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Abstract

Background: Fertility is an important issue for long-term survivors of malignancies developing during reproductive
years. We designed a population-based study to investigate childbirth in female young adult survivors of
non-gynecologic malignancies.

Methods: Women 20-34 years diagnosed with non-gynecologic malignancies in Ontario from 1992-1999 who
lived at least 5 years recurrence-free were identified using the Ontario Cancer Registry and age matched to 5
randomly selected cancer-free women. Childbirth was determined through hospital discharge data.
Time-to-childbirth was compared between survivors and controls using Cox proportional hazard regression for all
subjects and stratified by prior childbirth and disease site.

Results: 3,285 survivors and 15,118 control women had a median of 12 years observation. 1,194 survivors and 6,049
controls experienced childbirth to the end of observation (March 2011). Overall, survivors experienced a longer time
to childbirth than controls (HR 0.92, 95% Cl 0.87-0.98), however this was limited to survivors with prediagnosis
childbirth (HR 0.76, 95% Cl 0.66-0.86). Survivors with no prediagnosis childbirth experienced a similar time to
childbirth (HR 1.00, 95% ClI 0.93-1.08) as control women. Differences between survivors and controls varied by type
of malignancy; notably for those with prediagnosis childbirth, survivors of breast cancer (HR 0.45, 95% Cl 0.29-0.68)
and Hodgkin Disease (HR 0.57, 95% Cl 0.36-0.91) had lower rates of postdiagnosis childbirth than controls.

Conclusions: Long-term female young adult survivors of malignancies are less likely than controls to have childbirth

after diagnosis; the overall effect is small and is influenced by prediagnosis childbirth and malignancy type.
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Background

Future fertility is important to many long-term survivors
of malignancies that develop in the peak vyears of
reproduction. With increasing numbers of women having
children at later ages, even more cancer survivors will face
this issue [1]. In recognition of the importance of future
fertility, the American Society of Clinical Oncology pub-
lished guidelines recommending discussion of the risk of
infertility as a consequence of cancer treatment and
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referral for consideration of fertility preservation techni-
ques when appropriate [2]. Although fertility is a common
concern for young adult survivors (YAS) of malignancy
and the clinicians caring for them, there are relatively few
population-based studies addressing this issue in the lit-
erature. Studies from Finland [3] and Norway [4,5] dem-
onstrate reduced fertility in the YAS population as
compared to the general population or matched controls,
however these studies include patients diagnosed over a
long time period (as early as 1953 [3]) and reflect treat-
ment regimens that have changed over time. Additionally,
these studies include all patients who developed a malig-
nancy at a young age including those with advanced dis-
ease and patients with rapid recurrence after treatment
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and thus may underestimate fertility in long-term survi-
vors. Fertility of 5-year female survivors of childhood can-
cers has been evaluated as part of the Childhood Cancer
Survivor Study [6]. Compared to sibling controls, the rela-
tive risk for female survivors ever being pregnant was 0.81
(95% confidence interval 0.73-0.90), but these findings
have limited application to the YAS population. Other
published studies include patients diagnosed with a single
type of malignancy, and tend to be small, uncontrolled
single institutions reports [7-10]. We therefore designed
this study to evaluate childbirth in a population-based
group of female young adult survivors of malignancy in
Ontario Canada compared with matched control partici-
pants without a cancer diagnosis.

Methods

We designed a retrospective, population-based cohort
study using a provincial cancer registry linked to admin-
istrative data sets.

Data sources
We used four data sources:

1. The Ontario Cancer Registry (OCR) includes
information on all incident cancers diagnosed since
1964 in Ontario. Reporting is provincially mandated
and over 95% complete [11]. The OCR does not
maintain information on tumor stage and does not
contain treatment information.

2. The Ontario Health Insurance Plan (OHIP) database
contains information on claims billed by physicians
for services, permitting identification of virtually all
medical procedures occurring in Ontario.

3. The Canadian Institute for Health Information
Discharge Abstract Database (CIHI-DAD), contains
information on every patient discharged from a
hospital or same-day surgery unit in Ontario and is
highly accurate for admissions for pregnancy and
childbirth [12].

