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Abstract
Background  We explored if the administration of fluoxetine, recognized for its potential in adipocyte browning, 
entails a differential risk of coronary heart disease (CHD) in comparison to other SSRI medications.

Methods  Using the National Health Insurance Research Database of Taiwan from 2000 to 2013, we conducted 
a retrospective cohort study. The exposure cohort comprised individuals prescribed fluoxetine for over 90 days 
(n = 2,228). Conversely, those administered other SSRIs (excluding fluoxetine) for a duration surpassing 90 days were 
designated as the non-exposed cohort (n = 8,912). CHD incidence served as our primary outcome measure, and we 
employed Cox proportional hazards models to scrutinize the relationship between fluoxetine exposure and CHD 
development rates.

Results  Compared with the non-exposed cohort, the fluoxetine use had a significantly decreased 21% risk of 
developing CHD in the exposed cohort (adjusted hazard ratio: 0.79%, 95% confidence interval: 0.68–0.92). Noticeably, 
results indicated that there was an inverse association between the fluoxetine exposure and the risk of CHD, 
regardless of whether men, women or other age groups.

Conclusion  Our findings suggest that clinical use of fluoxetine was associated with a 21% reduced risk of CHD 
relative to other SSRI prescriptions.
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Introduction
Depression, a universally acknowledged mental disorder, 
can profoundly impair an individual’s functional capabili-
ties. According to the Global Burden of Disease Study, 
both depression and coronary heart disease (CHD) were 
major contributors to the worldwide disease burden in 
2020 [1]. Furthermore, compelling evidence suggests that 
depression acts as a significant predisposing factor for 
the development of CHD [2].

In the clinical management of depression, antidepres-
sants are recognized as the standard pharmacological 
strategy, ranking among the most frequently prescribed 
medications worldwide [3]. A myriad of antidepressant 
drugs have been explored for depression treatment, with 
selective serotonin reuptake inhibitors (SSRIs) often cho-
sen as first-line agents due to their pharmacological pro-
file [4]. 

Fluoxetine, one of the earliest developed SSRIs, dem-
onstrated a distinct efficacy and superior tolerability 
relative to other antidepressive agents [5]. In clinical 
discussions, the potential impact of antidepressant use, 
especially SSRIs, on CHD risk remains a topic of debate. 
Previous studies have alluded to a potential increased 
risk of CHD following SSRI administration [6–9]. Con-
trarily, some studies suggest that antidepressants might 
exert a protective effect against CHD risk [10, 11] while 
others found no discernible association with other anti-
depressive agents [12–16]. Meta-analyses have shown an 
association between antidepressant use and CHD risk in 
patients with pre-existing CHD at baseline [17], yet there 
has been limited focus on individuals without a history of 
CHD. Additionally, a definitive comparative risk of CHD 
between fluoxetine and other SSRIs remains elusive. 
Recent research in animal models indicates that fluox-
etine promotes adipose browning [18, 19], phenomenon 
which has been linked to potential therapeutic effects 
against atherosclerosis [20, 21]. This novel perspective 
could herald an optimized clinical choice. Consequently, 
we embarked on this study to elucidate the comparative 
risk of CHD between fluoxetine and other SSRIs in indi-
viduals without prior CHD. This retrospective cohort 
study used population-representative data from the 
Taiwan National Health Insurance Research Database 
(NHIRD).

Materials and methods
Data sources
We use a nationwide database which called National 
Health Insurance Research Database (NHIRD) to com-
plete this retrospective cohort study in Taiwan. NHIRD 
contained the majority of medical claims records from 
the National Health Insurance (NHI) Program. The NHI 
is a health insurance program that is state-funded, single-
payer, applicable to all Taiwanese residents. We obtained 

