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In South Korea

Background

Breast cancer is a major global health issue, especially

among women. Previous research has indicated a possible
association between psychiatric conditions, particularly
schizophrenia, and an increased risk of breast cancer. However,
the specific risk of breast cancer in women with schizophrenia,
compared with those with other psychiatric disorders and

the general population, remains controversial and needs further
Clarification.

Aims

To estimate the risk of breast cancer among people with
schizophrenia compared with people with other psychiatric
disorders and people in the general population.

Method

We utilised medical claims data of women aged 18 to 80 years in
the Korean National Health Information Database from 2007 to
2018. Individuals with schizophrenia were defined as women
with ICD-10 codes F20 or F25 (n = 224 612). The control groups
were defined as women with other psychiatric disorders (n = 224
612) and women in the general Korean population (n =449 224).
Cases and controls were matched by index date and age, in a
1:1:2 ratio. We estimated the hazard of breast cancer using the
Cox proportional hazards model, adjusting for insurance pre-
miums and medical comorbidities. Among the people with
schizophrenia, we used the landmark method to estimate the
association between duration of antipsychotic medication use
and the incidence of breast cancer.

Breast cancer risk among women with
schizophrenia and association with duration of
antipsychotic use: population-based cohort study

Ji Su Yang, Sunghyuk Kang, Kwanghyun Kim, Alexander C. Tsai, Chul-Hyun Cho* and Sun Jae Jung*

Results

In multivariable Cox regression models, the hazard rate of breast
cancer was 1.26 times higher in the people with schizophrenia
than in the general population (95% Cl: 1.20-1.32). In comparison
with the psychiatric patient group, the hazard ratio was 1.17
(95% CI: 1.11-1.28). Among women with schizophrenia, the
hazard of breast cancer was greater among those who took
antipsychotic medications for 1 year or more compared with
those who took antipsychotics for less than 6 months.

Conclusions

Women with schizophrenia have an elevated risk of breast can-
cer, and long-term use of antipsychotics is associated with an
increased risk of breast cancer.
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People with schizophrenia are at increased risk of developing mul-
tiple comorbidities, including anxiety disorders, depression, cardio-
vascular disease and diabetes.'™ This results in a 15-year lower life
expectancy than the general population® that is attributed to many
factors, such as the illness itself (e.g. suicide), adverse effects of
medical comorbidities (e.g. acute myocardial infarction), adverse
effects of medications (e.g. cardiometabolic effects of long-term
antipsychotic treatment) and differences in health and preventive
behaviours (e.g. cigarette smoking and cancer screening).”

The risk of breast cancer among individuals with schizophrenia
has also been studied.® Although this remains an inconclusive
topic, many studies have suggested an increased risk of breast
cancer among women with schizophrenia. In a Swedish popula-
tion-based cohort study, individuals with schizophrenia had a signifi-
cantly higher incidence of breast cancer than the general population.”
These findings are consistent with those of a recent meta-analysis,
although substantial between-study variance existed.® Other studies
have shown a null or even an inverse association between schizophre-
nia and breast cancer,”™"" with significant heterogeneity across popu-
lations.'> Notably, studies from Asian populations have produced
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inconsistent results.>''*'* Additionally, many previous studies
have focused solely on people with schizophrenia or made compari-
sons only with the general population. There is a need for studies that
also compare people with schizophrenia with people with other psy-
chiatric conditions to gain a clearer understanding.

To address these discrepancies, we conducted this study to esti-
mate the risk of breast cancer among individuals with schizophrenia
in Korea. We sought to extend this literature by employing two
populations of controls (the general Korean population and
people with other severe psychiatric disorders) and conducting ana-
lyses stratified by age and antipsychotic treatment duration.

The rationale for the two control group designs was that some
studies have shown that people with bipolar disorder or post-trau-
matic stress disorder have a higher risk of developing breast cancer
than the general population.'>'® In addition, individuals with
schizophrenia and other psychiatric disorders may share observed
or unobserved behavioural or structural characteristics that could
contribute to an increased risk of breast cancer, including
smoking, stress and obesity.'”'® Thus, if we were to find that
people with schizophrenia have a higher risk of breast cancer than
people with other psychiatric disorders, this finding could support
a schizophrenia-specific cause.
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Antipsychotic medications are a mainstay of treatment for
schizophrenia and are used to reduce symptom intensity and fre-
quency;'® however, many antipsychotic medications have been
known to cause hyperprolactinemia,””*' which has been a topic
of investigation in the development of breast cancer. The association
between hyperprolactinemia and breast cancer is still controversial,
with some studies suggesting a potential risk*>** while others do not
support this association.***> Consequently, our study also sought to
explore the role of antipsychotic medication use in influencing
breast cancer risk among people with schizophrenia.

Method

Data source

The Korean National Health Information Database (NHID) is a
public database of medical services organised using the National
Health Insurance System (NHIS) of South Korea, a universal
health insurance system that covers approximately 98% of the
medical expenses of the Korean population.®® The database contains
information on medical utilisation, including insurance eligibility,
diagnostic codes, prescribed medications, and procedures and
claims records. Diagnoses are coded according to the 10th revision
of the International Classification of Diseases (ICD-10).

