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Identifying Antidepressants Less Likely 
to Cause Hyponatremia: Triangulation of 
Retrospective Cohort, Disproportionality, and 
Pharmacodynamic Studies
Takuya Nagashima1,*, Takashi Hayakawa1, Hayato Akimoto1, Kimino Minagawa2, Yasuo Takahashi2 and 
Satoshi Asai1,2

Antidepressants are known to cause hyponatremia, but conflicting evidence exists regarding specific 
antidepressants. To identify antidepressants less likely to cause hyponatremia, we conducted a triangulation study 
integrating retrospective cohort, disproportionality, and pharmacodynamic studies. In the retrospective cohort 
study of patients (≥ 60 years) in Nihon University School of Medicine’s Clinical Data Warehouse (2004– 2020), a 
significant decrease in serum sodium levels was observed within 30 days after initiation of a selective serotonin 
reuptake inhibitor (SSRI; mean change −1.00 ± 0.23 mmol/L, P < 0.001) or serotonin- noradrenaline reuptake 
inhibitor (SNRI; −1.01 ± 0.31 mmol/L, P = 0.0013), whereas no decrease was found for a noradrenergic and specific 
serotonergic antidepressant (mirtazapine; +0.55 ± 0.47 mmol/L, P = 0.24). Within- class comparison revealed no 
decrease in serum sodium levels for fluvoxamine (+0.74 ± 0.75 mmol/L, P = 0.33) among SSRIs and milnacipran 
(+0.08 ± 0.87 mmol/L, P = 0.93) among SNRIs. In the disproportionality analysis of patients (≥ 60 years) in the 
Japanese Adverse Drug Event Report database (2004– 2020), a significant increase in hyponatremia reports was 
observed for SSRIs (reporting odds ratio 4.41, 95% confidence interval 3.58– 5.45) and SNRIs (5.66, 4.38– 7.31), but 
not for mirtazapine (1.08, 0.74– 1.58), fluvoxamine (1.48, 0.94– 2.32), and milnacipran (0.85, 0.45– 1.62). Finally, 
pharmacoepidemiological– pharmacodynamic analysis revealed a significant correlation between the decrease in 
serum sodium levels and binding affinity for serotonin transporter (SERT; r = −0.84, P = 0.02), suggesting that lower 
binding affinity of mirtazapine, fluvoxamine, and milnacipran against SERT is responsible for the above difference. 
Although further research is needed, our data suggest that mirtazapine, fluvoxamine, and milnacipran are less likely 
to cause hyponatremia.
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Study Highlights

WHAT IS THE CURRENT KNOWLEDGE ON THE 
TOPIC?
 Antidepressant- induced hyponatremia is a potentially life- 
threatening adverse effect. However, owing to conflicting 
evidence regarding specific antidepressants, it is unclear which 
antidepressants are less likely to cause hyponatremia.
WHAT QUESTION DID THIS STUDY ADDRESS?
 This study aimed to identify antidepressants that are less 
likely to cause hyponatremia through triangulation of retrospec-
tive cohort, disproportionality, and pharmacodynamic studies.
WHAT DOES THIS STUDY ADD TO OUR 
KNOWLEDGE?
 Mirtazapine, fluvoxamine, and milnacipran are less likely to 
cause hyponatremia because of (i) no lowering effect on serum 
sodium levels, (ii) no significant increase in hyponatremia 

reports, and (iii) lower binding affinity for serotonin trans-
porter capable of explaining (i) and (ii).
HOW MIGHT THIS CHANGE CLINICAL PHARMA-
COLOGY OR TRANSLATIONAL SCIENCE?
 Our study provides clinically useful information for opti-
mizing current antidepressant therapy as well as pharmacologi-
cally important insights for developing safer antidepressants in 
the future.
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Antidepressants are commonly used to treat depression and 
other disorders in clinical practice. Among the different antide-
pressants, new- generation antidepressants, such as selective sero-
tonin reuptake inhibitors (SSRIs) and serotonin- noradrenaline 
reuptake inhibitors (SNRIs), are recommended as first- line treat-
ment because they are believed to be safer than the older tricyclic 
antidepressants (TCAs). However, recent studies have shown that 
some adverse effects are more pronounced in new- generation an-
tidepressants.1,2 Hyponatremia is one such adverse effect, with 
symptoms ranging from mild lethargy and anorexia to severe sei-
zures and coma.3,4 As these symptoms overlap with those of de-
pression, antidepressant- induced hyponatremia may go unnoticed 
and could lead to life- threatening consequences. Therefore, it is 
clinically important to identify antidepressants that are less likely 
to cause hyponatremia.

The relationship between antidepressants and hyponatremia has 
been studied extensively in recent years.5– 10 Some studies have an-
alyzed electronic health records in Britain,5 Denmark,6 Canada,7 
and Sweden8 through retrospective cohort or case- control de-
signs, whereas others have analyzed adverse event reports through 
drug surveillance9 or disproportionality methods.10 Despite these 
efforts, a consensus for this relationship has not been achieved 
because of conflicting evidence. For example, some studies have 
identified a lower risk of hyponatremia for noradrenergic and spe-
cific serotonergic antidepressants (NaSSAs; e.g., mirtazapine),6– 9 
whereas a recent study using the world’s largest spontaneous re-
porting database found the highest reporting risk of hyponatremia 
for mirtazapine.10 Heterogeneity within the same class of antide-
pressants is also controversial; one population- based cohort study 
with the largest sample size identified the lowest risk of hyponatre-
mia with escitalopram among SSRIs,6 whereas other studies found 
the highest risk of hyponatremia with escitalopram.5,9 Thus, owing 
to conflicting evidence regarding specific antidepressants, it is un-
clear which antidepressants are less likely to cause hyponatremia.

