increasing age.

Figure 2 shows age- and sex-specific prevalence of SLE and CLE. The prevalence of CLE
increased with increasing age (p<0.001). The prevalence of SLE was highest at 40-49 years
(79.6 per 100,000) and lowest at =70 years (17.3 per 100,000). The prevalence of CLE was
significantly higher than SLE at 50-59 years (160.6 versus 45.9 per 100,000, p=0.002),
60-69 years (168.9 versus 56.3 per 100,000, p=0.02) and = 70 years of age (164.5 versus
17.3 per 100,000, p<0.001). The highest SLE prevalence among females was observed at
40-49 years (157.5 per 100,000) whereas the highest for CLE was at 60-69 years (214.7 per
100,000). In males, prevalence of CLE increased by age (p<0.001) with the highest
prevalence at =70 years (211.3 per 100,000).

Clinical Features—The demographics and clinical features of incident SLE and CLE
patients are summarized in table 2. Mean age of patients with incident SLE and CLE was
similar (42 and 47.6 years, respectively, p=0.10). Majority of patients with SLE were female
(91% versus 73%, p=0.017). The female to male ratio was 10:1 for SLE and 3:1 for CLE.
The majority of SLE cases were white (80 %) and a small number were of Asian and
African American descent. Of the CLE patients, 71% were white, 6% African-American and
3% were Asian.

The average length of follow up of SLE patients was 7.8 + 4.9 years. Arthritis (71%) and
hematologic manifestations (53%) were the most common clinical manifestations followed
by photosensitivity (51%). Renal involvement (cellular casts and/or proteinuria) was seen in
27%. All patients had positive ANA antibodies, and anti-dsSDNA antibodies were seen in
64%. Of the 62 CLE patients, 46 had discoid lupus, 13 had sub-acute cutaneous lupus, 2 had
lupus panniculitis and one patient had bullous LE. Localized discoid lesions were seen in
55% and generalized in 19%, 8% had annular SCLE and 13% had psoriasiform. ANA was
positive in 52% patients. The average length of follow up from date of diagnosis was 10.0 £
6.0 years.

Patient survival—Six out of 45 SLE patients died during follow-up (table 3). Cause of
death was renal failure in 2 patients and infections in 4 patients (septic arthritis,
pseudomonas bacteremia, Pneumocystis jirovecii pneumonia and endocarditis). All of the
deceased SLE patients were = 50 years of age. Average disease duration at the time of death
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was 6.2 years (range 0.5- 14.8 years). The 5, 10 and 15-year survival rates (+ standard error;
%) were 93.0 £3.9, 89.2 £5.2 and 63.5 * 16.5 respectively. Overall standardized mortality
ratio (SMR) was 2.6 (95% CI 1.0-5.6, table 3). The 5, 10 and 15 year survival rates (£
standard error; %) of CLE patients were 96.6 £+ 2.4, 92.3 + 3.7 and 92.3 £ 3.7 respectively
with a corresponding SMR of 0.6 (95% CI1 0.2, 1.4).

Discussion

We compared the incidence and prevalence of CLE and SLE in a predominantly white US
population. Our findings indicate that, although overall incidence of CLE and SLE were
similar, CLE was three times more common than SLE in males. CLE was also more
prevalent than SLE, especially in males. Age-and sex-specific incidence of SLE in females
showed a nearly constant incidence rate for ages 20-59 years whereas the onset of SLE in
males began after 59 years. The highest prevalence of SLE was in the 40-49 age groups. The
incidence and prevalence of CLE were distinct from SLE with a steady rise in incidence and
prevalence across each decade of life in both females and males.

Although it is difficult to compare the epidemiology of SLE across studies due to
methodological differences (i.e., case definition, case ascertainment, geographic differences,
population versus hospital based, rural versus urban), our incidence and prevalence
estimates are identical to several studies from Norway and Iceland and quite similar to many
US and Scandinavian studies (table 4). Incidence in these previous studies ranged from 2.4
to 3.3 per 100,000 [12-16]. Studies from Spain, Sweden, UK and US using administrative
claims databases report a higher incidence at 3.6 - 7.2 per 200000 whereas incidence is
much lower in Denmark (1.04 per 100,000)[17-27]. Studies from Marshfield clinic, a
predominantly rural area from Midwest, very similar to ours, have reported a higher
incidence of lupus of 5.1 per 100 000 from 1991-2001 and 5.03 cases per 100,000 from
2002-2008 [25, 28]. The exact reason for this discrepancy is unknown but could possibly be
due to differences in case definition. We used a stricter definition of SLE including them
only if they were residents of Olmsted County for at least one year prior to diagnosis. The
first study included patients with overlap disease and it is unclear if other cutaneous LE
cases except discoid were excluded or not. However, similar to our study, the disease was
more common in older adults.