Study population, exposures and outcome

For this analysis, we used the NHID data for women aged 18-80
years from 2007 to 2018. The schizophrenia group was defined as
those with ICD-10 diagnostic codes for schizophrenia or schizo-
affective disorder (F20, F25) between 2007 and 2018.

We used a matched cohort design to compare outcomes
between women with schizophrenia, women with other psychiatric
disorders and women in the general population. The first control
group (control 1) consisted of women with ICD-10 diagnostic
codes for psychiatric disorders between 2007 and 2018, excluding
schizophrenia and schizoaffective disorder (F10-F19, F30-F69).
The second control group (control 2) consisted of women in the
general Korean population, defined as those without any ICD-10
diagnostic codes for psychiatric diseases or dementia (FO0-F99,
G30, F31.8 and G31.00) within the same period.

The earliest diagnosis date of schizophrenia during the follow-
up period was set as the index date, and two control groups were
matched with women with schizophrenia based on the exact age
at the index date. The index dates of two control groups were ran-
domly selected. Women with schizophrenia were matched in a 1:1
ratio with women in the ‘other psychiatric disorders’ control
group and in a 1:2 ratio with women in the general Korean popula-
tion control group. Women with ‘other psychiatric disorders” who
had been diagnosed with psychiatric disorders on or before the
index date were included in the matching process. Preliminary
screening initially identified 234718 women with schizophrenia
who were initially matched with 234 718 women with other psychi-
atric disorders and 469436 women in the general population.
Preliminarily matched individuals were considered in blocks of
four, and if any member of that group was diagnosed with breast
cancer before the index date (or within 1 year after the index
date), all four individuals in that group were excluded. We excluded
10 106 individuals with schizophrenia, 10 106 with other psychiatric
disorders, and 20 212 from the general population control group.
The final sample included 224 612 individuals with schizophrenia,
224 612 with other psychiatric disorders and 449 224 individuals
from the general Korean population (Supplementary Figure 1 avail-
able at https://doi.org/10.1192/bjp.2024.170).

Breast cancer risk among women with schizophrenia and association

Breast cancer was defined as having at least one record asso-
ciated with an ICD-10 diagnostic code for invasive breast cancer
(C50) or ductal carcinoma in situ of the breast (D051), observed
at any time during the first year of follow-up. The 1-year lag time
was used to minimise the possibility of reverse causality. The
NHID ICD-10 codes for the diagnosis of schizophrenia, other psy-
chiatric disorders and breast cancer have been previously
validated.””*®

Covariates

We sought to adjust our estimates for potential confounders accord-
ing to socioeconomic status and medical comorbidities. Medical
insurance premium payments in the index year were used as
proxy variables for socioeconomic status.?’ Insurance premiums
were categorised into five groups as follows: medical aid (for socio-
economically disadvantaged individuals who do not pay insurance
premiums), Q1 (lowest), Q2, Q3 and Q4 (highest). The Charlson
Comorbidity Index (CCI) was used to adjust for comorbidities.”’
CCI values were based on the appearance of corresponding ICD-
10 diagnostic codes for each comorbidity before the index date
(Supplementary Table 1). As a variable representing medical utilisa-
tion, the number of out-patient visits (per year) excluding psychi-
atric visits was adjusted.

Statistical analysis

To assess baseline differences in covariates between the schizophre-
nia group and the two control groups, we used repeated-measures
analysis of variance for continuous variables and McNemar’s test
for categorical variables. Using the Cox proportional hazards
model stratified on matched sets, we estimated the hazard ratio
(conditional on matched sets) and 95% confidence interval for
breast cancer in the schizophrenia and other psychiatric disorder
groups (Control 1), with the general population group (Control 2)
as a reference. To confirm the difference in breast cancer risk
between women with schizophrenia and those with other psychi-
atric disorders, we conducted the same analysis with the other psy-
chiatric disorder group as a reference. In the crude model, the
schizophrenia group and the two control groups were matched
by index date and age in the index year with no covariate adjust-
ment. In the adjusted model, we included insurance premiums,
CCI and the number of out-patient visits as covariates. We
checked for violations of the proportional hazards assumption by
fitting a regression model of the Schoenfeld residuals against time
and testing for a non-zero slope.®’ In the sensitivity analysis, we
used Fine and Gray’s competing risk survival analysis model in
which mortality was considered a competing risk.*> Additionally,
for another sensitivity analysis, we used the first 2 years
(2007-2008) as a washout period and only included individuals
who were diagnosed with schizophrenia for the first time in the
data-set after this period, considering them as incident cases of
schizophrenia.

We considered the following two extensions: First, we con-
ducted analyses stratified by age, specifying age categories as <40
years, 40-64 years and >65 years. The objective of this analysis
was to estimate the hazard ratio of breast cancer differentiating
perimenopausal or menopausal women from women of other age
groups.”