Triangulation is an effective way to resolve conflicting evidence 
by identifying more reliable evidence through the strategic use of 
multiple approaches.11,12 After reviewing the limitations of pre-
vious studies, we considered it important for the effect of antide-
pressants to be (i) evaluated by objective measures, (ii) confirmed 
by multiple sources, and (iii) supported by plausible mechanisms. 
In previous studies, the definition of hyponatremia was arbitrary 
with respect to cutoff values and diagnostic criteria, which might 
have introduced bias into the objective evaluation of the effect of 
antidepressants.3,4 Additionally, most studies have focused on ana-
lyzing either electronic health records or adverse event reports, but 
both sources have limitations in extracting accurate safety infor-
mation when used alone.13,14 Moreover, although the involvement 
of the syndrome of inappropriate antidiuretic hormone secretion 
(SIADH) in antidepressant- induced hyponatremia is generally ac-
cepted, limited studies have examined its molecular mechanisms, 
resulting in a lack of biologically plausible evidence.15

To address the above issues, we designed a triangulation study 
that integrates (i) a retrospective cohort study of mean changes in 
serum sodium levels, (ii) a disproportionality analysis of an inde-
pendent spontaneous reporting database, and (iii) a pharmaco-
dynamic analysis of the responsible target molecules. Using these 

multiple approaches, we aimed to identify antidepressants that are 
less likely to cause hyponatremia.

METHODS
Retrospective cohort study in the Nihon University School of 
Medicine’s Clinical Data Warehouse

Data source. The first approach in this triangulation study was a ret-
rospective cohort study using electronic medical records stored in 
the Nihon University School of Medicine’s Clinical Data Warehouse 
(NUSM’s CDW). This database contains demographic, diagnostic, 
prescription, and laboratory data for both inpatients and outpatients at 
three hospitals affiliated with NUSM.16 Diagnoses are coded according 
to the Japanese Standard Disease Code Master, which is compatible with 
the International Classification of Diseases, 10th revision (ICD- 10). 
Prescriptions are coded using the Japanese drug coding system, which is 
mapped to the Anatomical Therapeutic Chemical (ATC) classification. 
Several epidemiological studies have been previously published evaluat-
ing the effects of various drugs on laboratory parameters using NUSM’s 
CDW.17– 20 The experimental protocol was approved by the Ethical 
Committee of NUSM (approval number: P21- 01- 0), and the study 
was conducted in compliance with the Ethical Guidelines for Medical 
and Health Research Involving Human Subjects of the Ministry of 
Education, Culture, Sports, Science, and Technology and the Ministry 
of Health, Labour, and Welfare, Japan.

Study design, exposure, and outcome. This study included elderly 
Japanese patients (≥  60  years) whose sodium levels were measured 
before and after the initiation of antidepressant treatment between 
November 1, 2004, and July 31, 2020, in NUSM’s CDW. Among the 
different antidepressants available in Japan (Table  S1), the present 
study focused on new- generation antidepressants as the primary expo-
sure of interest, including the following agents: paroxetine (ATC code: 
N06AB05), sertraline (N06AB06), fluvoxamine (N06AB08), escitalo-
pram (N06AB10), duloxetine (N06AX21), milnacipran (N06AX17), 
venlafaxine (N06AX16), mirtazapine (N06AX11), and vortioxetine 
(N06AX26). After defining the index date as the date of the first pre-
scription for the antidepressant of interest, new users were identified as 
those who had at least 365 days of continuous observation time before 
the index date and had not been prescribed any antidepressant before 
the index date. The primary outcome of interest was the mean change in 
serum sodium levels, and no cutoff values or diagnostic criteria were set. 
The advantage of this outcome is that the effect of antidepressants can be 
objectively evaluated by avoiding potential bias due to the definition of 
hyponatremia. A potential limitation of this outcome is that its clinical 
relevance (e.g., symptoms) cannot be evaluated, but this limitation can be 
overcome by analyzing spontaneous reports (the second approach in this 
triangulation study). Serum sodium levels were collected within 90 days 
before the index date and within 30 days after the index date, and the me-
dian value was used when multiple measurements were available for the 
same patient. Patients who were prescribed antidepressants other than 
the antidepressant of interest within 30  days after the index date were 
excluded from the study.