the comprehensive medical records of insured individu-
als from the NHIRD, which including the demographic 
data, condition during the clinical visits, diagnostic codes 
for the disease, prescription, retrospectively [22]. The 
diagnoses in the database were encoded and recorded by 
the International Classification of Diseases, Ninth revi-
sion, Clinical Modification (ICD-9-CM). Based on the 
good validity of the NHIRD, both in diseases diagnosis 
and prescription records, NHIRD had been applied to 
several high- quality epidemiological studies [23, 24]. 
We also extracted the data from the Longitudinal Health 
Insurance Database 2000 (LHID 2000) for this study, a 
subset of NHIRD. In the LHID 2000 dataset, there were 
one million beneficiaries randomly selected from the 
NHI in 2000. The content of LHID 2000 dataset included 
the details of historical ambulatory and inpatient care 
information. Among the beneficiaries, the distributions 
of demographic characteristics (age and gender) and 
medical care costs were not apparently different between 
the NHIRD and LHID 2000 [25]. Because all data used 
was encrypted and de-identified for scientific research, 
individual patient were not able to be tracked back and 
recognized in this study. This study was classified into the 
low-degree risk and free from the written-informed con-
sent from the subjects. The protocol has been reviewed 
and permitted by the Institutional Review Board of Fu-
Jen Catholic University (FJU-IRB No: C104014).

Study design and population
We included outpatient patients who have accepted 
SSRI fluoxetine or other SSRIs prescriptions for more 
than 90 days, a chronic prescription order period in the 
NHIRD. In this study, the exposure period was defined 
as the period between January 1, 2000 and December 
31, 2005. During the exposure period, patients receiv-
ing fluoxetine were categorized as the exposed group 
and the non-exposed group was those receiving other 
SSRIs, including citalopram, paroxetine, sertraline, flu-
voxamine, etoperidone, and escitalopram. In the present 
study, patients who received other SSRIs were defined 
as the non-exposed group for considerations of reduc-
ing potential confounding by indication [26]. The index 
date was marked as the date patients at the end of the 90 
days of SSRI exposure. Patients in both exposed and non-
exposed groups had no records of CHD diagnosis prior 
to the index date. The follow-up person-years were esti-
mated for study participants from the index date to CHD 
diagnosisor until the end of December 31, 2013.Propen-
sity score was calculated by the logistic regression model 
to adjust for potential confounders, including age, gender, 
index date, and comorbidities at the baseline, including 
diabetes mellitus (ICD-9-CM code 250), hyperlipidemia 
(ICD-9-CM code 272.4), hypertension (ICD-9-CM codes 
401 to 405), cerebral vascular disease (ICD-9-CM codes 
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430 to 438), heart failure (ICD-9-CM code 428), chronic 
liver disease (ICD-9-CM codes 570 to 572), and chronic 
kidney disease (ICD-9-CM code 585). In addition, the 
use of co-medications were also concerned and collected 
by using the code of the Anatomic Therapeutic Chemi-
cal (ATC) classification system, which is a distinct identi-
fier given to a medication based on the organ or system 
it targets and its mechanism of action. This classification 
system is managed by the World Health Organization 
(WHO). The contents of co-medications information 
involved beta blocking agents (ATC code C07), statins 
(ATC codes C10AA01, C10AA02, C10AA03, and 
C10AA04), clopidogrel (ATC code B01AC04), and aspi-
rin (ATC code A01AD05). We excluded patients age 
under 20 years (n = 1,750), those had a diagnosis of CHD 
before the index date (n = 3,144) and patients with sex 
unknown (n = 1), and patients who had been prescribed 
more than one type of SSRI or who switched between 
SSRIs in the study (n = 3,772). Ultimately, there were 

2,228 and 8,912 patients enrolled in the exposed cohort 
and the non-exposed cohort, respectively (Fig.  1). And 
there was no loss to follow-up in either the fluoxetine or 
comparison group during the follow-up period.

Clinical outcomes
Primary outcome of this cohort study was the new-onset 
of CHD between the two cohorts. Validity of CHD diag-
nosis was examined by the two conditions: patients in 
both cohorts had (1) more than two times outpatient 
diagnosis or (2) one inpatient diagnosis as one of CHDs 
as follows: acute myocardial infarction (ICD-9-CM code 
410), other acute or subacute forms of ischemic heart 
disease (ICD-9-CM code 411), old myocardial infarction 
(ICD-9-CM code 412), angina pectoris (ICD-9-CM code 
413) and other forms of chronic ischemic heart disease 
(ICD-9-CM code 414).