Second, we used landmark analysis to estimate the hazard ratio
for breast cancer according to the duration of antipsychotic medica-
tion treatment. For our landmark analysis, only those who had been
followed up for at least 5 years were included in the analytic sample.
Of the 224 612 women with schizophrenia included in the primary
analysis, 143778 were included in the landmark analysis
(Supplementary Figure 1). The landmark method was used to
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control for immortal time bias when estimating the risk of breast
cancer based on the duration of antipsychotic medication treat-
ment.** When events occurred prior to the landmark point,
those participants were excluded from the observation. In this
analysis, the duration of antipsychotic medication treatment
was calculated as the period from the index date to the landmark
point, and only breast cancer cases that occurred at least 1 year
after the landmark point were analysed. The landmark point
was designated 5 years after the index date. We probed the robust-
ness of our findings by setting alternative landmark points at 4
and 6 years. The duration of antipsychotic medication use was
calculated by adding the duration of prescribed medication to
the record. The NHID holds information about prescribed med-
ications, including the prescription date and duration of pre-
scribed medications. Instances with overlap between separate
antipsychotic prescriptions were combined to form a single
episode of antipsychotic use. Treatment duration was specified
as a five-level categorical variable: <0.5 year, 0.5-1 year, 1-3
years, 3—4 years and >4 years. Additionally, we performed the
same landmark analysis after stratification by the generation of
antipsychotics (first-generation antipsychotics (FGA) versus
second-generation antipsychotics (SGA)).

The antipsychotic medications were reviewed by qualified psy-
chiatrists (C.-H.C. and S.K.). The ATC codes for the antipsychotic
medications are listed in Supplementary Table 2. All statistical ana-
lyses were conducted using SAS software (version 9.4 for Windows;
SAS Institute Inc., Cary, NC, USA).

Ethical approval

This study was approved by the Institutional Review Board of the
Yonsei University College of Medicine (4-2022-0711) and the
Korea NHIS Medical Information Disclosure Committee (NHIS-
2021-1-146). Informed consent for the present study was waived
because of its use of deidentified NHID data. All procedures in
this study complied with the ethical standards of the relevant
national and institutional committees on human experimentation
and the Declaration of Helsinki of 1975, as revised in 2008.

Table 1

N 224 612
Person-years 1594 933.48
Follow-up years, mean (s.d.) 7.10 (4.03)

Age, mean (s.d.) 48.12 (16.81)
Charlson Comorbidity Index, N (%)

0 105 540 (46.99)

1,2 59 346 (26.42)
>3 59726 (26.59)
Insurance premium quartile, N (%)
Medical aid® 48981 (21.96)
Q1(lowest) 37 682 (16.89)
Q2 34819 (15.61)
Q3 42181 (18.91)
Q4(highest) 59398 (26.63)
Out-patient visits, day/year
0-7 72801 (32.41)
7-14 51888 (23.10)
14-21 34624 (15.42)
>21 65299 (29.07)
Death, N (%) 4684 (2.09)
Breast cancer, N (%) 2381 (1.06)
Incidence rate of breast cancer, N/1000 person-years 1.49

group (diagnosis codes FOO-F99, G30, G31.8, G31.00).

People with schizophrenia

People with schizophrenia: persons diagnosed with schizophrenia. People with other psychiatric disorders: persons who have been diagnosed with psychiatric disorders, excluding the case
group (diagnosis codes F10-F19, F30-F69) General population: persons who have never been diagnosed with psychiatric disorders or dementia, excluding the case group and control 1

a. Medical aid group consists of socioeconomically disadvantaged individuals who do not pay medical insurance premiums.

Results

Demographic and clinical characteristics

Consistent with our matching procedure, the average age was the
same across all three groups (48.12 years; standard deviation
(s.d.), 16.81). The mean (s.d.) follow-up years for people with
schizophrenia was 7.10 (4.03), while the group with other psychi-
atric disorders and the general population group had mean (s.d.)
follow-up years of 7.51 (3.91) and 7.27 (3.92), respectively. The
CCI score indicating comorbidity was higher among women with
schizophrenia and other psychiatric disorders than among women
in the general population; 27% of women in the schizophrenia
group had a CCI score of 3 or higher (indicating moderate to
severe comorbidity’®), compared with 18% in the other psychiatric
disorders group and 11% in the general population group. In the
schizophrenia group, the proportion of women in the highest insur-
ance group (Q4) was the lowest (26.63%), followed by women with
other psychiatric disorders (30.70%) and women in the general
population (32.86%). (Table 1)

Incidence of breast cancer compared with control
groups

The incidence of breast cancer was 1.49 per 1000 person-years
among women with schizophrenia, 1.38 per 1000 person-years
among women with other psychiatric disorders and 1.17 per 1000
person-years among women in the general population (Table 1).
These differential incidence rates translated into an increased
hazard of breast cancer among women with schizophrenia com-
pared with women in the general Korean population (hazard
ratio = 1.27; 95% CI: 1.20-1.33). After adjusting for comorbidity,
socioeconomic status and medical utilisation, the estimated
hazard remained similar (hazard ratio = 1.26; 95% CI: 1.20-1.32).
Women with other psychiatric disorders (control 1) also had an ele-
vated hazard of breast cancer, compared with women in the general
population (hazard ratio=1.17; 95% CI: 1.11-1.28). When other
psychiatric disorders were used as the reference in the adjusted

Characteristics of people with schizophrenia and two control groups (1:1:2 matched)

People with other psychiatric disorders  General population group

224612 449224
1686403.07 3264211.33

7.51(3.97) 7.27 (3.92)
48.12 (16.81) 4812 (16.81)

99 393 (44.25)
85120 (37.90)
40099 (17.85)

256 674 (57.14)
145353 (32.36)
47197 (10.57)