4. The Registered Persons Database (RPBB) is a roster
of all OHIP beneficiaries (virtually all individuals
living in Ontario) and includes demographic
information and length of eligibility.

Diagnostic and procedure codes used in this study are
presented in Additional file 1.

Selection of survivors

Female YAS were identified using the OCR. While the
definition of a YAS varies [13], we limited our cohort to
women age 20 through 34 at diagnosis. All female young
adults registered in the OCR between 1992 (when data-
sets became reliably linkable) and 1999 (to enable sub-
stantive follow up for all 5 year survivors) were eligible
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for inclusion. Women were excluded if they died within
five years of diagnosis, were diagnosed with a gynaeco-
logical malignancy, were registered in OCR for a previ-
ous malignancy, or were not continuously eligible for
provincial health insurance coverage for at least seven
years after diagnosis (or until death).

Identification of recurrence

Recurrence of malignancy is likely to have an influence on
childbearing but the OCR does not include information
on cancer recurrence. We therefore developed an algo-
rithm to identify survivors with evidence of recurrent dis-
ease from physician claims and diagnostic codes based on
use of chemotherapy, palliative care, or diagnosis of meta-
static disease (Additional file 1). Patients with a solid
tumor malignancy undergoing a second course of chemo-
therapy (or third course in the case of hematologic malig-
nancies) after completion of adjuvant therapy, or delivery
of a first course of chemotherapy more than 6 months
after completion of cancer directed surgery were consid-
ered to have disease recurrence. Survivors identified with
recurrent disease within the first 5 years of diagnosis were
excluded entirely. Survivors developing recurrent disease
after 5 years of survivorship were censored 6 months be-
fore the date recurrence was identified as the exact date of
recurrence could not be obtained.

Selection of controls

A female control population was selected using the
RPDB. Eligible women from the general population were
matched to the survivors based on calendar year of birth
and geographic location. Five controls were randomly
selected without replacement from all potential controls
matched to a given survivor. Controls were assigned a
referent date that corresponded to the date of diagnosis
in the matched survivor. Controls were excluded if they
had a diagnosis of cancer prior to the referent date
(determined through linkage with the OCR), died within
five years of the referent date, or were not continuously
eligible for provincial health insurance for at least seven
years after the referent date.

Identification of surgical sterilization

We identified women who had undergone a procedure
consistent with surgical sterilization (tubal ligation, bilat-
eral oophorectomy, hysterectomy) based on OHIP and
CIHI-DAD codes. Survivors and controls with evidence
of surgical sterilization at any time prior to diagnosis or
up to 12 months after diagnosis or referent date were
excluded. Individuals undergoing surgical sterilization
more than 1 year after diagnosis or referent date were
censored on the date of surgical sterilization.



Baxter et al. BMIC Cancer 2013, 13:30
http://www.biomedcentral.com/1471-2407/13/30

Determining childbirth

We identified admission for childbirth for all members of
our cohort from Jan 1, 1987 through March 31, 2011 from
information from CIHI-DAD. Delivery of an infant, live or
stillborn over 20 weeks gestational age, as coded in CIHI
was considered evidence of childbirth for this study.

Covariates

For survivors and controls we determined income quin-
tile, defined by the census dissemination area where
individuals lived at the date of diagnosis or referent date.
We considered childbirth prior to the date of diagnosis
or referent date a potential covariate. For the survivor
group we evaluated rates of delivery by diagnosis, cat-
egorizing survivors into broad groups including the diag-
noses with at least 100 women (brain, breast, Hodgkin
lymphoma, non-hodgkin lymphoma [NHL], melanoma,
thyroid and other malignancies).

