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Induced and Spontaneous Abortion and Incidence
of Breast Cancer Among Young Women

A Prospective Cohort Study
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Background: Induced abortion has been inconsistently
associated with breast cancer risk in case-control studies.
Retrospective cohort studies using registry information in
Scandinavia have not suggested an increase in the inci-
dence of breast cancer, although data on individual re-
productive factors were not accounted for.

Methods: We examined the association between in-
duced and spontaneous abortion and the incidence of breast
cancer in a prospective cohort of young women, the Nurses’
Health Study II. The study included 105 716 women 29 to
46 years old at the start of follow-up in 1993. Information
on induced or spontaneous abortions was collected in 1993
and updated biennially. During 973 437 person-years of fol-
low-up between 1993 and 2003, 1458 newly diagnosed cases
of invasive breast cancer were ascertained.

Results: A total of 16 118 participants (15%) reported
a history of induced abortion, and 21 753 (21%) re-

ported a history of spontaneous abortions. The hazard
ratio for breast cancer among women who had 1 or more
induced abortions was 1.01 (95% confidence interval,
0.88-1.17) after adjustment for established breast can-
cer risk factors; among women with 1 or more sponta-
neous abortions, the covariate-adjusted hazard ratio was
0.89 (95% confidence interval, 0.78-1.01). The relation
between induced abortion and the incidence of breast can-
cer did not differ materially by number of abortions
(P for trend=.98), age at abortion (P for trend=.68), par-
ity (P for interaction=.54), or timing of abortion with re-
spect to a full-term pregnancy (P for interaction=.10).

Conclusion: Among this predominantly premeno-

pausal population, neither induced nor spontaneous abor-
tion was associated with the incidence of breast cancer.
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FULL-TERM PREGNANCY BE-
fore the age of 35 years re-
duces lifetime risk of breast
cancer,' possibly by accel-
erating breast-cell differen-
tiation. An incomplete pregnancy may not
resultin sufficient differentiation to counter
the high levels of pregnancy hormones that
may foster proliferation.” However, these
biological mechanisms are uncertain, and
a prematurely terminated pregnancy may
not affect breast cancer risk at all.
Induced abortion has been associated
with an increased risk of breast cancer in
some retrospective case-control studies,
whereas no association has been found in
studies with information on abortion re-
corded prospectively.>* Most epidemio-
logic studies® of spontaneous abortion (mis-
carriage) and breast cancer have indicated
no association. Most epidemiologic evi-
dence on the relation between induced
abortion and breast cancer is from retro-
spective case-control studies, the data on
abortion having been gathered from women
with breast cancer and healthy controls.

Given the personal and sensitive nature of
information on abortion, reporting bias may
be different for cases and controls, with case
patients being more likely to volunteer this
information, leaving case-control studies
difficult to interpret.’

In 2 retrospective cohort studies with
prospectively recorded abortion data, reg-
istries available in Scandinavian countries
were used, and registry data on induced
abortion were linked with cancer registry
information. In a Swedish study by Linde-
fors-Harris et al,” induced abortion was as-
sociated with a reduced risk of breast can-
cer. In a study* that included 1.5 million
Danish women, no association was found
between induced abortion and breast can-
cer incidence. Similarly, in 3 prospective
case-control studies that used registry in-
formation on induced abortion assessed be-
fore breast cancer developed, no associa-
tion or an inverse association between
induced abortion and the risk of breast can-
cer was observed.®® Registry studies, how-
ever, generally do not capture the entire re-
productive history of all women included

814

WWW.ARCHINTERNMED.COM

©2007 American Medical Association. All rights reserved.



and are unable to control for several breast cancer risk fac-
tors, such as age at menarche, menopausal status, body mass
index, and alcohol intake. In the 3 prospective cohort stud-
ies on postmenopausal women conducted to date, the lowa
Women'’s Study,’” the Shanghai Textile Workers Study, '
and the European Prospective Investigation Into Cancer
and Nutrition,"! information on induced abortion was ob-
tained directly from the participants, and no association be-
tween induced abortion and breast cancer incidence was
found in these studies. In prospective cohort studies in
which abortion information is obtained from the women
directly, reproductive history is generally assessed retro-
spectively at baseline among disease-free women, and par-
ticipants are followed up prospectively until they develop
the outcome of interest. This approach may underesti-
mate abortions, and this nondifferential misclassification
may bias the effect estimate toward the null. Further-
more, in all 3 cohorts, information on abortion was as-
sessed only once, at baseline, and was not updated during
follow-up, which may add misclassification.

