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Antihypertensive Drugs and Risk of Depression
A Nationwide Population-Based Study

Lars Vedel Kessing, Helene Charlotte Rytgaard, Claus Thorn Ekstrgm,
Christian Torp-Pedersen, Michael Berk, Thomas Alexander Gerds

Abstract—Hypertension, cardiovascular diseases, and cerebrovascular diseases are associated with an increased risk of
depression, but it remains unclear whether treatment with antihypertensive agents decreases or increases this risk. The
effects of individual drugs are also unknown. We used Danish population-based registers to systematically investigate
whether the 41 most used individual antihypertensive drugs were associated with an altered risk of incident depression.
Analyses of diuretics were included for comparisons. Participants were included in the study in January 2005 and
followed until December 2015. Two different outcome measures were included: (1) a diagnosis of depressive disorder
at a psychiatric hospital as an inpatient or outpatient and (2) a combined measure of a diagnosis of depression or use of
antidepressants. Continued use of classes of angiotensin agents, calcium antagonists, and 3-blockers was associated with
significantly decreased rates of depression, whereas diuretic use was not. Individual drugs associated with decreased
depression included 2 of 16 angiotensin agents: enalapril and ramipril; 3 of 10 calcium antagonists: amlodipine,
verapamil, and verapamil combinations; and 4 of 15 3-blockers: propranolol, atenolol, bisoprolol, and carvedilol. No
drug was associated with an increased risk of depression. In conclusion, real-life population-based data suggest a positive
effect of continued use of 9 individual antihypertensive agents. This evidence should be used in guiding prescriptions
for patients at risk of developing depression including those with prior depression or anxiety gad patients with a family
history of depression. Heart

Graphic Abstract—An online graphic abstract is available for this article. (Hypertension. 2020; 6:00-00. DOI: 10.1161/
HYPERTENSIONAHA.120.15605.)
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ypertension as a multifactorial pathology iStené of.the
most important cardiovaseular risk factors, affecting up
to 30% to 40% ofithe.general-populations! Depression is com-
mon in patients with hypertension and cardiovascular and ce-
rebrovascular diseases in general, where it negatively impacts
on clinically important outcomes. The prevalence of major
depression in hypertension,? post-myocardial infarction,>* and
post-stroke’ is =30% in each disorder, which is higher than seen
in community samples.® Both major depression and depressive
symptoms are associated with increased mortality, morbidity,
poorer quality of life, higher health service utilization, and
increased healthcare costs in these comorbid diseases.>>™'° It
is, therefore, important to prevent the development of depres-
sion in people with hypertension and cardiovascular and cere-
brovascular diseases, and widely used treatment interventions
should be thoroughly evaluated.
Four main classes of medications are currently used for
hypertension and cardiovascular and cerebrovascular diseases:
angiotensin agents (ACE [angiotensin-converting enzyme]

inhibitors and angiotensin IF'recéptor blockers [ARBs]), cal-
cium antagonists, B-blockers, and diuretics.!' Epidemiological
studiesshave,shown thatdepressiongiskamight differ according
to the class of these drugs.'>"

Low-grade systemic inflammation and neuroinflammation
is prevalent in hypertension and cardiovascular and cerebro-
vascular diseases, "' as well as in depression.'* Evidence points
to increased inflammatory mediators including increased lev-
els of proinflammatory cytokines such as IL (interleukin)-1f3,
IL-6, IL-8, IL-17, IL-23, TGF (transforming growth factor-
beta), and TNFo (tumor necrosis factor-alpha) associated
with either increased blood pressure or end-organ damage,
even in prehypertensive patients.! As such, conventional anti-
hypertensive and cardiovascular drugs have shown additional
anti-inflammatory effects that could be linked to their blood
pressure—lowering properties' and concomitantly have an in-
fluence on depression.