Recently, two large epidemiologic studies have been performed in Georgia (GLR - Georgia
Lupus Registry) and Michigan (MILES -The Michigan Lupus Epidemiology and
Surveillance Program) using novel methodologies for case ascertainment from multiple
sites[29, 30]. The overall incidence and prevalence estimates per 100,000 in both studies
were similar at 5.6 (GLR), 5.5 (MILES) and 73 (GLR) and 72.8 (MILES) respectively and
notably higher than ours. The racial composition of these populations is different from ours
with 38% blacks in Michigan and 49% blacks in Georgia. Not surprisingly, the rates in
white individuals were similar to ours (table 4). The overall age-adjusted incidence of SLE
in whites was 2.7 -3.7 per 100,000 in MILES and 2.7-3.3 per 100,000 in GLR cohorts. The
prevalence per 100,000 of SLE in whites was also quite similar to ours in both studies with
32.7-43.1in GLR and 39.8- 47.5 in MILES. These comparisons corroborate the validity of
our estimates from Olmsted County.
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The expression of SLE is influenced by race with much higher incidence (4.6-8.7 per
100,000) among Afro-Caribbean's, Asians, African Americans and Native Americans [16,
31-39]. In these racial groups, disease onset is typically earlier, and patients have a greater
degree of renal involvement and higher mortality compared to whites.

Epidemiology of CLE

Although CLE is considered to be 2-3 times more common than SLE, our data show that the
overall incidence of SLE and CLE is similar [2]. There are few studies on the epidemiology
of CLE. Estimates from a population based Swedish cohort [5] were similar to ours with an
incidence of 4.0 per 100,000 and female to male ratio of 3:1. The mean age at diagnosis was
54 years but patients with SCLE were older at 59 years. The age and gender specific
incidence of SCLE showed an increase in age from 45 years for women and from 65 years
for men. One postulated explanation for the higher rates was drug-induced SCLE, as many
middle aged patients are prescribed anti-hypertensive medications, several of which are
associated with SCLE. Like ours, DLE was the most common group. In another Swedish
study, the incidence of CLE and SLE was reported to be similar but a direct comparison was
not performed [5, 40]. Using a registry of Ro/SSA positive individuals, the incidence of
SCLE was 0.7 per 100,000 in Stockholm from 1996-2002 and prevalence of 6.2-14 per
100000 [41]. Interestingly in this study 29% of patients were smokers compared to 18% of
adult population supporting current belief that smoking plays a role in CLE pathogenesis.
The incidence of chronic CLE in French Guiana was estimated at 2.59 per 100,000 and was
similar to the incidence of chronic CLE and lupus panniculitis in our published cohort from
1965- 2005 [6, 42]. Unlike our study, the population was predominantly young (75% age <
40 years) and African. CLE may be underestimated in this group either due to lack of
diagnosis or reluctance to biopsy due to increased risk of keloid formation. Otherwise, due
to insufficient data in literature, it is hard to compare incidence of CLE across different
races.

Older Age at Presentation

Mortality

We found that in white individuals, the incidence of SLE in males and CLE overall,
increases with age. This may be secondary to aging of population, better access to health
care and increased serologic monitoring or reflect unique pathophysiology of disease in this
racial group. Immunosenescence, cumulative effects of photodamage, reactive oxygen
intermediates in aging skin may increase the incidence of autoimmune diseases [43, 44].
Increased exposure of aging population to numerous drugs, many of which can flare lupus,
as postulated in a Swedish study may be another explanation [5]. The increasing incidence
of SLE in males with increasing age suggests a possible protective role of androgens in
disease pathogenesis. Hypoandrogenicity has been described in many chronic diseases
including SLE and androgens are postulated to be anti-inflammatory [45].

Overall standardized mortality ratio of SLE was 2.6 (95% CI 1.0, 5.6). Majority of deaths
were seen in patients older than 50 years and were infectious in etiology. Late onset lupus in
spite of lower rates of kidney involvement may be associated with higher mortality due to
higher prevalence of co-morbidities, greater disease activity and damage [46]. Presence of
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cutaneous lupus had no effect on mortality and the overall SMR of CLE was 0.6 (95% ClI,
0.2-1.4).