We examined the associations between induced and
spontaneous abortion and the incidence of breast cancer
among the participants in the Nurses’ Health Study 11
(NHSID). In this cohort, information on induced and spon-
taneous abortion was updated throughout follow-up.

DR METHODS

STUDY POPULATION

The NHSII is an ongoing prospective cohort study designed to
examine associations between lifestyle factors, reproductive fac-
tors, and the occurrence of breast cancer and other major ill-
nesses. In 1989, a total of 116 671 female registered nurses 25
to 42 years of age who were free of cancer (except nonmela-
noma skin cancer) and living in 1 of 14 US states responded to
a baseline questionnaire. Follow-up questionnaires were mailed
biennially, updating information on reproductive factors, life-
style factors, and newly diagnosed diseases. In 1993, informa-
tion on induced and spontaneous abortion was first assessed,
which represented the baseline for the present analysis. Ex-
cluding women who had been diagnosed as having cancer
(n=4065), who did not answer the question on abortion
(n=958), or who did not respond in 1993 (n=8955) left a total
of 105 716 women to be included. Of these women, 92% were
non-Hispanic white. During follow-up, we censored women who
were newly diagnosed as having breast cancer, had died, or were
lost to follow-up. Women who skipped questionnaires or did
not respond to the questions on induced or spontaneous abor-
tion in any given cycle were censored only for those periods.
The response rate of our study population in 2003 was 95%.
The protocol of this study was approved by the Human Sub-
jects Research Commiittees of the Brigham and Women’s Hos-
pital and the Harvard School of Public Health.

ASCERTAINMENT OF ABORTION

On the 1993 questionnaire, we ascertained spontaneous and
induced abortion separately by including the question, “Have
you ever had a spontaneous or induced abortion before the sixth
month of pregnancy?” The response options, which were sepa-
rate for spontaneous and induced abortions, included “no,” “yes”
and, if “yes,” at what age(s): younger than 18 years, 18 to 20
years, 21 to 23 years, 24 to 26 years, 27 to 29 years, 30 to 34

years, and 35 years or older. On each subsequent biennial ques-
tionnaire, participants were asked whether they had been preg-
nant in the previous 2-year period and, if they had, whether
pregnancies that lasted less than 6 months resulted in miscar-
riages or induced abortions. Response options provided al-
lowed participants to report miscarriages and induced abor-
tions for each calendar year since the previous questionnaire
was sent (questionnaires are mailed in June); response op-
tions did not include “no.”

Of the 107 721 study participants who returned the 1993
questionnaire, 106 804 (99.1%) answered the question on spon-
taneous and induced abortion; 16359 (15.2%) of them re-
ported that they had experienced 1 or more induced abor-
tions, and 22236 (20.6%) reported 1 or more spontaneous
abortions. Among the 105 716 women included in the present
analysis, 16118 (15.2%) reported 1 or more induced abor-
tions and 21 753 (20.6%) reported 1 or more spontaneous abor-
tions. Among all 116 671 women in the NHSII, 115 754 pro-
vided information on abortion or miscarriage at least once in
follow-up questionnaires between 1993 and 2003. Among them,
16916 (14.6%) reported ever having had an induced abortion
and 25837 (22.3%) reported ever having had a miscarriage.

RISK FACTORS FOR BREAST CANCER

Data on established or suspected risk factors for breast cancer
used for the present analyses were collected in 1989 and on
biennial questionnaires through 2003. Date of birth, height, fam-
ily history of breast cancer, age at menarche, and alcohol con-
sumption were reported on the 1989 questionnaire. Informa-
tion on weight, history of benign breast cancer, parity, age at
first birth, and menopausal status was reported in 1989 and up-
dated with every biennial questionnaire.