Fig. 1  Flow chart of participant selection. SSRI, selective serotonin receptor inhibitor
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Statistical analysis
Comparison of continuous and discrete variables 
between the two cohorts were assessed by using inde-
pendent t test and Chi-square test. The cumulative risk of 
CHD for both cohorts was determined and compared by 
the Kaplan-Meier method with log-rank test. Finally, the 
Cox proportional hazards regression models were con-
structed to calculate hazard ratios (HRs) displayed with 
95% confidence intervals (CIs) and investigate the cor-
relation between prescriptions of fluoxetine versus other 
SSRIs and incident CHD after the adjustment of con-
founders. The log-minus-log plot of survival was under-
took to verify inclusive variables met the proportionality 
assumption of the Cox regression mode [27]. Two-sided 
p value < 0.05 was considered the level of significant dif-
ference in the all tests. Study data were handled and man-
aged by using the SAS 9.1 software (SAS Institute, Cary, 
NC).

Results
Table 1 illustrated characteristics of age, gender, existing 
comorbidities at baseline, and use of concomitant medi-
cations in the fluoxetine-exposed and control cohorts. 
Between the two cohorts, the mean of age years and the 
percentage of sex, comorbidities, and concomitant medi-
cations were not significantly different based on the pro-
pensity score matching scenario.

Shown in Table  2, in total, 210 new CHD cases 
occurred during the 22,662 person-years at the cohort 
group receiving fluoxetine; then it led to the incidence 
rate of 9.27 every 1,000 person-years. Corresponding to 
these patients with use of other SSRIs, there were 1,077 
CHD cases happened in 92,344 person-years resulting 
in the incidence rate of 11.66 every 1,000 person-years. 
The cumulative incidence of CHD with exposure to other 
SSRIs was obviously higher than the comparison cohort 
with prescription of fluoxetine (p < 0.001). And the fol-
low-up length was10.17 years in the fluoxetine cohort 
and 10.16 years in the comparison cohort. Figure 2 pres-
ents Kaplan-Meier curves illustrating the cumulative 
incidence of CHD across the two cohorts. The Schoen-
feld test yielded a value of 0.939, consistent with the 
proportional hazards assumption. The fluoxetine-used 
cohort had an obviously reduced risk of CHD compared 
with another cohort (adjusted HR: 0.79, 95% CI: 0.68–
0.92) illustrated in Table 2. Noticeably, the negative asso-
ciations between the fluoxetine prescription and CHD 
occurrence were still observed even stratified by the gen-
der and age subgroups (Table 3).

Discussion
This retrospective cohort study significantly identified an 
inverse association between fluoxetine use and CHD risk. 
After adjusting for potential confounders, our data high-
lighted a 21% reduction in CHD risk for the fluoxetine 
group compared to those using other SSRIs. Notably, this 
risk reduction associated with fluoxetine was consistent 
across both genders and all age groups.

Prior research has elucidated the intricate relationship 
between depression and CHD. Goldston & Baillie (2008) 
[28] emphasized the importance of both pharmacologi-
cal and psychological interventions in reducing the risk 
associated with these conditions. A possible mechanism 
underlying the connection between depression and CHD 

Table 1  Baseline characteristics of study cohorts
Study cohorts

Variable Other SSRIs Fluoxetine p value
(n = 8,912) (n = 2,228)

Age (mean ± SD) 42.62 ± 15.13 43.16 ± 15.63 0.131
Follow years 10.36 ± 2.72 10.17 ± 2.84 0.003
Gender (No., %) 0.079
Female 5481(61.5%) 1325(59.5%)
Male 3431(38.5%) 903(40.5%)
Comorbidities (No., %)
Diabetes mellitus 1570(17.6%) 419(18.8%) 0.19
Hyperlipidemia 1273(14.3%) 321(14.4%) 0.882
Hypertension 2499(28.0%) 608(27.3%) 0.479
Cerebral vascular disease 1292(14.5%) 294(13.2%) 0.116
Heart failure 137(1.5%) 33(1.5%) 0.847
Chronic liver disease 1762(19.8%) 425(19.1%) 0.46
Chronic kidney disease 193(2.2%) 46(2.1%) 0.769
Concomitant medications
Beta-blockade 5256(59.0%) 1314(59.0%) 1.000
Statins 1468(16.5%) 367(16.5%) 1.000
Clopidogrel 148(1.7%) 37(1.7%) 1.000
Aspirin 1674(18.8%) 400(18.0%) 0.368
SSRIs, selective serotonin reuptake inhibitors