The renin-angiotensin system is one of the pathways
known to modulate inflammation in the central nervous
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system and seems involved in the regulation of the stress re-
sponse.'® Angiotensin agents may also exert anti-inflamma-
tory effects.!” Further, based on a genome-wide association
data, angiotensin agents have been suggested as having po-
tential efficacy in mood disorders.'® A number of observations
have linked angiotensin-converting enzyme polymorphisms
with depression and the underlying serotonin and dopamine
neurotransmitter systems.'” In a case-control study'® and in
a subsequent case register study,” we confirmed that ACE
inhibitors were associated with a reduced likelihood for the
onset of depression. Use of ACE inhibitors and ARBs for the
treatment of hypertension in otherwise healthy adults has been
associated with improved mental health domains of quality of
life.*! There are no randomized clinical trials of angiotensin
agents and depression.

Dysregulation of intracellular calcium is evident in
depression, including receptor-regulated calcium signal-
ing.”? Calcium antagonists may also have anti-inflammatory
effects.”® Based on genetic associations between voltage-gated
calcium channels and major depression,* calcium antagonists
have been associated with decreased risk of developing de-
pression in a few noncontrolled clinical trials.?>*

B-Blockers are the cornerstone treatment for chronic
heart failure, reducing mortality and morbidity in patients
with heart failure, and are recommended by the American
College of Cardiology/American Heart Association guide-
lines.?” Nevertheless, early reports linking (3-blockers with
depression®® mayyhave-limited their use in heart failure

patients with comorbid depressmn -Altheugh randomlzed__ ;

controlled trials suggest that some/ B -blockets| such as pin-
dolol may have anfidepressants effects® and’ although more
recent observational studies have challenged the association
between f-blocker therapy and incréased risk of depres-
sion,**! others have not.* There, therefore, is uncertainty
and concern about -blockers in patients with depressive
symptoms, leading to possible underutilization.’' Although
preliminary investigations exist, diuretics have not been as-
sociated with depression.'*

While the 4 main classes of medications for hypertension
and cardiovascular and cerebrovascular diseases within each
class share the same overall pharmacological characteristics,
each individual drug is characterized by specific pharmaco-
logical properties, including selectivity of action depending
on the receptors subtypes, intrinsic sympathomimetic activity,
lipid solubility, and pharmacokinetic profile,'”**% as well as
potential anti-inflammatory properties.! These pharmacolog-
ical and anti-inflammatory characteristics may influence the
risk of depression related to the individual drugs, but no study
has investigated the effects of individual antihypertensive
drugs in relation to depression.

We, therefore, systematically used Danish nationwide
population-based registers in the R-WAS (Register Wise
Association Study) to investigate whether agents with an
a priori preclinical or theoretical evidence base may have
effects on depression.”* This approach is predicated on a
theoretical construct, that of a shared environmental risks as
well as common biological pathways for diverse noncommu-
nicable disorders, which include depression, hypertension,
and cardiovascular and cerebrovascular diseases.’” Based on

the abovementioned considerations including shared inflam-
matory and stress response mechanisms, we systematically
studied effects of antihypertensive treatments on depression
as part of the R-WAS study.

Aims of the Study

We aimed to use Danish population-based registers to system-
atically investigate whether the use of antihypertensive drugs
is associated with an altered risk of incident depression. To
take into account confounding by indication, we estimated
the rate of incident depression during successive prescription
periods of the drugs, whereas the period with nonuse was in-
cluded for comparison (see later).

Hypotheses
Due to the overlapping biological including inflammatory
pathways involved in the pathogenesis and treatment mecha-
nisms of hypertension and cardiovascular and cerebrovascular
diseases and depression, we hypothesized that continued use
of ACE inhibitors and ARBs (angiotensin agents) and calcium
antagonists (calcium channel blockers) would influence the
overall rate of incident depression in line with the number
of prescriptions, while we expected no overall effect of con-
tinued treatment with (3-blockers @ad Of diuretics. Based on
the varying pharmacological ch eiilics. of the individual
hypertensive drugs, we also hypothesized differential effects
of hypertensive drugs such that some drugs within each drug
class may influence theﬁate of incident depressmn whereas

_others maynot.