ASCERTAINMENT OF BREAST CANCER

At each follow-up cycle, we ask whether breast cancer has been
diagnosed and, if so, the date of diagnosis. We routinely search
the National Death Index for women who did not respond to
the questionnaires. We ask all women who reported breast can-
cer (or the next of kin for those who have died) for permission
to review the relevant medical records and confirm the diag-
nosis. Self-reported breast cancer was histologically con-
firmed for 99% of women whose medical records could be ob-
tained. Because the accuracy of participants’ reports was
extremely high among those whose records were obtained, we
included self-reported breast cancer for those whose medical
records were not available. We censored cases of carcinoma in
situ (n=399) from the primary analyses, but results including
in situ cases were comparable to those for invasive cases only.

STATISTICAL ANALYSIS

Our analyses included all women who answered the questions
on abortion throughout follow-up between 1993 and 2003. In
1993, some women responded only to the question on induced
abortion but omitted the spontaneous abortion question and vice
versa. Of the 105 716 women included in this analysis, 28 392
did not answer the question on induced abortion but answered
the question on spontaneous abortion; 13 652 of these women
indicated that they had a spontaneous abortion. We assumed that
the women who answered only half of the question did not an-
swer the other question because of an oversight or because they
felt that the question did not apply to them; we thus coded the
missing response as “no induced abortion.” Similarly, 22 768
women did not answer the question on spontaneous abortion
in 1993; of these, 9167 answered that they had an induced abor-
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Table 1. Age-Standardized Distribution of Breast Cancer Risk Factors Throughout Follow-up Among 105 716 Participants
in the Nurses’ Health Study Il According to History of Induced or Spontaneous Abortion*

Induced Abortion Spontaneous Abortion

Characteristic I Yes No I I Yes No I
Person-years 152 386 821051 221408 752029
Mean age, y 421 423 423 422
Family history of breast cancer, % 20.9 20.0 20.9 19.9
History of benign breast disease, % 14.9 15.9 15.9 15.8
Mean height, m 1.65 1.65 1.65 1.65
Mean body mass indext 25.6 26.0 25.9 25.9
Mean age at menarche, y 12.4 12.4 12.4 12.4
Parity

Nulliparous, % 22.0 18.0 8.4 21.5

Mean (SD) parityf 1.6(1.2) 1.9(1.2) 22(1.2) 1.7(1.2)

Mean age at first birth, y 27.3 26.2 26.9 26.2
Use of oral contraceptives, %8§

Never 7.3 14.0 12.3 13.2

Past 83.5 76.6 80.7 76.8

Current 9.0 8.3 6.7 8.9
Menopausal status, %§

Premenopausal 84.6 81.9 83.0 82.1

Postmenopausal 9.6 11.0 10.5 10.9
Alcohol consumption, %§

Never 27.4 35.2 37.2 33.0

<10 g/d 46.5 37.2 40.9 37.9

=10 g/d 13.2 74 8.0 8.1

*Proportions are age-standardized to the age distribution of the study population.

tCalculated as weight in kilograms divided by height in meters squared.
FAmong parous women.

§Percentages pertain to women for whom information on the characteristic was available. Percentages do not always total 100 because of missing values

and/or rounding errors.

tion. We again coded the nonresponses as “no spontaneous abor-
tion.” Information on induced and spontaneous abortion was up-
dated biennially; since a response option of “no” was not provided
on subsequent questionnaires, a response of “no” was coded for
either abortion if “yes” was not marked. We conducted sensi-
tivity analyses of our approach. Results did not change when we
excluded nonresponses to half of the 1993 question from the
analyses or coded a missing response as “no” only if the other
part of the question was answered with “yes.”