Analysis

We calculated descriptive statistics for study variables
stratified for survivors and controls. The outcome of inter-
est was childbirth occurring at least one year after the date
of diagnosis (survivors) / referent date (controls). The one
year interval was used to ensure that childbirth was a result
of post-diagnosis pregnancy. We calculated the time be-
tween diagnosis or referent date to the time of admission
to hospital for childbirth for each subject. Patients were
censored at death, loss-to-follow-up, surgical sterilization,
6 months prior to evidence of recurrent disease, or March
31, 2011, whichever came first. Multivariate analyses with
the Cox proportional hazards regression model were con-
ducted to evaluate the relationship between time to child-
birth and covariates such as YAS (yes or no), income
quintile, age (treated as continuous), and previous child-
birth (children born prior to diagnosis or referent date, yes
or no). did not consider childbirth from 0—12 months from
diagnosis/referent date in our analysis. We tested the inter-
action between the survivor indicator and previous child-
birth. Since this interaction term was highly significant, we
further matched survivors and corresponding controls on
previous childbirth and stratified the analysis based on this
variable. That is, the first and second stratum consists of
all survivors and corresponding matched controls with and
without, respectively, children born prior to diagnosis or
referent date. The Cox regression model for each stratum
included YAS, income quintile, and age. To account for
the matched design with a variable number of controls per
survivor (due to further matching by previous childbirth),
we used a robust sandwich variance estimator approach to
estimate the standard errors of the Cox regression param-
eter estimates [14]. The proportional hazards assumption
was tested and was not violated. We repeated the analysis
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without censoring patients for recurrence after 5 years as a
sensitivity analysis.

We analyzed data using SAS version 9.2 (Cary, North
Carolina). All statistical tests were two-sided, and p-values
less than 0.05 were considered statistically significant. The
study was approved by the Research Ethics Board of St.
Michael’s Hospital, Toronto, Ontario. All data analysis was
conducted at the Institute for Clinical Evaluative Sciences,
a Section 45 (1) prescribed entity in Ontario’s Personal
Health Information Protection Act. The data used are not
freely accessible; permission for the use of the data was
given by the Institute for Clinical Evaluative Sciences.

Results

We identified 5,172 women age 20 through 34 who devel-
oped a non-gynecologic invasive malignancy between Jan
1, 1992 and Dec 31, 1999 based on registration in the
OCR. Of these, 3,536 survived at least 5 years after diagno-
sis with no evidence of recurrence in administrative data
and were continuously eligible for health insurance in On-
tario until death or at least 7 years after diagnosis. There
were 3,2 85 YAS after all exclusion criteria were applied
(consort diagram) Additional file 2. We selected 15,176
matched controls from a potential control population of
2,660,134 women. The characteristics of the survivors and
controls are presented in Table 1. The majority of survi-
vors had breast cancer (18%), thyroid cancer (27%) or mel-
anoma (15%) (Table 2).