9927 (4.47) 10630 (2.39)
44764 (20.14) 87059 (19.58)
45637 (20.53) 90509 (20.35)
53690 (24.16) 110406 (24.83)
68 225 (30.70) 146 114 (32.86)
33113 (14.74) 173347 (38.59)
61166 (27.23) 141802 (31.57)
47 279 (21.05) 69280 (15.42)
83054 (36.98) 64795 (14.42)

1120 (0.50) 2319 (0.52)

2323 (1.03) 3824 (0.85)

1.38 1.17




Breast cancer risk among women with schizophrenia and association

Model Group HR (95% CI) HR (95% Cl)
Unadjusted Schizophrenia patients —e— 1.27 (1.20-1.33) —e—i 1.09 (1.03-1.15)
Other psychiatric dirsorders patients —o— 1.16 (1.10-1.22) [ ] Reference
General population group [ ] Reference
Adjusted Schizophrenia patients —o— 1.26 (1.20-1.32) —o— 1.07 (1.02-1.14)
Other psychiatric dirsorders patients —o— 1.17 (1.11-1.28) [ ] Reference
General population group ® Reference
0.8 1.0 1.2 1.4 0.8 1.0 12

Hazard ratios for breast cancer Hazard ratios for breast cancer

Fig. 1 Hazard ratios (HR) for breast cancer among people with schizophrenia and two control groups (1:1:2 matched). Schizophrenia: people
diagnosed with schizophrenia and prescribed antipsychotics. People with other psychiatric disorders: persons who have been diagnosed with
psychiatric disorders, excluding the case group (diagnosis codes F10-F19, F30-F69) general population: persons who have never been

diagnosed with psychiatric disorders or dementia, excluding the case group and control 1 group (diagnosis codes FO0-F99, G30, G31.8, G31.00).
Unadjusted: crude model (matched by age), adjusted: Charlson Comorbidity Index, insurance premiums and the number of out-patient visits per

year adjusted.

model, the risk of breast cancer remained significantly higher
among women with schizophrenia (hazard ratio =1.07; 95% CI:
1.02-1.14) (Fig. 1).

Competing risks analysis

In subdistributional hazard models accounting for competing risks,
the estimated hazard ratios were 1.24 (95% CI: 1.18-1.31) for
women with schizophrenia and 1.17 (95% CI: 1.12-1.23) for
women with other psychiatric disorders, compared with the
general population. Compared with those of women with other psy-
chiatric disorders, the estimated hazard ratio was 1.06 (95% CI:
1.01-1.12) for women with schizophrenia (Supplementary Table 3).

Analysis with 2-year washout period

When analysing the risk of breast cancer using only incident cases of
schizophrenia with a 2-year washout period, no significant results
were observed. Compared with the general population group, the
hazard ratio was 1.05 (95% CI: 0.96-1.15), indicating no significant
increase in breast cancer risk. Similarly, no significant difference was
found when comparing to the other psychiatric disorders group
(hazard ratio = 0.97, 95% CI: 0.88-1.07) (Supplementary Table 4).

Age-stratified analysis

In the age-stratified analysis, women with schizophrenia (compared
with women in the general population) between the ages of 40 and
64 years had the highest relative risk of breast cancer (hazard ratio
=1.36 (95% CI: 1.26-1.46)). The hazard ratio of breast cancer for

those younger than 40 years was 1.07 (95% CIL: 0.95-1.20);
among those > 65 years of age, the hazard ratio was 1.14 (95%
CI: 0.94-1.38). However, compared with those with other psychi-
atric disorders, no significant results were observed in any sub-
group, but women with schizophrenia who were > 65 years of age
had the highest relative risk of breast cancer (hazard ratio=1.18
(95% CI: 0.96-1.46)) (Supplementary Table 5).

Landmark analysis with antipsychotic medication

In a landmark analysis limited to women with schizophrenia, the
risk of breast cancer increased with increasing duration of anti-
psychotic treatment, after adjusting for comorbidities and socio-
economic status. Compared with women on treatment for <0.5
years, women on treatment for 0.5-1 year did not have an elevated
hazard of breast cancer (hazard ratio = 0.95 (95% CI: 0.68-1.33)).
Women on treatment for 1-3 years had a hazard ratio of 1.23
(95% CI: 1.00-1.51), women on treatment for 3-4 years had a
hazard ratio of 1.21 (95% CI: 0.96-1.52) and women on treatment
for >4 years had a hazard ratio of 1.36 (95% CI: 1.12-1.66) (P =
0.001) (Table 2). Similar findings were obtained in landmark ana-
lyses specifying landmark time points of 4 and 6 years
(Supplementary Table 6).

Antipsychotic generation stratification

When stratified by generation of antipsychotics FGA versus SGA,
the estimated association between treatment duration and breast
cancer risk was not statistically significant for SGAs (P =0.147).
For FGAs, women with schizophrenia who received treatment for

Table 2 Landmark analysis of breast cancer incidence in individuals with schizophrenia with different duration of antipsychotics use