Hazard ratios (HRs) were calculated using a Cox propor-
tional hazards regression model as the incidence rate of breast
cancer among women who had an abortion before the diagno-
sis of breast cancer relative to the incidence rate of breast can-
cer among women who did not have an abortion, based on 2-year
follow-up cycles.'? The HRs were adjusted for age (in months),
height (continuous in meters), body mass index (BMI) at the
age of 18 years (continuous; calculated as weight in kilograms
divided by height in meters squared), current BMI (continu-
ous; calculated as weight in kilograms divided by the square
of height in meters), family history of breast cancer (binary),
history of benign breast disease (binary), age at menarche (<11,
11, 12, 13, 14, =15 years), use of oral contraceptives (never,
past and <<5 years, past and =5 years, current and <5 years,
current and 5-9 years, current and =10 years), parity (nullipa-
rous, 1,2, 3, =4 live births), age at first birth (=24, 25-30, =31
years), alcohol consumption (none, <7.5, 7.5-14.9, 15-29.9,
=30 g/d), physical activity (<3, 3-8, 9-17, 18-26, 27-41, =42
metabolic equivalents per week), menopausal status (premeno-
pausal or postmenopausal), age at menopause (continuous in
years), and postmenopausal hormone use (never, past, or cur-
rent). Analyses were conducted examining the number of abor-
tions, the age at first abortion, and the timing of abortion with

respect to a full-term pregnancy. Trend tests were performed
using the midpoints of intervals. Analyses were also stratified
by parity. Effect modification was assessed by creating the cross-
product terms between indicator variables of abortion catego-
ries and each potential effect modifier. We measured the sig-
nificance of statistical interaction using the likelihood ratio test,
comparing a model that included the cross-products that rep-
resented interaction terms and the nested model that did not
include these terms. Separate analyses were performed for es-
trogen receptor—positive (ER+) and estrogen receptor—
negative (ER-) and for progesterone receptor—positive (PR+)
and progesterone receptor—negative (PR-) breast cancer. We
used polychotomous logistic regression with 3 outcome cat-
egories (ER+ breast cancer, ER- breast cancer, and no breast
cancer or PR+ breast cancer, PR- breast cancer, and no breast
cancer) to evaluate the association between induced and spon-
taneous abortion and breast cancer subtypes defined by ER and
PR status. Likelihood ratio tests with 1 df were used to com-
pare a model with different slopes for each outcome with a model
with a common slope. We used x tests to obtain 2-sided P val-
ues for the likelihood ratio statistics.”

BN RESULTS

This study included 105 716 women 29 to 46 years old
at the start of follow-up in 1993. The distribution of risk
factors for breast cancer throughout follow-up of the study
population according to history of induced or sponta-
neous abortion is presented in Table 1. At baseline in
1993, 93% of the study population was premenopausal,
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Table 2. History of Induced or Spontaneous Abortion and Hazard Ratios of Invasive Breast Cancer Among 105 716 Participants
in the Nurses’ Health Study Il Between 1993 and 2003
Induced Abortion Spontaneous Abortion
I No. of Covariate- No. of Covariate-
Breast Cancer No. of Age-Adjusted  Adjusted HR  Breast Cancer No. of Age-Adjusted  Adjusted HR
Abortion History Cases Person-Years HR (95% Cl) (95% CI)* Cases Person-Years HR (95% Cl) (95% Cl)*
Abortion
No 1225 821051 1 [Reference] 1 [Reference] 1156 752029 1 [Reference] 1 [Reference]
Yes 233 152386  1.05 (0.91-1.20) 1.01(0.88-1.17) 302 221408 0.88 (0.78-1.00) 0.89 (0.78-1.01)
1 Abortion 195 126519  1.06 (0.91-1.23) 1.02 (0.88-1.19) 249 179387  0.90 (0.78-1.03) 0.90 (0.79-1.04)
=2 Abortions 38 25867 0.99 (0.72-1.37) 0.95 (0.68-1.31) 53 42020 0.82 (0.62-1.08) 0.82 (0.62-1.08)
P value for trend .64 .98 .04 .06
Age at first abortion, yt
=19 72 54817  1.06 (0.84-1.35) 1.15 (0.76-1.74) 13 19344  0.41 (0.24-0.72) 0.50 (0.27-0.92)
20-24 4 35253 0.81(0.60-1.11) 0.84 (0.54-1.32) 39 27803  0.83 (0.60-1.14) 1.02 (0.67-1.56)
25-29 70 37007 1.17 (0.92-1.49) 1.22 (0.82-1.81) 115 82766  0.93 (0.77-1.12) 1.06 (0.77-1.46)
=30 50 25309 1.12(0.84-1.48) 1.18 (0.78-1.78) 135 91496 0.97 (0.81-1.15) 1.03 (0.75-1.41)
P value for trend .37 A1 31 27

Abbreviations: Cl, confidence interval; HR, hazard ratio.