The detailed study design and flowcharts are shown in  Figures  S1 
and S2. This study focused on acute changes (within 30  days) as 
antidepressant- induced hyponatremia occurs shortly after treatment 
initiation5,6,8 (confirmed in  Figure  S3). This study focused on elderly 
patients (≥  60  years) as antidepressant- induced hyponatremia occurs 
primarily in elderly patients3,4 (confirmed in Figure S4). Patients were 
included regardless of indications for antidepressant treatment as they 
did not modify the effect of antidepressants (Figure S5). As a secondary 
outcome of interest, the effect on urine sodium levels was also evaluated 
in Figure S3c. As a secondary exposure of interest, the effects of older 
antidepressants were also evaluated in Figures S7– S9.
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Potential confounders. To adjust for differences in baseline character-
istics, we collected information on patient demographics (age and sex), 
medical history, and medication use in addition to laboratory data of 
serum sodium levels. Medical history included heart failure (ICD- 10 
code: I50), kidney failure (N17– N19), liver disease (K70– K77), hypothy-
roidism (E03 or E06.3), malignancy (C00– C97), previous hyponatremia 
(E87.1), and adrenal insufficiency (E27) during the 365 days before the 
index date. Medication use included diuretics (ATC code: C03), an-
tiepileptics (N03), angiotensin- converting enzyme inhibitors (C09A), 
beta blockers (C07), proton pump inhibitors (A02BC), non- steroidal 
anti- inflammatory drugs (M01A), anticancer agents (L01), and laxatives 
(A06A) during the 90 days before the index date. These potential con-
founders were selected based on known risk factors for antidepressant- 
induced hyponatremia,3,4 and the majority (16/18  =  88.9%) were 
confirmed to contribute to the decrease in serum sodium levels after the 
initiation of antidepressant treatment (Figure S6). Of note, the decrease 
was significantly exacerbated by concomitant use of other hyponatremia- 
inducing drugs (e.g., diuretics), which is in accordance with the findings 
of many studies.3,4,9

Statistical analysis. For continuous variables, data were expressed as 
mean ± SD or standard error of the mean (SEM). Paired t- test was used to 
compare means before and after treatment. Analysis of variance was used 
to compare means among different treatment groups. Multivariate linear 
regression and analysis of covariance were used to calculate and compare 
the estimated marginal means (also known as least square means) adjusted 
for covariates. For categorical variables, data were expressed as frequency 
(n) and proportion (%). Fisher’s exact test was used to compare propor-
tions among different treatment groups. All statistical analyses were 
performed using R software version 3.6.3 (R Foundation for Statistical 
Computing, Vienna, Austria). Only groups with N ≥ 5 were included in 
statistical analysis. P < 0.05 was considered statistically significant.

Disproportionality analysis of Japanese Adverse Drug Event 
Report database

Data source. The second approach in this triangulation study was a 
disproportionality analysis of the Japanese Adverse Drug Event Report 
(JADER) database. This database contains spontaneous adverse event 
reports with detailed information on demographics, drugs, reactions, and 
indications. The advantage of this database is that clinically relevant ad-
verse events worth reporting can be analyzed. A potential limitation of this 
database is that various reporting biases may affect the estimation of true 
drug effects, but this limitation can be overcome by analyzing laboratory 
parameters (the first approach in this triangulation study). Drugs are coded 
using generic names. Adverse events and indications are coded according 
to the Medical Dictionary for Regulatory Activities (MedDRA) Preferred 
Terms. The JADER database is publicly available on the website of the 
Pharmaceuticals and Medical Devices Agency (https://www.pmda.go.jp).

Study design, exposure, and outcome. This study included 366,232 
reports of elderly Japanese patients (≥  60  years) submitted to JADER 
between January 2004 and March 2020. This study focused on new- 
generation antidepressants as the primary exposure of interest. The 
outcome was assessed using the reporting odds ratio for hyponatremia/
SIADH (standardized MedDRA query code: 20000141, narrow scope, 
version 20.1). SIADH and hyponatremia were the most frequently re-
ported adverse events in elderly patients treated with new- generation an-
tidepressants (Figure S10). As a secondary exposure of interest, effects of 
older antidepressants were also evaluated in Figure S11.

Potential confounders. Traditional disproportionality analysis is sub-
ject to bias due to comorbidities, comedications, and other confound-
ers. To reduce this bias, we applied a high- dimensional propensity score 

matching method using age, sex, up to 200 comorbidities, and up to 200 
comedications. Comorbidities and comedications were selected based on 
their frequency (≥ 0.1%) and statistical significance of the difference be-
tween users and nonusers of the antidepressant of interest (P < 0.05 in 
ascending order; see example in Table S2). This strategy was based on a 
previously published method that successfully reduced confounding bias 
in spontaneous reports.21

Statistical analysis. For comparison between users and nonusers, data 
were expressed as frequency (n) and proportion (%) with 95% Clopper– 
Pearson’s confidence interval (CI). Fisher’s exact test was used to compare 
proportions. For comparison among different treatment groups, data 
were expressed as reporting odds ratios with 95% Wald’s CIs. Cochran’s 
Q- test was used to assess the heterogeneity of odds ratios. Logistic regres-
sion was used to calculate propensity scores. Matching was performed in 
a 1:1 ratio using a nearest neighbor algorithm without replacement. All 
statistical analyses were performed using R software version 3.6.3. Only 
groups with N ≥ 5 were included in statistical analysis. P < 0.05 was con-
sidered statistically significant.

Pharmacoepidemiological– pharmacodynamic analysis

Study design. The third approach in this triangulation study was a 
pharmacoepidemiological– pharmacodynamic (PE– PD) analysis, which 
is a novel method for exploring the mechanisms of adverse drug events 
by combining pharmacoepidemiological results and pharmacodynamic 
properties.22 The present study assessed the correlation between mean 
changes in serum sodium levels or reporting odds ratios for hyponatre-
mia/SIADH and binding affinities to various target molecules. The pKi 
values (negative logarithm to the base 10 of the inhibition constant Ki) 
were used as a measure of the strength of binding affinity. Therapeutic 
drug concentration and protein binding were not considered in this 
study as recent studies did not support a dose- dependent increase in the 
risk of antidepressant- induced hyponatremia.5,7,9 The pKi values used in 
this study are summarized in Table S3. These pKi values were adopted 
from previous PE– PD studies by Mazhar et al.,10 Nguyen et al.,23 and 
Siafis et al.24 in this priority order. These studies retrieved human/mouse 
pKi values from IUPHAR/BPS Guide to PHARMACOLOGY, PDSP 
Ki database, DrugBank, and ChEMBL and calculated the geometric 
mean when multiple values were available for the same target. The pres-
ent PE– PD analysis included the following molecules whose pKi values 
were available for more than half of the antidepressants investigated in 
this study: serotonin transporter (SERT); norepinephrine transporter 
(NET); dopamine transporter (DAT); serotonin 5- HT1A, 5- HT2A, and 
5- HT2C receptors; α1 and α2 adrenergic receptors; dopamine D2 recep-
tor; histamine H1 receptor; and M1– 5 muscarinic receptors.