Incidence rate e Model 2
Antipsychotics duration N (Case) (N/1000 py) HR (95% ClI) HR (95% Cl) P for trend
<0.5 year 24 360 (136) 0.63 Ref Ref 0.001
0.5-1 year 8801 47) 0.60 0.97 (0.70-1.36) 0.95 (0.68-1.33)
1-3 years 40342 (375) 0.92 1.68 (1.38-2.04) 1.23 (1.00-1.51)
3-4 years 21249 (179) 0.84 1.51 (1.21-1.89) 1.21 (0.96-1.52)
>4 years 49026 (431) 0.90 1.55 (1.28-1.89) 1.36 (1.12-1.66)
Model 1: age adjusted.
Model 2: (model 1) + Charlson Comorbidity Index, insurance premiums and the number of out-patient visits per year adjusted.
Landmark time: 5 years after index date.
py, person-years; HR, hazard ratio.
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Antipsychotics Incidence rate
Classification duration N (Case) (N/1000 py) HR (95% CI) P for trend

FGA <0.5 year 107,152 (790) 0.77 ® Reference 0.011

0.5-1 year 6,416 (46) 0.73 —— 0.87 (0.64-1.13)

1-3years 18,181 (209) 1.06 —@— 1.19 (1.01-1.40)

3-4 years 4,776 (62) 1.21 —— 1.39(1.07-1.81)

>4 years 6,085 (61) 0.97 ——— 1.15 (0.88-1.49)
SGA <0.5 year 38,016 (296) 0.82 . Reference 0.147

0.5-1 year 9,823 (61) 0.67 — —'—‘ 0.86 (0.65-1.14)

1-3 years 36,762 (327) 0.89 —— 1.02 (0.87-1.20)

3-4 years 17,949 (132) 0.75 = 0.93(0.76-1.14)

>4 years 41,228 (352) 0.88 H—— 1.13 (0.97-1.33)

0.0 0.5 1.0 1.5 2.0

Hazard ratios for breast cancer

Fig.2 Landmark analysis of breast cancer incidence by duration of antipsychotics use by generation. Model: age, Charlson Comorbidity Index,

insurance premiums and the number of out-patient visits per year adjusted. Landmark time: 5 years after index date. FGA, first-generation
antipsychotics; SGA, second generation antipsychotics; py, person-years, HR, hazard ratio.

1-3 years had a hazard ratio of 1.19 (95% CI: 1.01-1.40), while
women who received treatment for 3-4 years had a hazard ratio
of 1.39 (95% CI: 1.07-1.81). Although the test for trend was statis-
tically significant (P =0.011), no statistically significant association
was found for women who received treatment for more than 4 years
(hazard ratio = 1.15 (95% CI: 0.88-1.49)) (Fig. 2, Supplementary
Table 7). As some people with other psychiatric disorders may
also take antipsychotics, we examined the distribution of anti-
psychotic treatment durations. However, the majority of individuals
in the ‘other psychiatric disorders’ group did not take antipsychotics
(91.34%), and among those who took antipsychotics, a significant
portion had a treatment duration of less than 1 year (7.02%)
(Supplementary Table 8).

Discussion

In this South Korean population-based cohort study, with over 6
545547 person-years of follow-up, we found that women with
schizophrenia had a higher risk of breast cancer than women in
the general Korean population. The elevated risk compared with
women with other psychiatric disorders suggests that the estimated
association is due to factors specific to schizophrenia rather than
unmeasured behavioural or structural characteristics shared by
women with other psychiatric disorders. Consistent with the pre-
vailing models of biological plausibility, the risks were highest for
middle-aged women between the ages of 40 and 64 years, and for
women treated with first-generation antipsychotic medications.

The higher risk of breast cancer among middle-aged women
with schizophrenia could be consistent with a model based on the
greater influence of schizophrenia or antipsychotic medications
on the development of breast cancer during periods in which
women experience hormonal changes such as menopause. Similar
to our findings, a Swedish population-based cohort study of 111
306 people with schizophrenia found an elevated incidence of
breast cancer among women with schizophrenia aged 40-65 years
(incidence rate ratio = 1.19 (95% CI: 1.09-1.29)).”

Findings from our landmark analysis supported the hypothesis
that antipsychotic medications increase the risk of breast cancer,
and this needs to be interpreted in relation to hyperprolactinemia.
Although hyperprolactinemia is a general feature of most anti-
psychotic medications, large differences have been observed
within this class of medications.*®*” The highest rates of

hyperprolactinemia are consistently reported in association with
amisulpride, risperidone and paliperidone, while the aripiprazole
and quetiapine have the most favourable profile with regard to
the outcome.”®*” Our finding that breast cancer risk was associated
only with the use of FGAs could potentially be explained by the fact
that SGAs include both prolactin-preserving antipsychotics and
prolactin-raising antipsychotics. Similar to our findings, a 2017
study using Taiwan insurance claims data on people with schizo-
phrenia also found that, relative to people on FGAs alone, there
was no statistically significant elevation of breast cancer among
people who used SGAs.'"* A Taiwanese study also observed that
among SGAs, exposure to risperidone, paliperidone and sulpiride
had a larger (but not statistically significant) magnitude of associ-
ation with breast cancer than exposure to aripiprazole, clozapine,
quetiapine, olanzapine or ziprasidone.'* These findings highlight
the necessity of investigating the mediating effect of hyperprolacti-
nemia on the risk of breast cancer linked to specific antipsychotics.

The current study has a few limitations. First, we did not have
access to information regarding the specific antipsychotic medica-
tion used. Because of heightened safeguards around protecting per-
sonal information regarding the use of psychiatric medications,
information on specific medication names was not provided; only
information about broad classes (i.e. FGA versus SGA) was pro-
vided. Moreover, without specific medication names and dosage
information (e.g. olanzapine 5 mg/10 mg), it was not possible to cal-
culate defined daily doses (DDD) or cumulative doses.