Table 2  Association between administration of fluoxetine and risk of coronary heart disease
Variable No. of

subjects
No. of CHD
cases

Crude HR (95% CI) Adjusted HR (95% CI)

Other SSRIs 8912 1077 1.00 1.00
Fluoxetine 2228 210 0.86 (0.49–0.98) 0.79 (0.68–0.92)
HR, hazard ratio; CI, confidence interval. SSRIs, selective serotonin reuptake inhibitors

Hazard ratios were adjusted for age, sex, index date, comorbidities, including diabetes mellitus, hyperlipidemia, hypertension, cerebral vascular disease, heart 
failure, chronic liver disease, and chronic kidney disease, as well as use of concomitant medications, including beta blocking agents, statins, clopidogrel and aspirin
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pertains to the energy system, which is intricately modu-
lated by various neuro-endocrine systems. Notably, sero-
tonin is recognized as a pivotal neurotransmitter in this 
energy system [29]. Concurrently, the serotonin system 
plays a significant role in the pathogenesis of mental ill-
nesses, including depression and anxiety-related dis-
orders [30]. SSRIs, which inhibit serotonin reuptake to 
elevate brain serotonin levels, are essential in modulat-
ing mood, sleep, and eating behaviors. They are now pri-
marily prescribed as antidepressants [31]. Given growing 
concerns about the frequent co-occurrence of metabolic 
diseases with mental illnesses, researchers have delved 
into the associations between SSRIs and lipid metabo-
lism. Intriguingly, multiple studies have unveiled the 
potential of fluoxetine to modulate metabolic dysfunc-
tions through adipocyte browning, a process that signifi-
cantly burns fatty acids, subsequently reducing plasma 
triglyceride levels and hypercholesterolemia [32] Indeed, 
these investigations underscore a robust protective 

correlation between adipocyte activation and atheroscle-
rosis [33, 34]. 

We considered the possibility that modifying the adi-
pocyte browning process through SSRIs might help miti-
gate metabolic dysfunction and offer potential benefits. 
Adipocyte browning involves the conversion of energy-
storing white adipose tissue (WAT) into more metaboli-
cally active brown adipose tissue, which burns energy in 
the form of heat, thereby increasing energy expenditure. 
Fluoxetine could inhibit the reuptake of serotonin at the 
synaptic level, increasing the availability of serotonin in 
the synaptic cleft. This elevated serotonin can regulate 
the expression of key genes involved in browning, such 
as UCP1, PRDM16, and PGC-1α, which are essential for 
the formation of brown adipocytes within white adipose 
tissue (WAT) [19, 35]. This process involves an increase 
in thermogenesis as well, resulting in higher energy 
expenditure and reduced fat mass. Additionally, con-
sideration of fluoxetine’s anti-inflammatory properties 
may also contribute to its metabolic benefits. Chronic 

Fig. 2  Kaplan-Meier curves for the cumulative risk of coronary heart disease stratified by administration of fluoxetine and other SSRIs. SSRI, selective 
serotonin receptor inhibitor
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inflammation is known to be closely associated with 
metabolic dysfunction, including insulin resistance and 
obesity [36]. By reducing inflammation [37], fluoxetine 
may further support adipocyte browning. Change and 
improve metabolic health. Animal model studies have 
shown that fluoxetine can induce adipocyte browning, 
leading to weight loss and improvement in metabolic 
parameters, even in the presence of a high-fat diet [32]. 
Although direct evidence in humans is limited, some 
studies suggest that fluoxetine can lead to weight loss 
and better metabolic outcomes, possibly due to enhanced 
thermogenesis [38]. In our study, we expanded those 
metabolic benefit into the possibility of decreasing the 
risk of CHD occurrence. And promising result showed 
a 21% decreasing risk of developing CHD in our cohort. 
However, there is no definitive evidence to suggest that 
fluoxetine’s promotion of adipocyte browning is unique 
among SSRIs. It may simply be that fluoxetine has been 
the most extensively studied SSRI in this context. Further 
research is warranted to investigate the distinct mecha-
nisms of browning induction across different SSRIs.