Statistical analysis. Pearson’s correlation test was used to assess the 
linear correlation between two continuous variables. Analyses were 
weighted by sample size to minimize the influence of outliers. All sta-
tistical analyses were performed using R software version 3.6.3. P < 0.05 
was considered statistically significant.

RESULTS
Retrospective cohort study in NUSM’s CDW

Between- class comparison of new- generation antidepressants. 
Figure  1 shows the effect of each class of new- generation 
antidepressants on serum sodium levels. We compared the mean 
change in serum sodium levels within 30 days after the initiation 
of SSRIs (N = 274), SNRIs (N = 171), or NaSSA (mirtazapine, 
N = 46; Figure 1a,b). A significant decrease in serum sodium levels 
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was observed for SSRIs (mean change −1.00  ±  0.23  mmol/L, 
P  <  0.001) and SNRIs (−1.01  ±  0.31  mmol/L, P  =  0.0013; 
Figure  1c). In contrast, no decrease in serum sodium levels was 
found for NaSSA (+0.55 ± 0.47 mmol/L, P = 0.24). There was a 
significant difference in the change in serum sodium levels among 
classes of new- generation antidepressants (P = 0.03; Figure 1d). 
Even after adjusting for potential confounders, the difference 
remained statistically significant (P = 0.02; Figure 1e).

Within- class comparison of selective serotonin reuptake 
inhibitors. Figure  2 shows the effect of each SSRI on serum 
sodium levels. We compared the mean change in serum 
sodium levels within 30  days after the initiation of paroxetine 
(N  =  167), sertraline (N  =  61), f luvoxamine (N  =  29), or 
escitalopram (N  =  16; Figure  2a,b). A significant decrease in 
serum sodium levels was observed for paroxetine (mean change 
−1.44  ±  0.29  mmol/L, P  <  0.001; Figure  2c). Although not 
statistically significant, a decrease in serum sodium levels was 

also observed for sertraline (−0.56  ±  0.47  mmol/L, P  =  0.24) 
and escitalopram (−1.00 ± 1.01 mmol/L, P = 0.34). In contrast, 
no decrease in serum sodium levels was found for f luvoxamine 
(+0.74  ±  0.75  mmol/L, P  =  0.33). There was significant 
heterogeneity in the change in serum sodium levels among 
SSRIs (P = 0.03; Figure 2d). Even after adjusting for potential 
confounders, the heterogeneity remained statistically significant 
(P = 0.02; Figure 2e).

Within- class comparison of serotonin- noradrenaline reuptake 
inhibitors. Figure  3 shows the effect of each SNRI on serum 
sodium levels. We compared the mean change in serum sodium 
levels within 30 days after the initiation of duloxetine (N = 128) 
or milnacipran (N = 43; Figure 3a,b). A significant decrease in 
serum sodium levels was observed for duloxetine (mean change 
−1.38  ±  0.29  mmol/L, P  <  0.001; Figure  3c). In contrast, no 
decrease in serum sodium levels was found for milnacipran 
(+0.08  ±  0.87  mmol/L, P  =  0.93). There was significant 

Figure 1 Between- class comparison of the effect of new- generation antidepressants on serum sodium levels. (a) Study design. †SMS (N = 0) 
was not included. (b) Baseline characteristics. (c) Serum sodium levels before and after treatment. (d) Change in serum sodium levels during 
treatment. (e) Change in serum sodium levels adjusted for age, sex, medical history, medication use, and baseline serum sodium levels. 
Data are expressed as mean ± SEM. *P < 0.05, **P < 0.01, ***P < 0.001. NaSSA, noradrenergic and specific serotonergic antidepressant 
(mirtazapine); SMS, serotonin modulator and stimulator (vortioxetine); SNRI, serotonin- noradrenaline reuptake inhibitor; SSRI, selective 
serotonin reuptake inhibitor.

(a)

(c) (d) (e)

(b)
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heterogeneity in the change in serum sodium levels among 
SNRIs (P = 0.04; Figure 3d). Even after adjusting for potential 
confounders, the heterogeneity remained statistically significant 
(P = 0.04; Figure 3e).