Strengths and Limitations

Limitations of our study include small number of patients; the prevalence rate for SLE was
“adjusted” to compare with CLE cases. However studies are needed with larger cohorts to
confirm our findings. The study population comprised of predominantly white individuals,
with increasing racial diversity in Olmsted County from immigration, racial composition in
2010 was 86 % white, 5 % AA, 0.2% American Indian, Asian 6%, and Hispanic 4 % future
studies will be crucial to examine the trends (US Census Data). This was a retrospective
study relying on diagnosis and clinical signs and symptoms in medical records. The case
ascertainment depends on the diagnosis being made by the physician and the exact burden of
undiagnosed disease remains unknown. Milder cutaneous lupus rashes may not be
recognized and diagnosed correctly and thus the number presented here may be an
underestimate. There are many clinical mimics of cutaneous lupus erythematosus and in
absence of histology the diagnosis of CLE may not be certain. The prevalence of CLE in our
study is likely an underestimate due to study criteria as only cases that were incident were
included in the prevalent cohort. Due to increased recognition and usage of serologic
surveillance, we do not believe there is an under ascertainment of SLE cases. The ACR
criteria are biased towards picking up milder and cutaneous cases (4 cutaneous criteria
whereas other organ systems have 1). Patients with SCLE may fulfill ACR criteria with
limited mucocutaneous disease. There is also a need for an improved case definition as
proposed in the Systemic Lupus International Collaborating Clinics (SLICC) classification
criteria that includes cases with lupus nephritis alone (or other major organ manifestations)
but fulfilling less than 3 ACR criteria [47]. We excluded patients with isolated lupus
nephritis in this cohort but the overall age- and sex- adjusted incidence and prevalence of
SLE+ isolated lupus nephritis were not too different from SLE alone at 3.1 (95% ClI: 2.2 -
4.0) and 57.5 (95% CI: 44.6 — 70.3) respectively.

The strength of our study includes a long ascertainment and follow-up period. Studies with
observation periods of less than 5 years may overestimate incidence by as much as 238%
and underestimate prevalence by 66% [48, 49]. Similarly, misclassification is a concern in
administrative database studies; in one study the specificity of administrative database for
identifying cases of SLE was only 72.5% [50].

Ours is the first study that has directly compared the incidence and prevalence of CLE with
SLE in the same population and geographic area thereby assessing the role of similar genetic
factors and possibly similar environmental agents in the pathophysiology of the conditions.

In conclusion, the incidence of SLE and CLE is similar in a predominantly white population
but CLE is three times more common in males. Not surprisingly, SLE and CLE are seen in
older age groups and more common in females. The prevalence of CLE is higher than SLE,
especially in males.
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Table 2

Clinical characteristics of incident patients with systemic lupus erythematosus (SLE
n=45) and Cutaneous Lupus Erythematosus (CLE, n=62)

SLE
Number (Percentage, %)

CLE
Number (Percentage, %)

Age, years (mean + SD)

Sex, female

Follow up, years (mean + SD)

Race
White
Asian
African American
Other
Unknown
ACR Criteria
Malar rash
Discoid rash
Photosensitivity
Oral ulcers
Arthritis
Serositis
Renal (Cellular casts and or

proteinuria)

Hematologic disorder”
Hemolytic anemia
Leukopenia
Lymphopenia
Thrombocytopenia
Psychosis/seizure
Immunologic Disorder
Positive ANA
Positive dSDNA

anti- Smith (Sm)
Anticardiolipin (aCL)

420+17.9
41 (91)
78+49

36 (80)
3(7)
2(4)
12)
3(7)

14 (31)
3(7)
23 (51)
12 (27)
32 (71)
12 (27)
12 (27)
24 (53)
5 (11)
15 (33)
9 (20)
11(24)
3(7)
33(73)

45 (100)
29 (64)
4(9)

10 (22)

47.6+16.9
45 (73)
10.0£6.0

44 (71)

2(3)

4(6)

4(6)

8 (13)

Subtypes of CLE

Discoid Lupus

Localized 34 (55)
Generalized 12 (19)
SCLE

- Annular/Polycyclic 5(8)

- Psoriasiform 8 (13)

Lupus Panniculitis 2(3)
Bullous LE 1(2)

32(52)
1(2)
Not available

Not available

*
Total number exceeds patient number as many patients had simultaneous prevalence of various cytopenias
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Table 3
Standardized mortality ratios (SMR) among incident patients with systemic lupus
erythematosus (SLE) and cutaneous lupus erythematosus (CLE)

SLE CLE

Overall
Age = 50 years
Age < 50 years

Observed no. deaths/Total number  SMR (95% CI)  Observed no. deaths/Total number  SMR (95% CI)

6/45 2.6 (1.0, 5.6) 5/62 0.6 (0.2-1.4)
6/14 33(1.2,7.1) 429 0.6 (0.2, 1.4)
0/31 - 1/33 0.9 (0.02, 4.8)
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