Second, we lacked information on menopausal status and age at
menopause. We inferred perimenopausal and postmenopausal sta-
tuses based on age. However, there was significant heterogeneity in
menopausal onset across age groups. More detailed data (e.g. gath-
ered using surveys) could help resolve this uncertainty.

Third, our landmark analysis included only individuals who had
been followed up to the landmark point, which may have caused
selection bias. In addition, although the period of antipsychotic
treatment was calculated from the index date to the landmark
point, no treatment was considered after the landmark point.
Therefore, it is difficult to ascribe clinical meaning to duration
thresholds because the actual duration of antipsychotic medication
use may be longer. It is clear from our analysis that longer treatment
duration is associated with a higher risk of breast cancer.

Fourth, our study includes both incident and prevalent cases of
schizophrenia due to the left-censored nature of our data. We con-
ducted an additional analysis using the first 2 years (2007-2008) as a



washout period and analysed only those who were first diagnosed
with schizophrenia within the data-set after this period. However,
this approach yielded non-significant results across all outcomes.
Analysing only incident cases would predominantly include
younger individuals, as schizophrenia typically manifests in early
adulthood, thus complicating breast cancer observation within the
12-year follow-up. Thus, confirming the risk of breast cancer devel-
opment requires sufficient observation periods for incident cases of
people with schizophrenia.

Fifth, we lacked information on genetic predisposition factors,
such as family history of breast cancer. Breast cancer is strongly
influenced by genetic factors.”® Therefore, further research evaluat-
ing both the genetic and environmental factors of breast cancer is
necessary. Additionally, because of lack of data, other potential con-
founding factors such as obesity, diet, substance use, smoking,
alcohol, parity (nulliparity) and breastfeeding were not accounted
for in our study. These factors are known to influence breast
cancer risk and may vary between the schizophrenia group and
the control groups.*"* Including these variables in subsequent ana-
lyses would provide a more comprehensive understanding.

Sixth, in the analysis of breast cancer risk based on the duration of
antipsychotic use among people with schizophrenia, confounding by
indication may still be present. There may be differences in disease
characteristics, such as severity, between individuals with shorter
and longer medication durations. However, the severity of schizo-
phrenia is not directly linked to breast cancer risk, and there may
be complex mechanisms involved that are not fully understood.

Despite these limitations, our study has several strengths. First,
using two control groups, we confirmed the risk of breast cancer
among women with schizophrenia, not only compared with
women in the general population but also women with other psychi-
atric disorders. The results of this study support the hypothesis that
individuals with schizophrenia have an increased risk of breast
cancer, that this risk appears to be specific to schizophrenia rather
than other psychiatric disorders and that this risk increases with
the duration of antipsychotic medication treatment.

Second, to the best of our knowledge, this is the first Korean
study to use national data to investigate the association between
schizophrenia and breast cancer. Therefore, the findings of this
study can be extrapolated to the entire population of Korea. This
study serves as a foundation for the development of new clinical
guidelines. As one aspect of the patient treatment guidelines, health-
care providers should recommend breast cancer screening for post-
menopausal women with schizophrenia. Although additional
medication research is required, it might be possible to establish
medication selection guidelines that suggest the use of SGAs
rather than FGAs for individuals with schizophrenia and confirmed
breast cancer risk factors such as a family history of breast cancer.

Our findings suggest the need for further studies to understand
the mechanisms underlying the observed association, as well as to
support enhanced surveillance efforts for breast cancer prevention
in this key population.*’

Ji Su Yang (), PhD, Department of Preventive Medicine, Yonsei University College of
Medicine, Seoul, Korea; Sunghyuk Kang, MD, Department of Preventive Medicine,
Yonsei University College of Medicine, Seoul, Korea; Kwanghyun Kim, MD, Department
of Preventive Medicine, Yonsei University College of Medicine, Seoul, Korea; Department
of International Health, Johns Hopkins University Bloomberg School of Public Health,
Baltimore, Massachusetts, USA; Alexander C. Tsai (2}, MD, PhD, Harvard Medical
School, Boston, Massachusetts, USA; Center for Global Health, Massachusetts General
Hospital, Boston, Massachusetts, USA; Harvard Center for Population and Development
Studies, Cambridge, Massachusetts, USA; Chul-Hyun Cho (), MD, PhD, Department of
Psychiatry, Korea University College of Medicine, Seoul, Korea; Department of Biomedical
Informatics, Korea University College of Medicine, Seoul, Korea; Sun Jae Jung (=), MD,
PhD, Department of Preventive Medicine, Yonsei University College of Medicine, Seoul,
Korea; Department of Preventive Medicine, Yonsei University College of Medicine, Seoul,
Korea; Center for Global Health, Massachusetts General Hospital, Boston,
Massachusetts, USA; and Harvard Center for Population and Development Studies,
Cambridge, Massachusetts, USA

Breast cancer risk among women with schizophrenia and association

Correspondence: Sun Jae Jung. Email: sunjaejung@yuhs.ac

First Received: 12 Jan 2024, revised: 15 Jul 2024, accepted: 16 Aug 2024

Supplementary material

Supplementary material is available online at https:/doi.org/10.1192/bjp.2024.170

Data availability

Data cannot be shared publicly because of the regulations of the National Health Insurance
Sharing Service.