Effects of older antidepressants. Effects of older antidepressants 
on serum sodium levels are summarized in  Figures  S7– S9. A 
significant decrease in serum sodium levels was observed for TCAs 
(mean change −0.72  ±  0.22  mmol/L, P  =  0.0014;  Figure  S7). 
Although not statistically significant, a decrease in serum 
sodium levels was also observed for a serotonin antagonist and 
reuptake inhibitor (trazodone; −0.61 ± 0.39 mmol/L, P = 0.12). 
In contrast, no decrease in serum sodium levels was found for 
tetracyclic antidepressants (TeCAs; +0.05  ±  0.44  mmol/L, 
P  =  0.91). Within- class comparison of TCAs showed a 
significant decrease in serum sodium levels for amitriptyline 
(−0.88 ± 0.34 mmol/L, P = 0.012; Figure S8). A similar trend 
was also observed for nortriptyline (−0.37  ±  0.30  mmol/L, 
P = 0.23), clomipramine (−1.50 ± 2.02 mmol/L, P = 0.49), and 
amoxapine (−4.30 ± 1.63 mmol/L, P = 0.06). Such a decrease was 
not observed for imipramine (+0.86 ± 0.58 mmol/L, P = 0.16). 
There was significant heterogeneity in the change in serum 
sodium levels among TCAs before (P = 0.04) and after (P = 0.04) 
adjustment for potential confounders. On the other hand, no 

significant decrease or heterogeneity was observed among TeCAs 
(Figure S9).

Disproportionality analysis of JADER
We further performed a disproportionality analysis of JADER to 
confirm the above results in an independent database (Figure 4). 
We compared the relationship between new- generation anti-
depressants and hyponatremia/SIADH reports after propen-
sity score matching (Figure  4a). Between- class comparison of 
new- generation antidepressants revealed a significant increase in 
hyponatremia/SIADH reports for SSRIs (reporting odds ratio 
4.41, 95% CI 3.58– 5.45) and SNRIs (5.66, 4.38– 7.31) but not for 
NaSSA (1.08, 0.74– 1.58; Figure 4b,c). Within- class comparison 
of SSRIs revealed a significant increase in hyponatremia/SIADH 
reports for paroxetine (4.27, 3.19– 5.71), sertraline (4.06, 2.70– 
6.11), and escitalopram (5.14, 3.02– 8.75) but not for fluvoxam-
ine (1.48, 0.94– 2.32; Figure  4d,e). Within- class comparison of 
SNRIs revealed a significant increase in hyponatremia/SIADH 
reports for duloxetine (7.81, 5.76– 10.60) but not for milnacip-
ran (0.85, 0.45– 1.62; Figure 4f,g). These results were consistent 
with the results obtained in NUSM’s CDW. On the other hand, 
none of the older antidepressants showed a significant increase in 
hyponatremia/SIADH reports (Figure S11), which were slightly 
different from the results in NUSM’s CDW.

Figure 2 Within- class comparison of the effect of selective serotonin reuptake inhibitors on serum sodium levels. (a) Study design. (b) 
Baseline characteristics. (c) Serum sodium levels before and after treatment. (d) Change in serum sodium levels during treatment. (e) Change 
in serum sodium levels adjusted for age, sex, medical history, medication use, and baseline serum sodium levels. Data are expressed as 
mean ± SEM. *P < 0.05, ***P < 0.001. SSRI, selective serotonin reuptake inhibitor.

(a) (b)

(c) (d) (e)
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Pharmacoepidemiological– pharmacodynamic analysis
Finally, we performed a PE– PD analysis to explore the molec-
ular mechanisms underlying the pharmacoepidemiological re-
sults of this study (Figure  5). The decrease in serum sodium 
levels by new- generation antidepressants was significantly 
correlated with their binding affinity for SERT (r  =  −0.84, 
P  =  0.02; Figure  5a). On the other hand, no significant cor-
relation was observed for other target molecules (Figure  5b). 
The correlation for SERT remained statistically significant 
even when analyzed with all antidepressants, including older 
ones (r  =  −0.71, P  =  0.003; Figure  S12) or reporting odds 
ratios for hyponatremia/SIADH (r  =  +0.74, P  =  0.03 for 
new- generation antidepressants; r  =  +0.68, P  =  0.003 for all 
antidepressants;  Figure  S13). These results not only suggest 
that antidepressant- induced hyponatremia is mediated by 
SERT inhibition but also provide mechanistic evidence that 

mirtazapine, f luvoxamine, and milnacipran are less likely to 
cause hyponatremia because of their lower binding affinity for 
SERT.

DISCUSSION
To the best of our knowledge, this is the first study to evaluate the 
effect of various antidepressants on serum sodium levels in elderly 
Japanese patients. This study is also the first to perform a PE– PD 
analysis using laboratory data from electronic medical records. 
This study provides the first evidence that fluvoxamine and mil-
nacipran are less likely to cause hyponatremia.

Compared with previous studies, our triangulation study has 
several strengths. First, we evaluated the effect of antidepressants 
by objective measures (i.e., mean changes in serum sodium lev-
els), avoiding potential bias due to the definition of hyponatre-
mia. Second, we confirmed the effect of antidepressants through 

Figure 3 Within- class comparison of the effect of serotonin- noradrenaline reuptake inhibitors on serum sodium levels. (a) Study design. 
†Venlafaxine (N = 0) was not included. (b) Baseline characteristics. (c) Serum sodium levels before and after treatment. (d) Change in serum 
sodium levels during treatment. (e) Change in serum sodium levels adjusted for age, sex, medical history, medication use, and baseline serum 
sodium levels. Data are expressed as mean ± SEM. *P < 0.05, ***P < 0.001. SNRI, serotonin- noradrenaline reuptake inhibitor.