/ B o Methods‘ 4
Anonymlzed data and materials are available followmg approval by
the Data Agency of the Capital Region of Denmark and contact to
the authors.

Registers

Data were obtained by linking Danish population-based registers
using a unique personal identification number, which is assigned
to all people living in Denmark, thus ensuring accurate linkage of
information between registers, irrespective of changes in name and
demographics.® In this way, the Medicinal Product Statistics® was
linked with the Danish Medical Register on Vital Statistics,* the
Danish National Hospital Register,*’ and the Danish Psychiatric
Central Register.*

The Medicinal Product Statistics contains data on all pre-
scribed medication purchased at pharmacies from January 1,
1995, and onward.* The register includes prescription data from
all physicians in Denmark, that is, from primary care, including
general practice and private specialists, and from secondary out-
patient hospital care settings.

The Danish Medical Register on Vital Statistics*’ contains data on
deaths. The Danish National Hospital Register*! contains data on all
patients treated at all somatic hospitals as inpatients or outpatients in
Denmark from January 1, 1977, and onward as a part of the official
Danish health survey.”® Likewise, from April 1, 1970, and onward,
all psychiatric admissions and diagnoses are recorded in the register
(as part of the Danish Psychiatric Central Register*?). Since January
1, 1994, the International Classification of Diseases (ICD), Tenth
Revision, has been in use in both registers, and since January 1, 1995,
diagnoses from outpatient contacts were included.

Diagnoses from primary care are not included in the registers,
but pharmacological treatment from primary care is recorded in the
Danish Medical Register on Vital Statistics (as prescriptions from all
other physicians).



Study Population
All 5.4 million individuals in Denmark in January 2005 were in-
cluded in the study.

Exclusion Criteria

The following individuals were excluded: individuals who purchased
antidepressants at least once between the start of the medical reg-
ister in 1995 and the start of our study period (January 1, 2005) and
individuals with a diagnosis of depression before entry into the study
(back to 1970).

Outcome Measures

Two different outcome measures were included in the analyses: (1) a
diagnosis of depressive disorder (/CD codes: DF32-DF33.31) given at
a psychiatric contact (as inpatient or outpatient) and as identified in the
Danish Psychiatric Central Register and (2) a combined end point of ei-
ther a diagnosis of depressive disorder as specified above or use of anti-
depressants (Anatomical Therapeutic Chemical Classification: NO6A).

Follow-Up Period

Individuals were followed from entry into the study until either the
date of death; date of a diagnosis of organic mental disorders, mental
disorders due to psychoactive substance use, schizophrenia, and
mania/bipolar disorder (DFO0-DF31.9 incl); or December 31, 2015
(end of the study period), whatever came first.

Exposure Drugs

Angiotensin agents, calcium channel blockers, 3-blockers, and diuret-
ics within each class and separately for each drug are listed in Table 1.

Comorbidity .

Somatic diagnoses were categérized within 9 ICD, Eighth Revision

and Tenth Revision, defined somatic disgase chapters (T: infecfions;”

II: neoplasms; IIT: diseases of the blood; TV+IX+X: endocrine, nutri-

tional, and metabolic diseases and disedses of the qifculz}tory_,br ;qspi—

ratory system; VI-VTIIL: dis€ases of the nervous System, eye, and ear;
XI: diseases of the digestive systeflyX1I: diseases of the skin and sub-
cutaneous tissue; XilizdiseasesrofithesmusculoskeletalisystemsXiV:
diseases of the genitourinary system and pregnancy, child birth, and
the puerperium) and separately within each of these disease areas.