A total of 1,194 of survivors delivered 1,910 children in
the period from 1 year after diagnosis to the end of follow
up vs. 6,049 controls who delivered 9,516 children. Survi-
vors in our cohort were less likely than controls to be ad-
mitted for childbirth starting 12 months or more after
diagnosis (Figure 1); the cumulative rate of childbirth at
10-years in the survivor group was 36.3% vs. 39.9% in the
control group (p<0.001). After adjusting for socioeco-
nomic status and age in our multivariate model, time to
childbirth was significantly longer for survivors than con-
trols (HR 0.92, 95% CI 0.87-0.98) (Table 3). Childbirth
prior to diagnosis influenced time to childbirth after diag-
nosis (Figure 1); to further evaluate this relationship we
stratified our survivors by known childbirth prior to diag-
nosis and included only controls with a similar history
prior to the referent date. There were 1,093 survivors and
2,066 matched controls with childbirth prior to the diag-
nosis/referent date and 2,192 survivors and 6,937 matched
controls without childbirth prior to the diagnosis/referent
date. As compared to controls, survivors with prior child-
birth were less likely to experience a delivery over time
(HR 0.76, 95% CI 0.66—0.86) while survivors without prior
childbirth had a similar rate of childbirth (HR 1.00, 95% CI
0.92—1.08) (Table 3). The results did not change when we
did not censor 5-year survivors 6 months prior to evidence
of recurrence.
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Table 1 Characteristics of female young adult survivors and their matched controls
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All Prediagnosis Childbirth No Prediagnosis Childbirth
Young Survivors  Controls  Young Survivors Controls  Young Survivors  Controls
(N =3,285) (N=15,176) (N=1,093) (N =2,066) (N=2,192) (N=6,937)
Age, Mean (SD) 288 (4.1) 286 (4.1) 30.1 33) 30.8 (2.8) 28.1 (4.3) 27.3 (44)
Median Follow-up in survivors without childbirth 124 13.0 11.7 1.9 12.8 13.6
Diagnosis Year (%)
1992 397 (12.1) 92 (8.3) 305 (13.9)
1993 387 (11.8) 109 (10.0) 278 (12.7)
1994 386 (11.8) 110 (10.0) 276 (12.6)
1995 400 (12.2) 142 (124) 258 (11.8)
1996 385 (11.7) 134 (12.3) 251 (114)
1997 410 (12.5) 150 (13.8) 260 (11.9)
1998 441 (134) 177 (16.3) 264 (12.0)
1999 479 (14.6) 179 (17.0) 300 (13.7)
Income Quintile (%)
1 (lowest) 662 (20.2) 3138 (20.7) 210 (19.2) 395 (19.1) 452 (20.6) 1413 (204)
2 677 (20.6) 3269 (21.5) 214 (19.6) 425 (20.6) 463 (21.1) 1502 (21.7)
3 644 (19.6) 3066 (20.2) 218 (20.0) 423 (20.5) 426 (19.4) 1381 (19.9)
4 681 (20.7) 2975 (19.6) 246 (22.5) 465 (22.5) 435 (19.8) 1315 (19.0)
5 (highest) 621 (189) 2728 (18.0) 205 (18.8) 358 (17.3) 416 (19.0) 1326 (19.1)
Surgical Sterilization 12 months or more after Diagnosis or Referent Date (%)
Yes 637 (19.4) 2,609 (17.2) 305 (27.9) 520 (25.2) 332 (15.1) 855 (12.3)
No 2,648 (80.6) 12,567 (82.8) 788 (72.1) 1,546 (74.8) 1,860 (84.9) 6,082 (87.7)
Childbirth prior to diagnosis or Referent Date (%)
Yes 1,093 (33.3) 5342 (35.2) 1,093 (100) 2,066 (100)
No 2,192 (66.7) 9,834 (64.8) 2,192 (100) 6,937 (100)
Childbirth 12 months or more after Diagnosis or Referent Date (%)
Yes 1,194 (36.3) 6,049 (39.9) 336 (30.7) 716 (34.7) 858 (39.1) 2,983 (43.0)
No 2,091 (63.7) 9,127 (60.1) 757 (69.3) 1,350 (65.3) 1,334 (60.9) 3,954 (57.0)
Mean number of deliveries
12 Months or more post diagnosis/referent date 0.58 063 0.39 043 0.68 0.76
At any time pre or post diagnosis/referent date 1.05 1.12 1.80 1.87 0.68 0.76
Cumulative 10-year delivery rate 363 39.1 325 36.2 380 404

Table 2 Rates of childbirth 12 months after diagnosis / referent date over time

Type of Malignancy N (% of % Childbirth Mean # Postdiagnosis Deliveries Cumulative 10-year Rate of Childbirth (%)
total) Prediagnosis Survivors Controls Survivors Controls

Brain 142 (4.3) 359 042 0.72 31.2 416
Breast 588 (17.9) 345 0.30 043 22.5 299
Hodgkin Lymphoma 358 (109) 229 0.82 0.81 432 464
Non-Hodgkin Lymphoma 204 (6.2) 226 053 0.60 346 376
Thyroid 890 (27.1) 36.7 0.67 067 40.8 414
Melanoma 498 (15.2) 36.1 0.69 0.63 41.1 399
Other 605 (184) 33.7 0.57 0.64 356 389
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Table 3 Results of multivariable cox proportional hazards model evaluating time to childbirth more than 1 year after

diagnosis/referent date by survivor status

Variable  Overall Women with childbirth before diagnosis Women with no childbirth before diagnosis
HR 95% ClI p value HR 95% ClI p value HR 95% CI p value