(a) (b)

(c) (d) (e)
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multiple sources (i.e., NUSM’s CDW and JADER), ensuring 
the accuracy and clinical relevance of our findings. Third, we ex-
plored the molecules responsible for our pharmacoepidemiologi-
cal results, allowing us to support the effect of antidepressants via 
plausible mechanisms (i.e., differences in SERT binding affinity). 
For these reasons, we believe that our triangulation study provides 

robust evidence capable of resolving the conflicting evidence in pre-
vious studies.

Between- class comparison of new- generation antidepres-
sants (Figure  1) revealed no decrease in serum sodium levels by 
NaSSA (mirtazapine), contrary to the significant decrease by 
SSRIs. This clear difference agrees with recent population- based 

Figure 4 Relationship between new- generation antidepressants and hyponatremia/SIADH reports in JADER. (a) Study design. †SMS (N = 4) 
was not included because of the limited sample size. (b) Proportion of hyponatremia/SIADH reports with and without each class of new- 
generation antidepressants. (c) Reporting odds ratio of hyponatremia/SIADH for each class of new- generation antidepressants. (d, e) Within- 
class comparison of SSRIs. (f, g) Within- class comparison of SNRIs. Error bars represent 95% CI. ***P < 0.001. CI, confidence interval; 
JADER, Japanese Adverse Drug Event Report; NaSSA, noradrenergic and specific serotonergic antidepressant (mirtazapine); SIADH, syndrome 
of inappropriate antidiuretic hormone secretion; SMS, serotonin modulator and stimulator (vortioxetine); SNRI, serotonin- noradrenaline 
reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.

(a)

(b) (d) (f)

(c) (e) (g)
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studies6– 9 and is supported by our disproportionality analysis of 
JADER (Figure 4b,c). The lack of a lowering effect of mirtazap-
ine on serum sodium levels is also supported by the minimal effect 
of TeCAs (Figure S7), as some TeCAs (e.g., mianserin) are mir-
tazapine analogs and can be classified as NaSSAs.6 The decrease in 
serum sodium levels by TCAs (Figure S7) was not as pronounced 
as that by SSRIs, which is also consistent with many previous stud-
ies.3,4 However, because the decrease was still significant, special 
attention should also be paid to patients who initiate treatment 
with TCAs.

Within- class comparison revealed no decrease in serum sodium 
levels for fluvoxamine among SSRIs (Figure  2) and milnacipran 
among SNRIs (Figure 3). Besides our disproportionality analysis 
of JADER (Figure 4d– g), several studies support this novel find-
ing. In a retrospective cohort study of elderly Canadians by Gandhi 
et al.,7 fluvoxamine was associated with a marginally lower risk of 
hospitalization with hyponatremia compared to citalopram (ad-
justed relative risk 0.47, 95% CI 0.19– 1.14). In a case report by 
Grover et al.,25 an elderly patient who had developed hyponatre-
mia with sertraline was successfully treated with milnacipran with-
out recurrence of hyponatremia. The heterogeneity among TCAs 
(Figure S8) is also supported by the prospective cohort study of 
Indian patients by Parmar et al.26 that demonstrated a lower inci-
dence of hyponatremia for imipramine (40%) than amitriptyline 
(48%). However, further investigation of heterogeneity among 
TCAs is required, as it was not confirmed in our disproportional-
ity analysis of JADER (Figure S11d,e).

The precise mechanism of antidepressant- induced hyponatre-
mia has not yet been elucidated. The generally accepted mecha-
nism is the induction of SIADH,3,4 and one of its clinical features 
(i.e., increased urine sodium levels)27 was confirmed in Figure S3c. 
Because antidiuretic hormone is released from central vasopressin 

neurons whose activity is regulated by various modulators, in-
cluding serotonin, noradrenaline, and dopamine,28 it is possible 
that antidepressants cause hyponatremia through their actions 
on the central nervous system. In our PE– PD analysis (Figure 5), 
the decrease in serum sodium levels was found to be significantly 
correlated with the binding affinity for SERT, suggesting that 
antidepressant- induced hyponatremia is mediated by SERT in-
hibition. Although this hypothesis has already been proposed in 
previous studies,3 a recent study by Mazhar et al.10 presented a neg-
ative view toward this hypothesis, based on their PE– PD analysis 
results using the US Food and Drug Administration Adverse Event 
Reporting System database. However, their study did not adjust for 
medical history as a potential confounder, did not confirm their 
pharmacoepidemiological results in an independent database, and 
did not include some key antidepressants in their PE– PD analy-
sis. In contrast, our study adjusted for various factors (including 
medical history) using rigorous statistical methods, confirmed our 
pharmacoepidemiological results in multiple sources, and included 
as many antidepressants as possible in our weighted PE– PD analy-
sis. Therefore, contrary to the view of Mazhar et al.,10 we strongly 
believe that SERT inhibition plays a crucial role in antidepressant- 
induced hyponatremia.

Our study has several limitations. First, residual confounding 
may exist because of the nonrandomized observational study de-
sign. Although we used rigorous statistical methods to control for 
confounding, unknown or unmeasured confounders may have 
affected our results. Second, there is some uncertainty in the re-
sults obtained in NUSM’s CDW owing to the small sample size. 
Although we maximized the sample size by including patients re-
gardless of their medical history, this, in turn, may have introduced 
confounding by indication. A larger sample size was available in 
JADER, but spontaneous reports suffer from other limitations, 

Figure 5 Correlation between changes in serum sodium levels and binding affinities to various target molecules. (a) Linear regression plot 
between adjusted mean changes in serum sodium levels (data from Figures 1– 3) and SERT binding affinity (pKi). (b) Summary of regression 
for each target molecule. *P < 0.05. 5- HT, 5- hydroxytryptamine (serotonin); α, adrenergic; D, dopamine; H, histamine; M, muscarinic; DAT, 
dopamine transporter; NET, norepinephrine transporter; SERT, serotonin transporter.

