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There is mounting evidence that cancer risk is increased in
systemic lupus erythematosus (SLE)1-5, although the conclu-
sions have not been uniform6–8, likely due to study limita-
tions2. The increased risk of hematological malignancies,
particularly non-Hodgkin’s lymphoma, has been demon-
strated in numerous cohort studies2-8, but an increased risk
may also be apparent for certain types of solid tumors9.

There is evidence that immune system abnormalities in SLE
may increase cancer susceptibility, at least for lymphoretic-
ular malignancy10-15. However, little is known about how the
prevalence of certain cancer risk factors (such as obesity and
nulliparity) potentially contributes to an increase in solid
tumors. Thus, we investigated the prevalence of selected
malignancy risk factors in SLE patients, compared to the
general population.

Because the majority of patients with lupus are women,
and because many of the risk factors of interest pertain to
breast and gynecologic tumors, we focused on female
patients only. 

MATERIALS AND METHODS
The study population was the Montreal General Hospital (MGH) Lupus
Clinic cohort. The periods of observation spanned from January 1977 to
December 1998. As of 1998, the cohort numbered 325 individuals, 290 of
which were women. Consecutive patients are enrolled in the cohort at the
time when they present for their first clinic visit, and data from each visit
are entered into a computerized database. All members fulfill the American
College of Rheumatology criteria for SLE16,17.

In 1998, we administered a postal survey of risk factors for lung and
aerodigestive (smoking, alcohol use) as well as factors for breast and gyne-
cologic cancers (nulliparity, age at birth of first child, use of oral contra-
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ABSTRACT. Objective. There is mounting evidence that hematological malignancies are increased in systemic
lupus erythematosus (SLE), and the risk of certain solid tumors may also be increased. The patho-
genesis may be different for the 2 processes: risk of hematological malignancies in SLE may be due
to chronic lymphocyte stimulation, while risk of solid tumors may be influenced by factors such as
obesity and reproductive habits. We aimed to determine prevalence in a lupus cohort of selected
factors that influence the risk of cancer, and to compare this prevalence to that of the general popu-
lation. 
Methods. Subjects were women followed in the Montreal General Hospital Lupus Clinic. We admin-
istered a postal survey of factors known to be associated with lung and aerodigestive cancers
(smoking, alcohol use) as well as factors associated with breast and gynecologic cancers (nulliparity,
use of oral contraceptives, and hormone replacement therapy). For patients who had died or been lost
to followup, data were abstracted from clinic records. Information about nonsteroidal antiinflamma-
tory drug (NSAID) use (a potentially protective factor for colorectal cancer) was also collected.
Obesity prevalence was established from the clinic database. Comparison figures were obtained
from the 1996–1997 National Population Health Survey data for Quebec women and age adjusted,
where possible. 
Results. Compared to the general population, the lupus population had lower prevalence of current
use of oral contraceptives, and greater prevalence of obesity and nulliparity. The average number of
pack-years among smokers was also greater in the lupus cohort. 
Conclusion. Solid cancer incidence in SLE may be influenced by established cancer risk factors
such as smoking, obesity, and reproductive history. (J Rheumatol 2002;29:2551–4)
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ceptives, and hormone replacement therapy). Information about current
nonsteroidal antiinflammatory drug (NSAID) use (a potentially protective
factor) was collected at the same time. For those who had died (n = 57) or
were lost to followup (n = 43) data were abstracted from the database or
medical records (this was also done for 23 living patients who consented to
participate but who did not wish to complete a questionnaire). Obesity
prevalence for the cohort was determined by calculating body mass index
using each patient’s last recorded weight in the database. To rule out a time
trend bias, we repeated the analysis including only those patients for whom
we had relevant data during the period 1995–1998. This study was
approved by the McGill University Health Centre Research Ethics
Committee.