Author contributions

Study design and concept: J.S.Y., SK., C.-H.C. and S.J.J. Data acquisition, analysis and interpret-
ation:J.S.Y., SK., C.-H.C. and S.J.J. Drafting of the manuscript: J.S.Y. Critical revision of the manu-
script for intellectual content: SK., KK., A.C.T., C.-H.C. and S.J.J. Statistical analysis: J.S.Y. and
S.K. Obtained funding: S.J.J. Study supervision: S.J.J. and C.-H.C.

Funding

This research was supported by a National Research Foundation of Korea (NRF) grant funded
by the Korean Government (MSIT) (No. 2020R1C1C1003502). A.C.T. acknowledges salary
support from U.S. National Institutes of Health grant No. K24DA061696-01. The funding sources
had no role in the design and conduct of the study; collection, management, analysis and
interpretation of the data; preparation, review or approval of the manuscript; or the decision
to submit the manuscript for publication.

Declaration of interest
A.C.T. receives an honorarium from Elevier for his work as Co-editor in Chief of the Elsevier-

owned journal SSM — Mental Health. The other authors declare no competing interests related
to this study.

References

N

Etchecopar-Etchart D, Korchia T, Loundou A, Llorca P-M, Auquier P, Lancon C,
et al. Comorbid major depressive disorder in schizophrenia: a systematic
review and meta-analysis. Schizophr Bull 2021; 47(2): 298-308.

Temmingh H, Stein DJ. Anxiety in patients with schizophrenia: epidemiology
and management. CNS Drugs 2015; 29: 819-32.

Azad MC, Shoesmith WD, Al Mamun M, Abdullah AF, Naing DKS,
Phanindranath M, et al. Cardiovascular diseases among patients with schizo-
phrenia. Asian J Psychiatry 2016; 19: 28-36.

Hjorthgj C, Stlirup AE, McGrath JJ, Nordentoft M. Years of potential life lost and
life expectancy in schizophrenia: a systematic review and meta-analysis.
Lancet Psychiatry 2017; 4(4). 295-301.

Irwin KE, Henderson DC, Knight HP, Pirl WF. Cancer care for individuals with
schizophrenia. Cancer 2014; 120(3): 323-34.

Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal A, et al.
Global cancer statistics 2020: GLOBOCAN estimates of incidence and mortality
worldwide for 36 cancers in 185 countries. CA Cancer J Clin 2021; 71(3):
209-49.

Pettersson D, Gissler M, Hallgren J, Osby U, Westman J, Bobo W. The overall
and sex-and age-group specific incidence rates of cancer in people with
schizophrenia: a population-based cohort study. Epidemiol Psychiatr Sci 2020,
29: e132.

Zhuo C, Triplett PT. Association of schizophrenia with the risk of breast cancer
incidence: a meta-analysis. JAMA Psychiatry 2018; 75(4): 363-9.

Barak Y, Levy T, Achiron A, Aizenberg D. Breast cancer in women suffering
from serious mental illness. Schizophr Res 2008; 102(1-3): 249-53.

10 Goldacre MJ, Kurina LM, Wotton CJ, Yeates D, Seagroatt V. Schizophrenia and
cancer: an epidemiological study. Br J Psychiatry 2005; 187(4): 334-8.

11 Chou FH-C, Tsai K-Y, Su C-Y, Lee C-C. The incidence and relative risk factors for
developing cancer among patients with schizophrenia: a nine-year follow-up
study. Schizophr Res 2011; 129(2-3): 97-103.

12 Xiping Z, Shuai Z, Feijiang Y, Bo C, Shifeng Y, Qihui C. Meta-analysis of the
correlation between schizophrenia and breast cancer. Clin Breast Cancer
2019; 19(1): e172-85.

N

w

£

[,

o

~N

0

o

211


https://orcid.org/0000-0001-5070-6923
https://orcid.org/0000-0001-6397-7917
https://orcid.org/0000-0002-1663-9680
https://orcid.org/0000-0002-5194-7339
mailto:sunjaejung@yuhs.ac
https://doi.org/10.1192/bjp.2024.170
https://doi.org/10.1192/bjp.2024.170

Yang et al

212

13

14

15

16

17

18

19

20

21

22

23

24

25

26

Lin CY, Lane HY, Chen TT, Wu YH, Wu CY, Wu VY. Inverse association between
cancer risks and age in schizophrenic patients: a 12-year nationwide cohort
study. Cancer Sci 2013; 104(3): 383-90.

Chou AW, Wang Y-C, Lin C-L, Kao C-H. Female schizophrenia patients and risk
of breast cancer: a population-based cohort study. Schizophr Res 2017; 188:
165-71.

Anmella G, Fico G, Lotfaliany M, Hidalgo-Mazzei M, Soto-Angona O, Gimenez-
Palomo A, et al. Risk of cancer in bipolar disorder and the potential role of
lithium: international collaborative systematic review and meta-analyses.
Neurosci Biobehav Rev 2021; 126: 529-41.

Vin-Raviv N, Dekel R, Barchana M, Linn S, Keinan-Boker L. World War Il-related
post-traumatic stress disorder and breast cancer risk among Israeli women:
a case-control study. Int Psychogeriatr 2014; 26(3): 499-508.