*Adjusted for age, birth weight, premature birth, family history of breast cancer, history of benign breast disease, height, body mass index at the age of 18
years and current body mass index (calculated as weight in kilograms divided by height in meters squared), age at menarche, oral contraceptive use, parity, age at
first birth, alcohol consumption, physical activity, menopausal status, age at menopause, and postmenopausal hormone use.

tCovariate-adjusted analyses additionally adjusted for number of induced or spontaneous abortions.

and 66% of our study population remained premeno-
pausal throughout follow-up. Women who reported spon-
taneous abortions were less likely to be nulliparous and
had more children than women who did not report spon-
taneous abortions. Women who reported at least 1 in-
duced abortion were slightly more likely to be nullipa-
rous, to be older at first birth, to have used more oral
contraceptives, and to have consumed more alcohol than
women without a history of induced abortion.

During 973 437 person-years of follow-up, 1458 newly
diagnosed cases of invasive breast cancer were reported.
The age-adjusted HR for breast cancer among women who
had 1 or more induced abortions was 1.05 (95% confi-
dence interval [CI], 0.91-1.20). Adjustment for birth weight,
premature birth, family history of breast cancer, history of
benign breast disease, height, BMI at the age of 18 years,
current BMI, age at menarche, use of oral contraceptives,
parity, age at first birth, alcohol consumption, physical ac-
tivity, menopausal status, age at menopause, and post-
menopausal hormone use did not materially alter the HR
(induced abortion: covariate-adjusted HR, 1.01; 95% CI,
0.88-1.17). No trend was observed with the increasing num-
ber of induced abortions or with age at first induced abor-
tion (Table 2). Among women with 1 or more sponta-
neous abortions, the covariate-adjusted HR was 0.89 (95%
CI, 0.78-1.01; P for trend =.06 with increasing number of
spontaneous abortions) (Table 2). The incidence of breast
cancer was lower among women who experienced a first
spontaneous abortion before the age of 20 years than among
women who had never had a miscarriage, but results were
based on small numbers (13 cases of breast cancer among
women with spontaneous abortion before the age of 20
years), and no trend emerged for age at first spontaneous
abortion (P for trend=.27).

The association between a history of pregnancy ter-
mination and breast cancer did not differ by parity sta-

tus (P for interaction=.54); no association was found
among either nulliparous or parous women (Table 3).
Among parous women, more women had an induced
abortion before (n=80333 person-years) than after
(n=31962 person-years) their first birth. The incidence
of breast cancer did not differ appreciably among women
who had an induced abortion before their first birth, had
an induced abortion after their first birth, or had no abor-
tion (P for interaction=.10) (Table 3). Similarly, the as-
sociation between spontaneous abortion and breast can-
cer did not differ by parity status (P for interaction=.10).
Few nulliparous women reported a spontaneous abor-
tion. Parous women who reported a spontaneous abor-
tion were twice as likely to experience it after their first
birth than before their first birth.

Although the association between induced abortion
and ER+ and ER- breast cancer was similar (P for hetero-
geneity=.30), a difference was found in the association
between induced abortion and PR+ and PR- breast can-
cer (P for heterogeneity=.03). Among parous women, the
HRs were 1.58 (95% CI, 1.13-2.20) for PR- breast can-
cer and 0.80 (95% CI, 0.60-1.05) for PR+ breast cancer
(P for heterogeneity=.002) among women with in-
duced abortion. No other difference was found in the as-
sociation of induced or spontaneous abortion with breast
cancer subtype defined by ER or PR status among nul-
liparous or parous women (Table 4).

