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BACKGROUND

•
•
•
•

Antipsychotics are believed to heighten the risk of ischemic heart disease (IHD) [1]
However, mixed findings are reported by existing meta-analyses [2, 3]
This association may only exist in certain subpopulations
Sex differences of this association have been little examined

METHODS
Design

•
•
•
•
•
•

Multicenter retrospective cohort study
Records of all public General Outpatient
Clinic (Hospital Authority) patients aged 45+
who visited during 2007—2010 were examined
The last visit was taken as the baseline

Those who had an International Classification
of Primary Care (ICPC) codes of IHD (K74,
K75, and K76) or any hospitalization in the
past 12 months were excluded

Figure 2. Patterns of survival free of acute hospitalization due to IHD by sex and prescription
of antipsychotics. Shaded area represents 95% confidence intervals

Follow-up until hospitalization through accident & emergency units for IHD or any other
acute reasons or four years after baseline
Ethics approval by Survey and Behavioral
Research Ethics Committee of the Chinese
University of Hong Kong (Date: 25th August
2015)

Outcome and Exposures

•
•
•
•

Outcome: time to acute IHD hospitalization
Main exposure: prescription of any of 16
antipsychotic medications in the past 12
months (prior to the baseline)
Effect modifier: biological sex
Confounders: age, schizophrenia (ICPC code
P72), dementia (ICPC code P70), depression
(ICPC codes P03, P76, and P77), bipolar
disorder (ICPC code P73), diabetes (ICPC
codes T89 and T90), hypertension (ICPC
codes K86 and K87), atrial fibrillation (ICPC
code K78), stroke (ICPC codes: K89 and
K90), lipid disorder (ICPC code T93), tobacco
abuse (ICPC code P17), antidepressant and
statin prescriptions

Statistical analysis
Figure 1. Flow chart showing the procedures of the sample selection for this
study

•

Mixed-effects Cox regression (random intercept across 74 clinics)

Figure 3. Forest plot showing the hazard ratios for the interaction between antipsychotics
and sex (men as referent) from the replicated main analysis with each of the listed 16 antipsychotics omitted. Number of patients in the cohort who were prescribed the antipsychotic at
least once in the past 12 months is also shown

DISCUSSION

•
•
•
•

Antipsychotic prescription is associated with an increased risk of acute IHD among women
in primary care and this relationship may be explained by specific antipsychotics
Possible mechanisms include stronger physiological response among women [4], lower
required antipsychotic dosage for women [5], and better medication compliance among
women [6]
Study limitations include the absence of randomization or propensity score matching (due
to data unavailability), the lack of private sector data and data on deaths outside hospitals,
lack of data on lifestyle and biometric parameters, under-recorded psychiatric diagnoses
Caution is warranted when prescribing antipsychotics for women considering the associated cardiovascular risks
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Among 1,043,236 included patients, 17,780 (1.7%) were prescribed antipsychotics, and
8,342 (0.8%) developed IHD (please see Table 1)
Kaplan Meier curve in Figure 2 shows a possible interaction between antipsychotic use
and sex, with a greater increase of risk associated with antipsychotics among women
than men
In sex-specific analyses, antipsychotic prescription was associated with a 32% increased
hazard rate of acute IHD among women (95% CI: 1.05 – 1.67) but not among men
(please see Table 2)
In the sex-combined model, the adjusted hazard ratio for the interaction between antipsychotics and being women was 1.46 (95% CI: 1.04 – 2.05) (please see Table 2)
This moderation effect attenuated and became non-significant when either haloperidol or
quetiapine was omitted from the operationalization of antipsychotic use (please see Figure 3)
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