The strengths of this study included that compared 
to self-reported records, a comprehensive prescription 
database was selected to mostly minimized recall bias. 
Under this consideration, the NHIRD could be almost 
the representative sample of Taiwan population because 
its reimbursement policy is generalized and operated by 
a single-payer. This allowed us to conduct our analyses by 
using an unselected patient population in a real-life set-
ting without leakage of personal information. However, 
there were also several methodological limitations on the 
interpretation of our findings in this work. In fact, the 

unavoidable bias that does exist is that information from 
medical claims databases often has limitation on the pre-
sentation of confounders [39]. We lacked of information 
of those possibly associated with CHD risk as potential 
confounders from claims dataset. We were not able to 
obtain the information about patients for the family his-
tory of CHD, lifestyle of smoking habits, how’s the qual-
ity of physical activity, and obesity. Therefore, residual 
confounding was still not to be ruled out in the present 
study unfortunately. Second, in this study, we used the 
prescription database which was unable to confirm the 
actual condition, also, the records was anonymous, so 
direct patient contact for validation was not possible, 
leaving the possibility of treatment non-compliance. Fur-
thermore, as this is a retrospective study, we were unable 
to conduct an on-treatment analysis to censor patients 
who discontinued treatment, due to the lack of detailed 
real-time prescription data. Despite these limitations, we 
believe the study results remain clinically meaningful.

Conclusion
Our findings suggest that fluoxetine administration was 
connected to a 21% reduced risk of CHD relative to other 
SSRI therapy. Then further studies to determine the clini-
cal implications of the present study are still needed.
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Table 3  Association between administration of fluoxetine and risk of coronary heart disease stratified by gender and age
Variable No. of subjects No. of CHD cases Crude HR (95% CI) P value Adjusted HR (95% CI) P value
Gender
Male
Other SSRIs 3431 463 1.00 1.00
Fluoxetine 903 89 0.74 (0.59–0.93) 0.009 0.77 (0.62–0.97) 0.027
Female
Other SSRIs 5481 614 1.00 1.00
Fluoxetine 1325 121 0.84 (0.69–1.02) 0.071 0.82 (0.67–0.99) 0.042
Age (years)
≦ 49
Other SSRIs 6173 406 1.00 1.00
Fluoxetine 1540 70 0.71 (0.55–0.91) 0.008 0.68 (0.52–0.87) 0.003
50–64
Other SSRIs

1775 412 1.00 1.00

Fluoxetine 421 82 0.84 (0.66–1.06) 0.142 0.81 (0.64–1.03) 0.084
≧ 65
Other SSRIs

964 259 1.00 1.00

Fluoxetine 267 58 0.84 (0.63–1.12) 0.228 0.88 (0.66–1.17) 0.365
HR, hazard ratio; CI, confidence interval. SSRIs, selective serotonin reuptake inhibitors

Hazard ratios were adjusted for age, sex, index date, comorbidities, including diabetes mellitus, hyperlipidemia, hypertension, cerebral vascular disease, heart 
failure, chronic liver disease, and chronic kidney disease, as well as use of concomitant medications, including beta blocking agents, statins, clopidogrel and aspirin

https://doi.org/10.1186/s12872-024-04280-5
https://doi.org/10.1186/s12872-024-04280-5


Page 7 of 8Li et al. BMC Cardiovascular Disorders          (2024) 24:628 

Acknowledgements
All authors thank for the data and administrative support managed from the 
National Health Research Institute, Ministry of Health and Welfare.