- EEETTETEES

A full-term pregnancy before the age of 35 years re-
duces long-term risk of breast cancer,"** possibly by in-
ducing breast-cell differentiation.”” Russo and Russo? ob-
served that, in rats, interruption of pregnancy negated
the protection pregnancy confers from mammary tu-
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Table 3. History of Induced and Spontaneous Abortion and Hazard Ratios of Invasive Breast Cancer Among 105 716 Participants
in the Nurses’ Health Study Il Between 1993 and 2003 Stratified by Parity Status

No. of Breast No. of Age-Adjusted Covariate-Adjusted
Parity* Cancer Cases Person-Years HR (95% CI) HR (95% CI)t
Induced abortion
Nulliparous
No induced abortion 243 159290 1 [Reference] 1 [Reference]
Induced abortion 68 34833 1.26 (0.96-1.65) 1.19 (0.90-1.58)
1 Abortion 56 28347 1.28 (0.95-1.71) 1.21 (0.89-1.64)
=2 Abortions 12 6485 1.18 (0.66-2.13) 1.12 (0.62-2.02)
P value for trend 14 .29
Parous
No induced abortion 962 642741 1 [Reference] 1 [Reference]
Induced abortion 157 112295 0.96 (0.81-1.13) 0.93 (0.79-1.11)
1 Abortion 133 93953 0.98 (0.81-1.17) 0.95 (0.79-1.15)
=2 Abortions 24 18342 0.87 (0.58-1.30) 0.84 (0.56-1.26)
P value for trend 51 .35
Induced abortion before first birtht 99 80333 0.92 (0.75-1.13) 0.85 (0.68-1.05)
Induced abortion after first birth} 58 31962 1.03 (0.79-1.34) 1.12 (0.85-1.46)
Spontaneous abortion
Nulliparous
No spontaneous abortion 283 174 423 1 [Reference] 1 [Reference]
Spontaneous abortion§ 28 19699 0.82 (0.55-1.21) 0.82 (0.55-1.21)
Parous
No spontaneous abortion 856 560996 1 [Reference] 1 [Reference]
Spontaneous abortion 263 194040 0.89 (0.78-1.03) 0.87 (0.76-1.01)
1 Miscarriage 216 158 248 0.90 (0.77-1.04) 0.88 (0.76-1.03)
=2 Miscarriages 47 35792 0.87 (0.65-1.17) 0.84 (0.62-1.12)
P value for trend 12 .06
Spontaneous abortion before first birth 101 68 440 0.97 (0.79-1.20) 0.92 (0.75-1.14)
Spontaneous abortion after first birth} 162 125601 0.85 (0.72-1.00) 0.85 (0.72-1.00)

Abbreviations: Cl, confidence interval; HR, hazard ratio.

*Parity status was updated in the regression analysis at every 2-year interval. Women who did not provide information on parity were excluded from this
analysis.

1The HRs and 95% Cls among nulliparous women were adjusted for age, birth weight, premature birth, family history of breast cancer, history of benign breast
disease, height, body mass index at the age of 18 years and current body mass index (calculated as weight in kilograms divided by height in meters squared), age
at menarche, oral contraceptive use, alcohol consumption, physical activity, menopausal status, age at menopause, and postmenopausal hormone use. The HRs
and 95% Cls among parous women were adjusted for the same covariates as among nulliparous women and in addition for parity and age at first birth.

$Not mutually exclusive (women who had abortions before and after first birth contributed information to both strata).

§There were too few spontaneous abortions among nulliparous women to stratify by number of spontaneous abortions.