Chiriac V-F, Baban A, Dumitrascu DL. Psychological stress and breast cancer
incidence: a systematic review. Clujul Med 2018; 91(1): 18.

Hwong A, Wang K, Bent S, Mangurian C. Breast cancer screening in women
with schizophrenia: a systematic review and meta-analysis. Psychiatr Serv
2020; 71(3): 263-8.

Keepers GA, Fochtmann LJ, Anzia JM, Benjamin S, Lyness JM, Mojtabai R,
et al. The American Psychiatric Association Practice Guideline for the
Treatment of Patients With Schizophrenia. Am J Psychiatry 2020; 177(9):
868-72.

Taipale H, Solmi M, Lahteenvuo M, Tanskanen A, Correll CU, Tiihonen J.
Antipsychotic use and risk of breast cancer in women with schizophrenia:
a nationwide nested case-control study in Finland. Lancet Psychiatry 2021;
8(10): 883-91.

De Hert M, Peuskens J, Sabbe T, Mitchell AJ, Stubbs B, Neven P, et al.
Relationship between prolactin, breast cancer risk, and antipsychotics in
patients with schizophrenia: a critical review. Acta Psychiatr Scand 2016;
133(1): 5-22.

Wang M, Wu X, ChaiF, Zhang Y, Jiang J. Plasma prolactin and breast cancer risk:
a meta-analysis. Sci Rep 2016; 6(1): 1-7.

Lee HJ, Ormandy CJ. Interplay between progesterone and prolactin in mam-
mary development and implications for breast cancer. Mol Cell Endocrinol
2012; 357(1-2): 101-7.

Dekkers O, Ehrenstein V, Bengtsen M, Farkas DK, Pereira AM, Sgrensen HT,
et al. Breast cancer risk in hyperprolactinemia: a population-based cohort
study and meta-analysis of the literature. Eur J Endocrinol 2015; 173(2):
269-73.

Berinder K, Akre O, Granath F, Hulting A-L. Cancer risk in hyperprolactinemia
patients: a population-based cohort study. Eur J Endocrinol 2011; 165(2):
209-15.

Kwon S. Thirty years of national health insurance in South Korea: lessons for
achieving universal health care coverage. Health Policy Plann 2009; 24(1):
63-71.

27

28

29

30

31

32

33

34

35

36

37

38

39

40

Yang MS, Park M, Back JH, Lee GH, Shin JH, Kim K, et al. Validation of cancer
diagnosis based on the national health insurance service database versus the
national cancer registry database in Korea. Cancer Res Treat 2022; 54(2):
352-61.

Jeong H, Lee SH, Lee S-y, Kim J, Kim G, Kwon H, et al. Validation of the Korean
version of the psychosis screener to identify patients with psychosis.
Psychiatry Invest 2021; 18(8): 736.

Khang Y-H, Yang S, Cho H-J, Jung-Choi K, Yun S-C. Decomposition of socio-
economic differences in life expectancy at birth by age and cause of death
among 4 million South Korean public servants and their dependents. Int J
Epidemiol 2010; 39(6): 1656-66.

Charlson ME, Pompei P, Ales KL, MacKenzie CR. A new method of classifying
prognostic comorbidity in longitudinal studies: development and validation.
J Chronic Dis 1987; 40(5): 373-83.

Schoenfeld D. Partial residuals for the proportional hazards regression model.
Biometrika 1982; 69(1): 239-41.

Fine JP, Gray RJ. A proportional hazards model for the subdistribution of a
competing risk. J Am Stat Assoc 1999; 94(446): 496-509.

Rahman SASA, Zainudin SR, Mun VLK. Assessment of menopausal symptoms
using modified menopause rating scale (MRS) among middle age women in
Kuching, Sarawak, Malaysia. Asia Pac Fam Med 2010; 9: 1-6.

Anderson JR, Cain KC, Gelber RD. Analysis of survival by tumor response. J Clin
Oncol 1983; 1(11): 710-9.

Hall WH, Ramachandran R, Narayan S, Jani AB, Vijayakumar S. An electronic
application for rapidly calculating Charlson Comorbidity Score. BMC Cancer
2004; 4: 1-8.

De Hert M, Detraux J, Stubbs B. Relationship between antipsychotic medica-
tion, serum prolactin levels and osteoporosis/osteoporotic fractures in
patients with schizophrenia: a critical literature review. Expert Opin Drug
Safety 2016; 15(6): 809-23.

Peuskens J, Pani L, Detraux J, De Hert M. The effects of novel and newly
approved antipsychotics on serum prolactin levels: a comprehensive review.
CNS Drugs 2014; 28: 421-53.

Turnbull C, Rahman N. Genetic predisposition to breast cancer: past, present,
and future. Annu Rev Genomics Hum Genet 2008; 9: 321-45.

Seeman M. Preventing breast cancer in women with schizophrenia. Acta
Psychiatr Scand 2011; 123(2): 107-17.

Solmi M, Firth J, Miola A, Fornaro M, Frison E, Fusar-Poli P, et al. Disparities
in cancer screening in people with mental illness across the world versus
the general population: prevalence and comparative meta-analysis including

4717 839 people. Lancet Psychiatry 2020; 7(1): 52-63.
EXTRA OPEN @
co
@i @