Author contributions
Conceptualization, Fang-Ling Li, Yu-Tse Sheih, Ming-Hsun Lin and Chien-An 
Sun; Data curation, Yong-Chen Chen; Formal analysis, Yong-Chen Chen and 
Wen-Tung Wu; Investigation, Yu-Ching Chou; Methodology, Fang-Ling Li and 
Chien-An Sun; Project administration, Chien-An Sun; Supervision, Chien-An 
Sun; Validation, Fang-Ling Li, Yong-Chen Chen, Tsung-Kun Lin, Ming-Hsun 
Lin, Wen-Tung Wu, Yu-Ching Chou and Chien-An Sun; Writing – original draft, 
Fang-Ling Li, Yu-Tse Sheih, Ming-Hsun Lin and Chien-An Sun; Writing – review 
& editing, Chien-An Sun.

Funding
This manuscript received no funding.

Data availability
The data sets used in the present study are not available based on the policy 
of using nation-wide insurance claims datasets by the Ministry of Health and 
Welfare in Taiwan. Correspondence and requests for materials should be 
addressed to Chien-An Sun.

Declarations

Ethics approval and consent to participate
The Institutional Review Board (IRB) of Fu-Jen Catholic University approved the 
study and waived the need for informed consent because the identifcation 
of subjects in the National Health Insurance Research Database (NHIRD) 
had been de-identifed prior to their release for research in order to ensure 
confdentiality (FJU-IRB No: C104014). We conducted this study in accordance 
with the Code of Ethics of the World Medical Association Declaration of 
Helsinki.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Declaration of financial/other relationships
F-L Li, Y-T Shieh, M-H Lin, Y-C Chen, W-T Wu, T-K Lin, Y‐C Chou and C‐A Sun 
have disclosed that they have no relationships with or financial interests in any 
commercial companies related to this study or article.

Received: 18 November 2023 / Accepted: 21 October 2024

References
1.	 Vos T, Lim SS, Abbafati C, Abbas KM, Abbasi M, Abbasifard M, Abbasi-

Kangevari M, Abbastabar H, Abd-Allah F, Abdelalim A. Global burden of 
369 diseases and injuries in 204 countries and territories, 1990–2019: a 
systematic analysis for the global burden of Disease Study 2019. Lancet. 
2020;396(10258):1204–22.

2.	 Brunner EJ, Shipley MJ, Britton AR, Stansfeld SA, Heuschmann PU, Rudd AG, 
Wolfe CD, Singh-Manoux A, Kivimaki M. Depressive disorder, coronary heart 
disease, and stroke: dose–response and reverse causation effects in the 
Whitehall II cohort study. Eur J Prev Cardiol. 2014;21(3):340–6.

3.	 Reid S, Barbui C. Long term treatment of depression with selective serotonin 
reuptake inhibitors and newer antidepressants. BMJ 2010; 340.

4.	 Olfson M, Marcus SC. National patterns in antidepressant medication treat-
ment. Arch Gen Psychiatry. 2009;66(8):848–56.

5.	 Cipriani A, Brambilla P, Furukawa TA, Geddes J, Gregis M, Hotopf M, Malvini L, 
Barbui C. Fluoxetine versus other types of pharmacotherapy for depression. 
Cochrane Database Syst Reviews 2005;4.

6.	 Cohen HW, Gibson G, Alderman MH. Excess risk of myocardial infarction in 
patients treated with antidepressant medications: association with use of 
tricyclic agents. Am J Med. 2000;108(1):2–8.

7.	 Hippisley-Cox J, Pringle M, Hammersley V, Crown N, Wynn A, Meal A, Coup-
land C. Antidepressants as risk factor for ischaemic heart disease: case-control 
study in primary care. BMJ. 2001;323(7314):666–9.

8.	 Rosenberg LB, Whang W, Shimbo D, Shah A, Shapiro PA, Davidson KW. 
Exposure to tricyclic antidepressants is associated with an increased 
risk of incident CHD events in a population-based study. Int J Cardiol. 
2010;145(1):124–5.

9.	 Tata L, West J, Smith C, Farrington P, Card T, Smeeth L, Hubbard R. General 
population based study of the impact of tricyclic and selective serotonin 
reuptake inhibitor antidepressants on the risk of acute myocardial infarction. 
Heart. 2005;91(4):465–71.