Risk factor prevalence among women members of the cohort was
compared to that of the general population, using age adjusted data
collected on Quebec women during the 1996–1997 National Population
Health Survey (NPHS)18. For our analyses, we used the raw data from the
women respondents (N = 1401) from surveyed households in Quebec to
produce age-standardized population prevalence rates and means for the
risk factors under study. As the NPHS contains a single question that
combines NSAID and other analgesics, we obtained our age and sex
adjusted population figures on NSAID use prevalence from a recently
published Canadian study19.

Proportions and means were calculated for our study subjects. For each
risk factor of interest, the population value (for Quebec women) was stan-
dardized to the age distribution of our study cohort as it stood at the begin-
ning of 1998. For both the cohort and the population values, approximate
95% confidence intervals (CI) for the prevalences and means were calcu-
lated using the large sample inference for a population. The differences
between the cohort values and the population values were obtained by
subtraction of the latter from the first, and approximate 95% CI were calcu-
lated for the differences. The variance for the general population estimate
was calculated using a weighted sum of variances of the age group cate-
gories (weights for calculating the variance being the square of those for
calculating the standardized estimate). In the calculation of the CI for both
the general population estimate and for the difference between the 2 groups,
the general population standard error used was the square root of this vari-
ance.

For both the NPHS and for the lupus cohort, the risk factor of smoking
was defined as having ever smoked regularly (i.e., on a daily or weekly
basis). Therefore this included both current smokers and former smokers in
the same category of “ever smokers.” (The data for pack-years includes
both current and past smokers.) Similarly, for both populations, alcohol
exposure was dichotomized as the consumption of greater than 2 (vs 2 or
less) glasses of alcohol per day (current or past)20.

For both populations, current use of oral contraceptives was determined
only for women aged 50 or less, as women over the age of 50 were unlikely
to require contraception. In like fashion, we considered only women who
were older than 50 to determine the prevalence of hormone replacement
use. The population data available were for current use of oral contracep-
tives and hormone replacement therapy; thus we present data on current use
for the cohort. 

RESULTS
Table 1 presents the age distribution of the subjects. The
majority (76%) were Caucasian; the mean number of years
of education was 13 years (standard deviation 2.8). The
patients ranged across the spectrum of disease severity, in
terms of treatment pattern. At some time in their disease
course, 80% had taken prednisone and 79.4% had taken
antimalarials (the majority hydroxychloroquine), 12.6 % of
the cohort had been exposed to methotrexate, 16.6% had
been exposed to cyclophosphamide, and 25.9% to azathio-
prine. 

Data on alcohol use and tobacco use were missing for
13% and 17% of the total subjects, respectively. (The
proportion of data missing did not differ significantly
between the group that completed the questionnaires and the
group where data were obtained from chart review.) 

Table 2 presents the results of the prevalence estimates
for each risk factor, both for the women in the McGill
General Hospital cohort and the general population.
Compared to the general population, the following differ-
ences were noted: the lupus population had a lower preva-
lence of current use of oral contraceptives, and a greater
prevalence of nulliparity and obesity. The results were
similar when data prior to 1995 were excluded, although CI
were wider, and, in the case of obesity, the limits for the
point estimates for the 2 populations overlapped. Positive
history of smoking (past or current) was similar between the
2 groups; however, the average number of pack-years was
greater in the lupus cohort compared to the general popula-
tion. NSAID use was similar in the 2 populations.

DISCUSSION
Compared to the general population, the lupus population
had a distinct profile of risk factors known to be associated
with malignancy, with a lower prevalence of current use of
oral contraceptives, and a greater prevalence of nulliparity
and obesity. These factors might lead to an increased risk of
colon, endometrial, ovarian, and possibly breast cancer. In a
recent analysis of cancer incidence in the MGH Lupus
Cohort, point estimates of the standardized incidence ratio
are consistent with increased risk of colon, breast, and
ovarian cancers, although because of the low number of
events, the CI are wide and include the null value21.
Interestingly, although the risk factor profile of these

The Journal of Rheumatology 2002; 29:122552

Table 1. Age distribution for women members of the Montreal General
Hospital lupus cohort.