morigenesis, resulting in a risk comparable to that of vir- dence during 10 years of follow-up. We observed asso-
gin rats. Russo and Russo hypothesized that the differ- ciations in 2 subgroups, an association between induced
entiation process during the first trimester might be abortion and PR~ breast cancer and an inverse associa-
insufficient to outweigh the effects of increased levels of tion between spontaneous abortion before the age of 20
pregnancy hormones, such as estrogen and progester- years and breast cancer incidence. Subgroup analyses have
one, that enhance breast-cell division. More recently, to be interpreted cautiously, especially if the strata are
Russo and colleagues'®'” found that placental human cho- small. No obvious mechanisms can be provided for these
rionic gonadotropin, a hormone that is an important regu- subgroup findings; thus, chance has to be considered as
lator of cellular differentiation and proliferation and that a possible explanation.
may activate apoptosis, induces the synthesis of inhibin The association between abortion and breast cancer
by the mammary epithelium. Bernstein et al'® observed has previously been considered in numerous studies, most
a reduced risk of breast cancer among women who had of which had a case-control design.> Among studies in
received human chorionic gonadotropin injection as part which induced abortions were considered separately from
of a weight loss regimen or as a component of infertility spontaneous abortions, no association was found in ap-
treatment. Because levels of human chorionic gonado- proximately half, and in half an increased risk of breast
tropin rise in the early stages of human pregnancy, an cancer was observed.? No association was found for spon-
incomplete pregnancy of short duration might impart the taneous abortion in most studies, including both cohort
benefits of a full-term pregnancy and thus reduce the risk and case-control studies.’
of breast cancer. When a sensitive personal issue such as induced abor-
In this cohort study of young women, we found no tion is studied, underreporting is probable, especially for
association between induced abortion and breast cancer abortions that occurred before 1973, when abortions were
incidence and a suggestion of an inverse association be- illegal in the United States. Even after the Roe v Wade de-
tween spontaneous abortion and breast cancer inci- cision, induced abortions are still stigmatized. Healthy
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Table 4. History of Induced and Spontaneous Abortion and Hazard Ratios of Invasive Receptor-Specific Breast Cancer
Among 105 716 Nulliparous and Parous Participants in the Nurses’ Health Study I
No. of Breast No. of Age-Adjusted Covariate-Adjusted P Value for the
Parity* Cancer Casest Person-Years HR (95% CI) HR (95% Cl)} Test of Heterogeneity
Induced abortion
Nulliparous
No induced abortion 243§ 159290 1 [Reference] 1 [Reference]
Abortion
ER+ 42 34862 1.27 (0.90-1.79) 1.25 (0.87-1.78) :I 65
ER- 14 34884 1.45 (0.79-2.68) 1.35 (0.71-2.58) ’
PR+ 33 34 865 1.49 (1.00-2.22) 1.39 (0.92-2.11) :I o
PR- 12 34889 1.25 (0.65-2.40) 0.97 (0.49-1.93) ’
Parous
No induced abortion 962 || 642741 1 [Reference] 1 [Reference]
Abortion
ER+ 99 112347 0.99 (0.80-1.23) 0.95 (0.77-1.18) :| 40
ER- 35 112405 1.17 (0.81-1.69) 1.20 (0.83-1.74) ’
PR+ 59 112382 0.84 (0.64-1.11) 0.80 (0.60-1.05) :| 002
PR- 47 112393 1.62 (1.17-2.23) 1.58 (1.13-2.20) '
Spontaneous abortion
Parous
No spontaneous abortion 8561 560996 1 [Reference] 1 [Reference]
Spontaneous abortion
ER+ 165 194122 0.92 (0.77-1.10) 0.90 (0.75-1.07) :| 81
ER- 52 194228 0.96 (0.70-1.32) 0.94 (0.69-1.30) :
PR+ 110 194162 0.89 (0.72-1.10) 0.86 (0.69-1.07) :| 88
PR- 50 194 232 0.86 (0.63-1.19) 0.81 (0.58-1.11) ’

Abbreviations: Cl, confidence interval; ER+, estrogen receptor positive; ER-, estrogen receptor negative; HR, hazard ratio; PR+, progesterone receptor

positive; PR-, progesterone receptor negative.

*Parity status was updated in the regression analysis at every 2-year interval. The number of women who were nulliparous and reported spontaneous abortions

was too small to calculate reasonably stable estimates.
tCases with ER information and cases with PR information may overlap.

$The HRs and 95% Cls among nulliparous women were adjusted for age, birth weight, premature birth, family history of breast cancer, history of benign breast
disease, height, body mass index at the age of 18 years and current body mass index (calculated as weight in kilograms divided by height in meters squared), age
at menarche, oral contraceptive use, alcohol consumption, physical activity, menopausal status, age at menopause, and postmenopausal hormone use. The HRs
and 95% Cls among parous women were adjusted for the same covariates as the HRs and 95% Cls among nulliparous women and in addition for parity and age

at first birth.