Survivor Status

YAS 092  087-098  0.007 0.76 0.66-0.86 <0.001 1.00 0.93-1.08 0.93

Control 1 Referent 1 Referent 1 Referent

Income Quintile

1 089  0.83-0.95 0.001 0.70 0.57-0.86 <0.001 0.85 0.77-0.94 0.002

2 092 086-099  0.02 0.72 0.59-0.89 0.002 0.94 0.86-1.04 0.23

3 094 087-101 008 0.84 0.69-1.02 0.09 0.90 0.82-0.99 0.04

4 1.00  093-1.07 095 0.86 0.70-1.04 0.12 1.01 0.92-1.11 0.89

5 1 Referent 1 Referent 1 Referent

Age 091 090-091  <0.001 0.86 0.85-0.88 <0.001 091 091-0.92 <0.001

The relationship between time to childbirth and sur-
vivor status varied by diagnosis (Table 3, Figure 2); not-
ably for those with prior childbirth, YAS with breast
cancer (HR 0.45, 95% CI 0.29-0.68) or Hodgkin disease
(HR 0.57, 95% CI 0.36—0.91) were statistically signifi-
cantly less likely to experience childbirth than controls.
In contrast, a cancer diagnosis had no statistically sig-
nificant impact for other YAS groups. Notably, women
with thyroid cancer and melanoma experienced very
similar rates of childbirth as control women (cumulative
10-year rate of child birth in YAS with thyroid cancer
40.8% vs. controls 41.4% and in YAS with melanoma
41.1% vs. 39.9%)

Discussion

In this population based study of young female survivors
of non-gynecological malignancy, time to childbirth was
greater than age-matched women with no history of malig-
nancy; as compared to matched controls over a median ob-
servation time period of 12 years after diagnosis although
the difference was small (HR 0.92, 95% CI 0.87-0.98). Not-
ably, the relationship between childbirth and survivor sta-
tus varied significantly by history of previous childbirth;
survivors with no history of previous childbirth actually
had a similar likelihood of postdiagnosis childbirth as
matched controls, while for those with children postdiag-
nosis childbirth was reduced by 24%.

There are 3 previously published population-based
studies of pregnancy and parenthood after a diagnosis of
any malignancy in young adults [3-5]; all included
patients diagnosed from the 1960s. Only one study, con-
ducted in Norway [5], included all survivors irrespective
of parenthood status before diagnosis and found, similar
to our study, a significant relationship between previous
pregnancy and the rate of postdiagnosis pregnancy —
overall the rate of pregnancy was lower in female cancer
patients than controls (HR 0.61) however this was more

pronounced for women with a child prior to diagnosis
(HR 0.52) than for those without a child (HR 0.73). A
large cohort study of young adults treated at a single in-
stitution in Norway [15,16] demonstrated similar find-
ings. Variations in attitudes towards parenthood may be
the cause of this finding. Perceptions of young adult can-
cer survivors with respect to fertility has been found to
vary with parenthood status; childless survivors have
been found more likely to desire future children and are
less likely to perceive that the diagnosis of cancer has
negatively influenced their desire for future children
than survivors with children [17].