(a) (b)
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such as under- reporting. Third, off- target mechanisms cannot 
be ruled out in PE– PD analysis because of the need to establish 
pharmacodynamic properties in advance. Because several studies 
suggest that antidepressants may cause hyponatremia by directly 
acting on the kidneys,29– 31 further research is required to elucidate 
the mechanism of antidepressant- induced hyponatremia.

In conclusion, our triangulation study suggests that mirtazapine, 
fluvoxamine, and milnacipran are less likely to cause hyponatremia 
because of (i) no lowering effect on serum sodium levels, (ii) no 
significant increase in hyponatremia reports, and (iii) lower bind-
ing affinity for SERT capable of explaining (i) and (ii). Further re-
search is needed to confirm our findings, especially with respect to 
fluvoxamine and milnacipran. Our study provides clinically useful 
information for optimizing current antidepressant therapy as well 
as pharmacologically important insights for developing safer antide-
pressants in the future.

SUPPORTING INFORMATION
Supplementary information accompanies this paper on the Clinical 
Pharmacology & Therapeutics website (www.cpt-journal.com).

FUNDING
No funding was received for this work.

CONFLICT OF INTEREST
The authors declared no competing interests for this work.

AUTHOR CONTRIBUTIONS
T.N., T.H., and Y.T. wrote the manuscript. T.N. and S.A. designed the 
research. T.N. performed the research. T.N., H.A., and K.M. analyzed 
the data.

© 2022 The Authors. Clinical Pharmacology & Therapeutics published by 
Wiley Periodicals LLC on behalf of American Society for Clinical Pharmacology 
and Therapeutics.

This is an open access article under the terms of the Creative Commons 
Attribution- NonCommercial License, which permits use, distribution and 
reproduction in any medium, provided the original work is properly cited 
and is not used for commercial purposes.

 

 1. Carvalho, A.F., Sharma, M.S., Brunoni, A.R., Vieta, E. & Fava, 
G.A. The safety, tolerability and risks associated with the use of 
newer generation antidepressant drugs: a critical review of the 
literature. Psychother. Psychosom. 85, 270– 288 (2016).

 2. Wang, S.M. et al. Addressing the side effects of contemporary 
antidepressant drugs: a comprehensive review. Chonnam. Med. J. 
54, 101– 112 (2018).

 3. De Picker, L., Van Den Eede, F., Dumont, G., Moorkens, G. & 
Sabbe, B.G. Antidepressants and the risk of hyponatremia: a 
class- by- class review of literature. Psychosomatics 55, 536– 547 
(2014).

 4. Greenblatt, H.K. & Greenblatt, D.J. Antidepressant- associated 
hyponatremia in the elderly. J. Clin. Psychopharmacol. 36, 545– 
549 (2016).

 5. Coupland, C.A. et al. A study of the safety and harms of 
antidepressant drugs for older people: a cohort study using a 
large primary care database. Health Technol. Assess. 15, 1– 202 
(2011).

 6. Leth- Møller, K.B. et al. Antidepressants and the risk of 
hyponatremia: a Danish register- based population study. BMJ 
Open 6, e011200 (2016).

 7. Gandhi, S. et al. Second- generation antidepressants and 
hyponatremia risk: a population- based cohort study of older 
adults. Am. J. Kidney Dis. 69, 87– 96 (2017).

 8. Farmand, S. et al. Differences in associations of antidepressants 
and hospitalization due to hyponatremia. Am. J. Med. 131, 56– 63 
(2018).

 9. Letmaier, M. et al. Hyponatraemia during psychopharmacological 
treatment: results of a drug surveillance programme. Int. J. 
Neuropsychopharmacol. 15, 739– 748 (2012).

 10. Mazhar, F. et al. Association of hyponatraemia and antidepressant 
drugs: a pharmacovigilance– pharmacodynamic assessment 
through an analysis of the US Food and Drug Administration 
Adverse Event Reporting System (FAERS) database. CNS Drugs 
33, 581– 592 (2019).

 11. Lawlor, D.A., Tilling, K. & Davey Smith, G. Triangulation in 
aetiological epidemiology. Int. J. Epidemiol. 45, 1866– 1886 
(2016).

 12. Munafò, M.R. & Davey Smith, G. Robust research needs many 
lines of evidence. Nature 553, 399– 401 (2018).

 13. Harpaz, R. et al. Combing signals from spontaneous reports and 
electronic health records for detection of adverse drug reactions. 
J. Am. Med. Inform. Assoc. 20, 413– 419 (2013).

 14. Li, Y., Ryan, P.B., Wei, Y. & Friedman, C. A method to combine 
signals from spontaneous reporting systems and observational 
healthcare data to detect adverse drug reactions. Drug Saf. 38, 
895– 908 (2015).

 15. Fedak, K.M., Bernal, A., Capshaw, Z.A. & Gross, S. Applying the 
Bradford Hill criteria in the 21st century: how data integration 
has changed causal inference in molecular epidemiology. Emerg. 
Themes Epidemiol. 12, 14 (2015).

 16. Takahashi, Y., Nishida, Y. & Asai, S. Utilization of health care 
databases for pharmacoepidemiology. Eur. J. Clin. Pharmacol. 68, 
123– 129 (2012).