Design of the Analyses

There are 2 main potential sources of errors in the planned analyses
that we proactively addressed: confounding by indication may occur
if an unobserved variable (eg, some somatic comorbidity) is a risk
factor for the studied outcome (depression) and at the same time is
an indication of the drug of interest.** More specifically, confound-
ing by indication may occur as hypertension,” myocardial infarction®*
and stroke® are risk factors for depression, and at the same time are
indications for treatment with the antihypertensive drugs of interest.
Detection bias may occur if subjects who are prescribed antihyper-
tensives are more likely to be diagnosed with the outcome disease
(depression) or to get antidepressants than subjects unexposed to
antihypertensives. However, strategic sampling designs may be used
to ameliorate these risks, for example, based on the self-controlled
case series method as previously done in pharmacoepidemiological
studies by our group. This will allow us under certain circumstances
to substantially mitigate or at least assess the magnitude of the bias.
To control for confounding effects and detection bias and to estimate
the effect of duration of treatment, rates were compared during suc-
cessive prescriptions of the exposure drug as in prior studies (eg, by
Kessing et al**#).

Statistical Analyses

The association between drug exposure and the rate of incident de-
pression was analyzed separately for each drug using Cox regression
with time-dependent exposure. We fitted these models using a nested
case-control design with 10 age- and sex-matched controls for each
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depression case. In these analyses, the principle is that each follow-up
day where a subject is at risk for experiencing the outcome is catego-
rized according to the current values of the drug exposure defined in
the current exposure window. The exposure window was defined as
the 10-year period before the case date. The models were adjusted
for the potential confounders evaluated at the start of the exposure
window. The drug exposure on a given day during follow-up was de-
fined as the number of prescriptions of the candidate drug during the
last 10 years in appropriate categories. The number and width of cat-
egories were chosen dependent on the general usage of the candidate
drug. The category 1 to 2 prescriptions was used as the reference cat-
egory in all analyses. The exposure category was evaluated for each
case and the corresponding matched controls on the case’s date of
depression diagnosis. To note the cumulation of exposure in the fixed
10-year period, all analyses of the outcomes were restricted to the
calendar years 2005 to 2015 (the Danish Medical Product Statistics
Register starts in 1995).

All analyses were matched for current age, sex, and current calen-
dar date and also adjusted for additive effects of current employment
status (working or student: reference, unemployed, age pension, dis-
ability pension, other)=partially adjusted analyses. Additional analy-
ses were performed in which we also adjusted for additive effects
of the time-dependent comorbidity status with additive effects of 9
dummy variables indicating the 9 comorbidity groups listed under
section 2.7, which were regarded as the fully adjusted analyses. The
comorbidity status was always evaluated 10 years previously to avoid
time interference between exposure status and comorbidity.

Hazard ratios (HRs) with 95% confidence limits and exposure
trend tests obtained were reported wifa likelihood ratio test com-
paring a Cox regression model wi 'k"':gxposure to a model
that assumes a linear increase in outcome hazard rate between the
exposure categories (excluding the nonuse category). Data are re-
ported for each of the 4 drug classes: angiotensin agents, calcium
antagonists, (3-blockers, d diuretics, respectively (Table 2), and

= forsthe 41 meost usedsindividual antihypertensive drugs within each

diug ¢elass (Table§3 through 5). Dueto multiple testing in relation
to ing}ividual drugs, we Bonfexyoni;adj sted P for the number of

driigs within‘eachadrug class insthése-analyses. To be considered
statistically significant, the following P should be survived for
each individual drug: P<0.003 for angiotensin agents (16 drugs),
P<0.005 for calcium antagonists (10 drugs), and P<0.003 for 3-
blockers (15 drugs).

All analyses were performed with R.

Statement of Ethics

Ethical approval of anonymous register studies is not needed accord-
ing to the Danish law.

Data Approval

The study was approved by the Data agency of the Capital Region
of Denmark.