The two additional population-based studies [3,4] eval-
uated first time parenthood (i.e. deliveries in survivors
with no children prior to diagnosis) in survivors. Syse et
al [4] demonstrated a 27% reduction in parenthood in
women diagnosed with cancer between age 17-44 as
compared to the population while Madanat [3] demon-
strated a 54% reduction in parenthood in women diag-
nosed with cancer between age 0-34 as compared to
sibling controls. These studies demonstrated a greater
impact of cancer diagnosis on postdiagnosis pregnancy
or parenthood than ours and this may be explained in a
number of ways. The studies were not limited to patients
surviving cancer, and they therefore included individuals
with advanced disease at diagnosis, those with limited
life expectancy and patients who developed recurrence
within a short period of follow up. Such patients would
be expected to have a lower rate of pregnancy than
long-term survivors. Additionally, these studies included
patients diagnosed over a long period of time — all found
higher rates of pregnancy in young adult patients treated
in more contemporaneous time periods, although follow
up of patients in the later time periods in these studies
was limited. Finally, we did not include patients with
gynaecologic malignancies, a group most likely to
undergo surgical sterilization as part of treatment.
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Type of malignancy was associated with obstetrical de-
livery post-diagnosis. Breast cancer survivors who had a
history of prior childbirth had a marked reduction in the
rate of postdiagnosis childbirth (HR 045, 95% CI
0.29-0.68) as compared with controls. There are a num-
ber of factors that may influence the fertility of women
after a diagnosis of breast cancer [18,19]. Many young
women who develop breast cancer receive chemotherapy
to improve their chance of survival but are therefore at
risk of chemotherapy-related amenorrhea, premature
ovarian failure and infertility. Exposure to prolonged hor-
monal therapy in women with ER positive breast cancer
reduces fertility for the duration of exposure. However,
given that women with breast cancer with no prediagnosis
childbirth had similar rates of childbirth to controls (HR
0.90, 95% HR 0.72-1.13) decreased fertility in these
patients is likely an incomplete explanation of our finding.
Although studies have not demonstrated a negative im-
pact of pregnancy on breast cancer outcome [20,21] it is
possible that women may delay or avoid pregnancy for
fear of recurrence with the estrogen stimulation of preg-
nancy; this effect may be more pronounced in women
who have had children. Survivors of Hodgkin Disease who
had prior childbirth were similarly less likely to experience
postdiagnosis deliveries (0.57, 95% CI 0.36-0.91) than
control women. Patients with Hodgkin Disease are fre-
quently exposed to oophorotoxic chemotherapy and pre-
mature ovarian failure is common after bone marrow
transplantation [22]. However, the cumulative 10-year rate
of childbirth in YAS with Hodgkin Disease was substantial
(Hodgkins 43.2%) and only 3.2% lower than matched
controls.

This is a large population-based study and all patients
included were treated since 1990 with therapeutic inter-
ventions more likely to be relevant to today’s survivors
than many previous studies. Additionally, by limiting
our sample to 5 year survivors we excluded most women
with advanced disease, limited life expectancies and early
recurrence, groups with expected lower rates of child-
birth. Inclusion of these women would tend to overesti-
mate the impact of a cancer diagnosis on childbirth for
long-term survivors. Our study, with observation to
March 2011 provides over 10 years of potential follow
up to all women included in the cohort. Our study how-
ever does have limitations. To ensure a contemporary
cohort of 5-year survivors with sufficient follow up we
have restricted our cohort to an 8 year period and there-
fore the sample size for some types of malignancies is
small. Additionally, information regarding childbirth is
available only since 1988 and thus we do not have
complete prediagnosis information for all women. We
do not have access to data on assisted reproduction as
this was not a covered service in Ontario and thus we
do not know if YAS required such services more
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frequently than controls. The study may be influenced
by factors specific to a Canadian context and factors
such as underlying fertility of the population [23] should
be considered prior to generalizing to other jurisdictions.
Finally, we do not have access to detailed information
regarding stage or treatment which would further inform
the analysis.

Conclusion

Female survivors of malignancy developing in young adult-
hood overall experience a small reduction in the likelihood
of childbirth after diagnosis over a median of 12 years of
follow up as compared to age matched controls, however
the effect is not homogeneous. Parenthood prior to diag-
nosis modifies the effect of diagnosis — women who did
not have children prior to diagnosis were more likely to ex-
perience childbirth after diagnosis indicating that non-
biologic factors have an important influence in this group.
Survivors of melanoma and thyroid cancer, particularly
those with no history of childbirth, can be reassured by our
findings that for long term survivors reproductive out-
comes do not seem to be affected. However, for women
surviving other forms of malignancies, in particular breast
cancer and Hodgkin Disease there is a reduction in child-
birth even in this comparatively contemporary cohort.
These findings should be considered in pre-treatment
counselling and discussions with patients with respect to
options to preserve fertility in those desiring future preg-
nancies. However, given the association between prediag-
nosis childbirth and the likelihood of childbirth after
diagnosis, non-biologic factors may have an important in-
fluence on the likelihood of having children after a malig-
nant diagnosis in the YAS population.
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