§Total number of cases, including 149 ER+ and 42 ER- (a total of 191 cases with known ER status), and 99 PR+ and 41 PR- (a total of 140 cases with known
PR status) cases. The incidence of breast cancer with corresponding ER/PR status was used when calculating HRs of ER+, ER-, PR+, and PR- breast cancer.

|[Total number of cases, including 586 ER+ and 174 ER- (a total of 760 cases with known ER status), and 413 PR+ and 172 PR- (a total of 585 cases with
known PR status) cases. The incidence of breast cancer with corresponding ER/PR status was used when calculating HRs of ER+, ER-, PR+, and PR- breast

cancer.

{ITotal number of cases, including 520 ER+ and 157 ER- (a total of 677 cases with known ER status), and 362 PR+ and 169 PR- (a total of 531 cases with
known PR status) cases. The incidence of breast cancer with corresponding ER/PR status was used when calculating HRs of ER+, ER-, PR+, and PR- breast

cancer.

women interviewed as controls in case-control studies may
thus be reluctant to reveal such intimate information in
an epidemiologic study, whereas women with breast can-
cer may be more likely to reveal a history of abortion in a
study that is searching for the cause of their illness. Be-
cause such differential retrospective reporting would pro-
duce a spurious association, retrospective case-control stud-
ies that address the issue of induced abortion and breast
cancer are problematic. Conversely, a cohort study with
data on abortion collected before the diagnosis of cancer
might be affected by nondifferential misclassification be-
cause of general underreporting of abortion, which would
bias the observed effect estimate toward the null. Abor-
tion registry studies might draw from the most objective
source of information on induced abortion, but few coun-
tries have such registries, and data on potential confound-
ing variables are often unavailable. Moreover, registry stud-
ies are usually restricted to a limited period of follow-up
and therefore do not capture the entire reproductive his-

tory of the women included. For example, a large Danish
study included 1.5 million women born between 1935 and
1978, but access to information on induced abortions was
limited to the period between 1973 and 1992, and cancer
follow-up spanned 1968 to 1992.* The complete history
of induced abortions might not have been captured for most
of the women included, possibly introducing nondiffer-
ential misclassification.

A general underreporting of induced abortion in a co-
hort study would most likely lead to an underestima-
tion of the true association. The reported frequency of
induced abortion (percentage of women who reported
any induced abortion) of 15% among our study partici-
pants is similar to that in the European Prospective In-
vestigation Into Cancer and Nutrition (16%)!'* and in the
Danish registry study (19%).* None of these studies, how-
ever, included all reproductive years of the women par-
ticipating, thus leaving room for misclassification. In our
study population, 66% of women were still premeno-
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pausal at the end of follow-up in 2003; therefore, their
reproductive history may still have been incomplete.
Women in our cohort were born between 1946 and 1964;
therefore, most of their reproductive years were after 1973,
when induced abortion was legalized in the United States.
However, the oldest members of our cohort where 27 years
of age in 1973; thus, pregnancy termination was illegal
during part of their reproductive years. Participants in
the lowa Women’s Study were aged 42 to 51 years in 1973,
and only 1.8% of participants reported an induced abor-
tion.” Although comparisons with national figures of abor-
tion are difficult because they are usually generated using
a life table approach, the Alan Guttmacher Institute es-
timates that 1 of 4 US women younger than 45 years has
had at least 1 induced abortion.” The nurses in our co-
hort may not be representative of the social classes most
likely to use abortion services. Some misclassification,
however, cannot be ruled out.

Breast cancer cases in our study population were al-
most exclusively premenopausal; therefore, our results
may not be generalizable to postmenopausal women.
However, the positive association previously reported from
case-control studies was largely restricted to premeno-
pausal women.? The lack of association observed in the
large Danish study was consistent across all ages of di-
agnosis of breast cancer.? Although our data are not com-
patible with any substantial overall relation between in-
duced abortion and breast cancer, we cannot exclude a
modest association in subgroups defined by known breast
cancer risk factors, timing of abortion, or parity.

In 2003, the National Cancer Institute convened an
international expert panel to review and assess the ex-
isting evidence on reproductive events and the risk of
breast cancer. The summary report of the Early Repro-
ductive Events and Breast Cancer Workshop concluded
that according to the existing evidence, induced abor-
tion is not associated with an increase in breast cancer
risk.?® The data from the NHSII provide further evi-
dence of a lack of an important overall association be-
tween induced or spontaneous abortions and risk of breast
cancer.
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