10.	 Sauer WH, Berlin JA, Kimmel SE. Selective serotonin reuptake inhibitors and 
myocardial infarction. Circulation. 2001;104(16):1894–8.

11.	 Scherrer JF, Garfield LD, Lustman PJ, Hauptman PJ, Chrusciel T, Zeringue A, 
Carney RM, Freedland KE, Bucholz KK, Owen R. Antidepressant drug compli-
ance: reduced risk of MI and mortality in depressed patients. Am J Med. 
2011;124(4):318–24.

12.	 Pratt LA, Ford DE, Crum RM, Armenian HK, Gallo JJ, Eaton WW. Depression, 
psychotropic medication, and risk of myocardial infarction: prospective data 
from the Baltimore ECA follow-up. Circulation. 1996;94(12):3123–9.

13.	 Sauer WH, Berlin JA, Kimmel SE. Effect of antidepressants and their relative 
affinity for the serotonin transporter on the risk of myocardial infarction. 
Circulation. 2003;108(1):32–6.

14.	 Whang W, Kubzansky LD, Kawachi I, Rexrode KM, Kroenke CH, Glynn RJ, Garan 
H, Albert CM. Depression and risk of sudden cardiac death and coronary 
heart disease in women: results from the nurses’ Health Study. J Am Coll 
Cardiol. 2009;53(11):950–8.

15.	 Hamer M, Batty GD, Seldenrijk A, Kivimaki M. Antidepressant medication use 
and future risk of cardiovascular disease: the Scottish Health Survey. Eur Heart 
J. 2011;32(4):437–42.

16.	 Kimmel SE, Schelleman H, Berlin JA, Oslin DW, Weinstein RB, Kinman JL, Sauer 
WH, Lewis JD. The effect of selective serotonin re-uptake inhibitors on the 
risk of myocardial infarction in a cohort of patients with depression. Br J Clin 
Pharmacol. 2011;72(3):514–7.

17.	 Pizzi C, Rutjes AWS, Costa GM, Fontana F, Mezzetti A, Manzoli L. Meta-analysis 
of selective serotonin reuptake inhibitors in patients with depression and 
coronary heart disease. Am J Cardiol. 2011;107(7):972–9.

18.	 Scabia G, Barone I, Mainardi M, Ceccarini G, Scali M, Buzzigoli E, Dattilo A, 
Vitti P, Gastaldelli A, Santini F. The antidepressant fluoxetine acts on energy 
balance and leptin sensitivity via BDNF. Sci Rep. 2018;8(1):1781.

19.	 Braz GRF, da Silva AI, Silva SCA, Pedroza AAS, de Lemos MDT, de Lima FAS, 
Silva TLA, Lagranha CJ. Chronic serotonin reuptake inhibition uncouples 
brown fat mitochondria and induces beiging/browning process of white fat 
in overfed rats. Life Sci. 2020;245:117307.

20.	 Kim HW, Shi H, Winkler MA, Lee R, Weintraub NL. Perivascular adipose tissue 
and vascular perturbation/atherosclerosis. Arterioscler Thromb Vasc Biol. 
2020;40(11):2569–76.

21.	 Roth CL, Molica F, Kwak BR. Browning of white adipose tissue as a therapeutic 
tool in the fight against atherosclerosis. Metabolites. 2021;11(5):319.

22.	 Hsieh C-Y, Su C-C, Shao S-C, Sung S-F, Lin S-J, Kao Yang Y-H. Lai EC-C: Taiwan’s 
national health insurance research database: past and future. Clin Epidemiol 
2019:349–58.

23.	 Cheng CL, Kao YHY, Lin SJ, Lee CH, Lai ML. Validation of the National Health 
Insurance Research Database with ischemic stroke cases in Taiwan. Pharma-
coepidemiol Drug Saf. 2011;20(3):236–42.

24.	 Wu C-Y, Chen Y-J, Ho HJ, Hsu Y-C, Kuo KN, Wu M-S, Lin J-T. Association 
between nucleoside analogues and risk of hepatitis B virus–related 
hepatocellular carcinoma recurrence following liver resection. JAMA. 
2012;308(18):1906–13.