Age*, N Alive, N Dead, N Lost, N Refused, N
(Participants)

< 25 7 2 5 0
25–29 11 4 4 1
30–34 21 7 6 4
35–39 28 2 7 3
40–44 23 3 7 0
45–49 19 5 4 3
50–54 29 5 5 1
55–59 14 3 2 0
60–64 8 5 2 0
65–69 8 7 0 1
70–74 3 9 0 0
75–79 2 3 0 0
80-plus 3 2 1 1
Subtotal 176 57 43 14 Total 290

* Age for participants: at time of study; for deceased patients: at time of
death; for patients lost to followup: at time of last contact; for patients who
refused: at time of study.
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patients would suggest a decreased risk of cervical cancer,
an increased risk of pre-cancerous cervical lesions has been
reported in lupus22 and an increased incidence of cervical
cancers has been suggested in cohort studies3. The women
in the MGH cohort experienced 4 cervical malignancies, but
all were in-situ, which makes it difficult to measure their
relative risk of cervical cancer compared to the general
population, as Quebec rates do not include in-situ cancers. It
is possible that the risk of cervical malignancies in lupus is
influenced by drug exposure23 or immunologic abnormali-
ties24 more than by reproductive factors.

The prevalence of current smokers in the cohort (not
shown in Table 2) is 0.471 (95% CI 0.402, 0.539). This is
similar to the prevalence of smoking estimated in other
lupus cohorts25-29. It is noteworthy that Bruce, et al29 found
that physicians providing care for patients with lupus tended
not to provide advice regarding cessation of smoking.
Rectification of this would assist in limiting damage to
persons with lupus, not only in coronary heart disease but
presumably with respect to malignancies as well. 

The finding of high prevalence of obesity among patients
with SLE has been noted by others26. Since obese women
are at greater risk of endometrial, breast, and colorectal
cancers, obesity in lupus could heighten the danger of other
factors (such as decreased use of oral contraceptives) that
favor endometrial and other cancers. 

We believe we have presented the most thorough assess-
ment to date of risk factor prevalence for malignancies
within a cohort of individuals with SLE, at least with respect
to social habits, reproductive issues, and obesity. However,
we acknowledge limitations in our study related to the diffi-
culties in accurately measuring exposures that change over
the lifetime of an individual. As well, we did not focus on
other exposures that may be carcinogenic in lupus, such as
alkylating agents and immunosuppressive drugs. The
magnitude of the effect of these agents in lupus populations
is not easy to establish, and a study of the relative impor-
tance of this in lupus compared to the general population is
difficult to formulate, given the very low incidence of expo-
sure to these agents in the general population. However, an
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Table 2a: Prevalence of risk factors for malignancy in the Montreal General Hospital (MGH) lupus cohort and the Quebec population.

Prevalence
Risk Factor MGH Cohort (95% CI) Quebec Population (95% CI) Difference, Cohort vs Predicted Effect on

Quebec Population Lupus Cohort Cancer
(95% CI) Risk

Smoking, ever 0.51 (0.46, 0.56) 0.56 (0.53, 0.60) –0.05 (–0.11, + 0.01)
Oral contraceptives 0.04 (0.00, 0.08) 0.10 (0.08, 0.12) –0.06 (–0.11,–0.02) Breast ↓

Endometrial ↑
Ovarian ↑

Colorectal ↑
Cervical ↓

HRT 0.22 (0.13, 0.30) 0.15 (0.12, 0.17) + 0.07 (–0.01, 0.17)
Nulliparity 0.26 (0.18, 0.36) 0.08 (0.08, 0.09) + 0.18 (0.10, 0.28) Breast↑

Endometrial ↑
Cervical ↓

Alcohol use 0.04 (0.01, 0.06) 0.02 (0.02, 0.03) + 0.02 (0.0, 0.04)
Obesity 0.30 (0.23, 0.36) 0.22 (0.22, 0.23) + 0.07 (0.01, 0.14) Breast ↑

Endometrial ↑
NSAID use 0.19 (0.14, 0.24) 0.22 (0.17, –0.25) –0.03 (–0.11, + 0.04)

↑ : Increased cancer risk due to risk factor; ↓ : decreased cancer risk due to risk factor. HRT: hormone replacement therapy, NSAID: nonsteroidal anti-
inflammatory drugs.