 17. Nishida, Y., Takahashi, Y., Tezuka, K., Takeuchi, S., Nakayama, T. 
& Asai, S. A comparative effectiveness study of renal parameters 
between imidapril and amlodipine in patients with hypertension: a 
retrospective cohort study. Cardiol. Ther. 6, 69– 80 (2017).

 18. Nishida, Y., Takahashi, Y., Tezuka, K., Takeuchi, S., Nakayama, 
T. & Asai, S. Comparative effect of calcium channel blockers 
on glomerular function in hypertensive patients with diabetes 
mellitus. Drugs R&D 17, 403– 412 (2017).

 19. Nishida, Y., Takahashi, Y., Tezuka, K., Akimoto, H., Nakayama, T. 
& Asai, S. Comparative effect of dipeptidyl- peptidase 4 inhibitors 
on laboratory parameters in patients with diabetes mellitus. BMC 
Pharmacol. Toxicol. 21, 28 (2020).

 20. Takeuchi, S., Takahashi, Y. & Asai, S. Comparison of pleiotropic 
effects of statins vs fibrates on laboratory parameters in 
patients with dyslipidemia: a retrospective cohort study. Medicine 
(Baltimore) 99, e23427 (2020).

 21. Tatonetti, N.P., Ye, P.P., Daneshjou, R. & Altman, R.B. Data- driven 
prediction of drug effects and interactions. Sci. Transl. Med. 4, 
125ra31 (2012).

 22. Nguyen, T.T. et al. An original pharmacoepidemiological– 
pharmacodynamic method: application to antipsychotic- induced 
movement disorders. Br. J. Clin. Pharmacol. 83, 612– 622 (2017).

 23. Nguyen, T.T.H., Roussin, A., Rousseau, V., Montastruc, J.L. & 
Montastruc, F. Role of serotonin transporter in antidepressant- 
induced diabetes mellitus: a pharmacoepidemiological– 
pharmacodynamic study in VigiBase®. Drug Saf. 41, 1087– 1096 
(2018).

 24. Siafis, S. & Papazisis, G. Detecting a potential safety signal of 
antidepressants and type 2 diabetes: a pharmacovigilance– 
pharmacodynamic study. Br. J. Clin. Pharmacol. 84, 2405– 2414 
(2018).

 25. Grover, S., Somaiya, M. & Dutta, P. Use of milnacipran in a patient 
with hyponatremia under the cover of fludrocortisones. J. Clin. 
Case Rep. 3, 308 (2013).

 26. Parmar, S.S. & Behere, P.B. A clinical study to compare 
hyponatremia induced by the use of two different tricyclic 
antidepressants –  amitriptyline and imipramine. Acta Med. Int. 4, 
40– 42 (2017).

ARTICLE

http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/


CLINICAL PHARMACOLOGY & THERAPEUTICS | VOLUME 111 NUMBER 6 | June 2022 1267

 27. Decaux, G. & Musch, W. Clinical laboratory evaluation of the 
syndrome of inappropriate secretion of antidiuretic hormone. Clin. 
J. Am. Soc. Nephrol. 3, 1175– 1184 (2008).

 28. Brown, C.H., Bains, J.S., Ludwig, M. & Stern, J.E. Physiological 
regulation of magnocellular neurosecretory cell activity: 
integration of intrinsic, local and afferent mechanisms. 
J. Neuroendocrinol. 25, 678– 710 (2013).

 29. Mannesse, C.K. et al. Characteristics, prevalence, risk factors, 
and underlying mechanism of hyponatremia in elderly patients 

treated with antidepressants: a cross- sectional study. Maturitas 
76, 357– 363 (2013).

 30. Moyses, Z.P., Nakandakari, F.K. & Magaldi, A.J. Fluoxetine effect 
on kidney water reabsorption. Nephrol. Dial. Transplant. 23, 1173– 
1178 (2008).

 31. Kim, S., Jo, C.H. & Kim, G.H. Psychotropic drugs upregulate 
aquaporin- 2 via vasopressin- 2 receptor/cAMP/protein kinase A 
signaling in inner medullary collecting duct cells. Am. J. Physiol. 
Renal Physiol. 320, F963– F971 (2021).

ARTICLE


	Identifying Antidepressants Less Likely to Cause Hyponatremia: Triangulation of Retrospective Cohort, Disproportionality, and Pharmacodynamic Studies
	METHODS
	Retrospective cohort study in the Nihon University School of Medicine’s Clinical Data Warehouse
	Data source. 
	Study design, exposure, and outcome. 
	Potential confounders. 
	Statistical analysis. 

	Disproportionality analysis of Japanese Adverse Drug Event Report database
	Data source. 
	Study design, exposure, and outcome. 
	Potential confounders. 
	Statistical analysis. 

	Pharmacoepidemiological–pharmacodynamic analysis
	Study design. 
	Statistical analysis. 


	RESULTS
	Retrospective cohort study in NUSM’s CDW
	Between-class comparison of new-generation antidepressants. 
	Within-class comparison of selective serotonin reuptake inhibitors. 
	Within-class comparison of serotonin-noradrenaline reuptake inhibitors. 
	Effects of older antidepressants. 

	Disproportionality analysis of JADER
	Pharmacoepidemiological–pharmacodynamic analysis

	DISCUSSION
	FUNDING
	CONFLICT OF INTEREST
	AUTHOR CONTRIBUTIONS
	 