25.	 Gau CS, Chang IS, Lin Wu FL, Yu HT, Huang YW, Chi CL, Chien SY, Lin KM, 
Liu MY, Wang HP. Usage of the claim database of national health insurance 
programme for analysis of cisapride-erythromycin co‐medication in Taiwan. 
Pharmacoepidemiol Drug Saf. 2007;16(1):86–95.

26.	 Kyriacou DN, Lewis RJ. Confounding by indication in clinical research. JAMA. 
2016;316(17):1818–9.

27.	 Gill R, Schumacher M. A simple test of the proportional hazards assumption. 
Biometrika. 1987;74(2):289–300.

28.	 Goldston K, Baillie AJ. Depression and coronary heart disease: a review of 
the epidemiological evidence, explanatory mechanisms and management 
approaches. Clin Psychol Rev. 2008;28(2):288–306.

29.	 Donovan MH, Tecott LH. Serotonin and the regulation of mammalian energy 
balance. Front NeuroSci. 2013;7:36.



Page 8 of 8Li et al. BMC Cardiovascular Disorders          (2024) 24:628 

30.	 Baldwin D, Rudge S. The role of serotonin in depression and anxiety. Int Clin 
Psychopharmacol. 1995;9:41–5.

31.	 Jakobsen JC, Katakam KK, Schou A, Hellmuth SG, Stallknecht SE, Leth-Møller 
K, Iversen M, Banke MB, Petersen IJ, Klingenberg SL. Selective serotonin 
reuptake inhibitors versus placebo in patients with major depressive disorder. 
A systematic review with meta-analysis and Trial Sequential Analysis. BMC 
Psychiatry. 2017;17(1):1–28.

32.	 Chiu Y-J, Tu H-H, Kung M-L, Wu H-J, Chen Y-W. Fluoxetine ameliorates 
high-fat diet-induced metabolic abnormalities partially via reduced adipose 
triglyceride lipase-mediated adipocyte lipolysis. Biomed Pharmacother. 
2021;141:111848.

33.	 Berbée JF, Boon MR, Khedoe PPS, Bartelt A, Schlein C, Worthmann A, Kooij-
man S, Hoeke G, Mol IM, John C. Brown fat activation reduces hypercholes-
terolaemia and protects from atherosclerosis development. Nat Commun. 
2015;6(1):6356.

34.	 Ying Z, Tramper N, Zhou E, Boon MR, Rensen PC, Kooijman S. Role of thermo-
genic adipose tissue in lipid metabolism and atherosclerotic cardiovascular 
disease: lessons from studies in mice and humans. Cardiovascular Res. 
2023;119(4):905–18.

35.	 Da Silva A, Braz G, Pedroza A, Nascimento L, Freitas C, Ferreira D, Manhães de 
Castro R, Lagranha C. Fluoxetine induces lean phenotype in rat by increas-
ing the brown/white adipose tissue ratio and UCP1 expression. J Bioenerg 
Biomembr. 2015;47:309–18.

36.	 Monteiro R, Azevedo I. Chronic inflammation in obesity and the metabolic 
syndrome. Mediat Inflamm. 2010;2010(1):289645.

37.	 Caiaffo V, Oliveira BD, de Sá FB, Evêncio Neto J. Anti-inflammatory, anti-
apoptotic, and antioxidant activity of fluoxetine. Pharmacol Res Perspect. 
2016;4(3):e00231.

38.	 Bross R, Hoffer LJ. Fluoxetine increases resting energy expenditure and basal 
body temperature in humans. Am J Clin Nutr. 1995;61(5):1020–5.

39.	 Hyman J. The limitations of using insurance data for research. J Am Dent 
Association. 2015;146(5):283–5.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	﻿The association between the fluoxetine use and the occurrence of coronary heart disease: a nationwide retrospective cohort study
	﻿Abstract
	﻿Introduction
	﻿Materials and methods
	﻿Data sources
	﻿Study design and population
	﻿Clinical outcomes
	﻿Statistical analysis

	﻿Results
	﻿Discussion
	﻿Conclusion
	﻿References