Table 2b: Mean of risk factors for malignancy in the Montreal General Hospital (MGH) lupus cohort and the Quebec population.

Risk Factor MGH Cohort, Mean (95% CI) Quebec Population, Difference, Cohort vs Predicted Effect on
Mean (95% CI) Quebec Population Lupus Cohort Cancer Risk

Age at first child, yrs 24.7 (23.9, 25.4) 25.0 (24.7, 25.3) –0.30 (–0.49, 0.11)
Smoking, pack-years 16.35 13.34 +3.01 (0.16, 5.86) Lung ↑

(13.68, 19.02) (12.34, 14.34) Aerodigestive ↑
Breast ↑

Colorectal ↑

↑: increased cancer risk due to risk factor; ↓: decreased cancer risk due to risk factor.
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international collaborative effort is currently under way to
determine with precision both the risk of cancer occurrence
in SLE and the influence of drugs and other exposures on
this risk30.

In conclusion we note that although risk factor profiles
could influence the incidence of certain solid malignancies
in SLE, modification of these factors (particularly with
respect to reproductive issues) may not be practical. All the
same, we should recognize and attempt where possible to
minimize the impact of cancer risk factors such as smoking
and obesity.

ACKNOWLEDGMENT
We are grateful to Dr. R. Ramsey-Goldman for providing the questionnaire
for determination of risk factors for malignancies. We acknowledge the
technical assistance of Tina Panaritis.

REFERENCES
1. Sweeney DM, Manzi S, Janosky J, et al. Risk of malignancy in

women with SLE. J Rheumatol 1995;22:1478-2.
2. Ramsey-Goldman R, Clarke A. Double trouble: are lupus and 

malignancy associated? Lupus 2001;10:388-91.
3. Cibere J, Sibley J, Haga M. Systemic lupus erythematosus and the

risk of malignancy. Lupus 2001;10:394-400.
4. Pettersson T, Pukkala E, Teppo L, Friman C. Increased risk of

cancer in patients with systemic lupus erythematosus. Ann Rheum
Dis 1992;51:437-9.

5. Ramsey-Goldman R, Mattai SA, Schilling E, et al. Increased risk of
malignancy in patients with systemic lupus erythematosus. J Invest
Med 1998;46:217-22.

6. Sultan SM, Ioannou Y, Isenberg DA. Is there an association of
malignancy with SLE? An analysis of 276 patients under long-term
review. Rheumatology 2000;39:1147-52.

7. Abu-Shakra M, Gladman DD, Urowitz MB. Malignancy in systemic
lupus erythematosus. Arthritis Rheum 1996;39:1050-4.

8. Nived O, Bengtsson A, Jonsen A, Sturfelt G, Olsson H.
Malignancies during follow-up in an epidemiologically defined SLE
inception cohort in southern Sweden. Lupus 2001;10:500-4.

9. Bernatsky S, Boivin J, Clarke A, Rajan R. Cancer risk in SLE: A
meta-analysis [abstract]. Arthritis Rheum 2001;44 Suppl:S244.

10. Talal N. Autoimmunity and lymphoid malignancy in New Zealand
black mouse. Prog Clin Immunol 1974;2:101-20.

11. Hamblin TJ, Oscier DG, Young BJ. Autoimmunity in chronic
lymphocytic leukaemia. J Clin Pathol 1986;39:713-6.

12. Conley CL, Misiti J, Laster AJ. Genetic factors predisposing to
chronic lymphocytic leukemia and to autoimmune disease. Medicine
1980;59:323-34.