Results

A total of 3747190 subjects were exposed to an antihyper-
tensive drug during the exposure period from 2005 to 2015.
Table 1 shows the number of subjects exposed for the 4 drug
classes and for each individual drug for which there were
>100 users included (n), age, and female sex proportion at first
prescription. Table 2 presents HRs according to prescription
number of each of the 4 drug classes, adjusted for age, sex,
employment status, and calendar year (partially adjusted), and
additionally adjusted for somatic diagnoses (fully adjusted)
and trend tests. Results of analyses for which the outcome
measure was a diagnosis of depression are at the left side of
the table whereas results from analyses with a diagnosis of de-
pression or use of antidepressants as the outcome measure are
shown on the right side of the table.
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Table 1. Number of Individuals Exposed in Total and for Each Drug During the
Exposure Period 2005 to 2015, Age, and Female Sex Proportion at the Date of
First Prescription

Age, y; Median = Female Sex
Drug n (Quantiles) Proportion, %
Angiotensin agents 1000683 4 (54-73) 50
Calcium antagonists 833281 3 (51-74) 54
{-Blockers 777038 65 (56-75) 52
Diuretics 1136188 7 (56-77) 60
Angiotensin agents
Captopril, CO9AAQT 8517 67 (57-76) 47
Enalapril, CO9AA02 452366 63 (54-73) 50
Lisinopril, CO9AA03 45304 62 (53-72) 52
Perindopril, CO9AA04 54769 67 (58-77) 44
Ramipril, CO9AA05 253800 65 (55-74) 45
Quinapril, CO9AA06 1642 68 (59-77) 52
Benazepril, CO9AAQ7 441 67 (59-76) 51
Fosinopril, C09AAQ9 916 66 (58-76) 51
Trandolapril, CO9AA10 40425 69 (59-78) 42
Losartan, CO9CAO01 363785 65 (56-74) 53
Eprosartan, C09CA02 6332 68 (59-77) 59
Valsartan, C09CA03 25122 65 (56-74) 53
Irbesartan, CO9C, 64 (56-73)
Candesartan, C09CA06

Telmisartan, CO9C

Olmesartan medoxomil,
C09CA08

Calcium antagonists

Amlodipine, CO8CA01 39367 78 (57-51) 59
Fedipin, CO8CA02 6398 65 (81-62) 64
Isradipin, CO8CA03 502 76 (69-78) 64
Nifedipin, CO8CA05 3304 78 (55-44) 62
Nitrendipin, CO8CA08 192 51 (67-82) 64
Lacidipin, CO8CA09 404 72 (51-55) 70
Lercanidipin, CO8CA13 2408 83 (65-71) 66
Verapamil, CO8DAO1 7483 80 (46-52) 62
Verapamil combinations, 130 58 (70-70) 51
C08DAS51
Diltiazem, CO8DBO1 4266 66 (78-73) 60
{3-Blockers
Pindolol, C07AA03 779 44 (76-79) 7
Propranolol, CO7AA05 18268 20 (26-77) 76
Timolol, C07AA06 111 61 (80-60) 67
Sotalol, CO7AA07 2580 73 (63-59) 53
Metoprolol, CO7AB02 40772 59 (62-33) 60
Atenolol, C07AB03 8565 75 (38-42) 67
(Continued)

Table 1. Continued

Age, y; Median = Female Sex
Drug n (Quantiles) Proportion, %
Acebutolol, CO7AB04 104 61 (73-76) 67
Betaxolol, CO7AB05 102 72 (66-41) 72
Bisoprolol, CO7AB07 4117 58 (84-77) 58
Nebivolol, CO7AB12 306 74 (52-59) 61
Labetalol, CO7AGO1 1086 28 (73-29) 87
Carvedilol, C07AG02 4632 78 (71-68) 49
Metoprolol and 460 67 (43-44) 70
thiazides, C07BB02
Atenolol and other 757 53 (52-63) 69
diuretics, C07CB03
Metoprolol and 216 76 (70-78) 62
felodipine, CO7FB02