13. Caligaris-Cappio F. B-chronic lymphocytic leukemia: A malignancy
of anti-self B cells. Blood 1996;87:2615-20.

14. Kipps TJ, Carson CA. Autoantibodies in chronic lymphocytic
leukemia and related systemic autoimmune diseases. Blood
1993;81:2475-87.

15. Sthoeger ZM, Wakai M, Tse DB, et al. Production of autoantibodies
by CD5-expressing B lymphocytes from patients with chronic
lymphocytic leukemia. J Exp Med 1989;169:255-68.

16. Tan EM, Cohen AS, Fries JF, et al. The 1982 American College of
Rheumatology revised criteria for the classification of SLE. Arthritis
Rheum 1982;25:1271-7.

17. Hochberg MC. Updating the American College of Rheumatology
revised criteria for the classification of systemic lupus erythematosus
[letter]. Arthritis Rheum 1997;40:1725.

18. National Population Health Survey, 1996-97 [computer file]: public
use microdata files: household component. [[82M0009XCB]]. 1998.
Ottawa, Statistics Canada, Health Statistics Division. 

19. Guess HA, West R, Strand LM, et al. Fatal upper gastrointestinal
hemorrhage or perforation among users and nonusers of nonsteroidal
anti-inflammatory drugs in Saskatchewan, Canada 1983. Clin
Epidemiol 1988;41:35-45.

20. Byers T, Nestle M, McTiernan A, et al. American Cancer Society
guidelines on nutrition and physical activity for cancer prevention:
Reducing the risk of cancer with healthy food choices and physical
activity. CA Cancer J Clin 2002;52:92-119.

21. Bernatsky S. Malignancy in systemic lupus erythematosus 
[dissertation]. Montreal: McGill University; 2001.

22. Dhar J, Kmak D, Bhan R, Pishorodi L, Ager J, Sokol R. Abnormal
cervicovaginal cytology in women with lupus: a retrospective cohort
study. Gynecol Oncol 2001;82:4-6.

23. Bateman H, Yazici Y, Leff L, Peterson M, Paget SA. Increased
cervical dysplasia in intravenous cyclophosphamide-treated patients
with SLE: a preliminary study. Lupus 2000;9:542-4.

24. Yell JA, Burge SM. Warts and lupus erythematosus. Lupus
1993;2:21-3.

25. Ward MM, Studenski S. Clinical prognostic factors in lupus
nephritis. The importance of hypertension and smoking. Arch Intern
Med 1992;152:2082-8.

26. Petri M, Perez-Gutthann S, Spence D, Hochberg MC. Risk factors
for coronary artery disease in patients with SLE. Am J Med
1992;93:513-9.

27. Rahman P, Urowitz MB, Gladman DD, Bruce IN. Contribution of
traditional risk factors to coronary artery disease in patients with
SLE. J Rheumatol 1999;26:2363-8.

28. McAlindon T, Giannotta L, Taub N, D’Cruz D, Hughes G.
Environmental factors predicting nephritis in systemic lupus 
erythematosus. Ann Rheum Dis 1993;52:720-4.

29. Bruce IN, Gladman DD, Urowitz MB. Detection and modification
of risk factors for coronary artery disease in patients with systemic
lupus erythematosus: a quality improvement study. Clin Exp
Rheumatol 1998;16:435-40.

30. Bernatsky S, Clarke A, Ramsey-Goldman R. Malignancy and
systemic lupus erythematosus. Curr Rheumatol Rep 2002;4:351-8.

The Journal of Rheumatology 2002; 29:122554

Personal non-commercial use only.  The Journal of Rheumatology Copyright © 2002.  All rights reserved.Personal non-commercial use only.  The Journal of Rheumatology Copyright © 2002.  All rights reserved.

 www.jrheum.orgDownloaded on May 24, 2023 from 

http://www.jrheum.org/