As can be seen, for all 4 antihypertensive classes and in
nearly all analyses, the hazard rate of depression and the hazard
rate of depression or use of antidepressants, respectively, were
significantly lower in subjects with zero prescriptions (nonuse
of the target antihypertensive drug ggclass) compared with 1 to
2 prescriptions of the target dru sipeflecting that patients
with hypertension and cardiovascular and cerebrovascular dis-
eases are at increased risk of developing depression.>” For an-
giotensin agents, calcium antagonists, and (3-blockers, hazard
rates were decreased during prescrlptlon eriod 3to 5, 6 to 10,

i [ the reference period 1
trend test (P<0.001) in
ression and a di-
agnosis of depression or use of antldepressant as the outcome
adjusted, respec-
tively. In contrast, no effects were found of diuretics.

Individual drugs are highlighted for which statistically sig-
nificant associations with incident depression were found in all 4
analyses, that is, analyses with a diagnosis of depression and a diag-
nosis of depression or use of antidepressant as the outcome meas-
ures, respectively, and partially and fully adjusted, respectively.

Table 3 shows results for the 16 most used individual an-
giotensin agents. Across all 4 analyses, 2 drugs, enalapril, and
ramipril were associated with decreased rates of depression.

Table 4 shows results for the 10 most used individual
calcium antagonists. Across all 4 analyses, amlodipine, ve-
rapamil, and verapamil combinations were associated with
decreased rates of depression.

Table 5 shows results for the 15 most used individual
[-blockers. Across all 4 analyses, 4 drugs, propranolol,
atenolol, bisoprolol, and carvedilol, were associated with
decreased rates of depression.

All analyses of the abovementioned individual drugs sur-
vived Bonferroni correction as all P values were <0.001 ex-
cept in 1 analysis for verapamil (P=0.004) and 2 for verapamil
combinations (P=0.022 and P=0.020).

Discussion
This is the first study ever using population-based health
data to investigate the association between individual
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Table 2. Prescription Number of Angiotensin Agents, Calcium Antagonists, 3-Blockers, and Diuretics; HRs of Diagnosis of Depression and Diagnosis of Depression or
Use of Antidepressants, respectively; and Trend Tests, adjusted for Age, Sex, Employment Status, and Calendar Year (Partially Adjusted) and Additionally Adjusted for

Somatic Diagnoses (Fully Adjusted)

HR (95% HR HR (95% Cl),
Prescription Cl), Partially (95% Cl), Partially HR (95% Cl),
Drug No. Adjusted Trend Test | Fully Adjusted | Trend Test Adjusted Trend Test | Fully Adjusted |  Trend Test
Outcome measure: diagnosis of depression Outcome measure: diagnosis of depression or use of
antidepressant
Angiotensin 1-2 1.00 0.98 1.00 0.97 (0.96— 1.00 0.98 1.00 0.97
agents 0 057 (0.96-0.99), 0.64 0.99), 0.60 (0.97-0.99), 0.63 (0.96-0.98),
055-060) | 0007 o067 | PO T osgoery | PO gg1g6s) | P<O001
3-5 0.96 0.97 0.95 0.95
(0.90-1.02) (0.91-1.04) (0.91-0.99) (0.91-0.99)
6-10 0.92 0.94 0.89 0.89
(0.87-0.98) (0.88-1.00) (0.86-0.93) (0.86-0.93)
>10 0.92 0.92 0.92 0.91
(0.88-0.97) (0.88-0.97) (0.89-0.95) (0.88-0.94)
Calcium 1-2 1.00 0.96 1.00 0.97 1.00 0.96 1.00 0.96
antagonists (0.95-0.98), (0.95-0.98), (0.95-0.97), (0.95-0.97),
0 0.54 ) 0.61 ) 0.57 ) 0.61 )
052-057) | P<O00T" 1 g5g gpay | P<O00T" 1556 059 | P<O00T" 559 g6p | P<0001
35 0.92 0.93 0.92 0.94
(0.86-0.98) (0.87-1.00) (0.88-0.96) (0.89-0.98)
6-10 0.85 0.87 0.85 1,086
(0.79-0.91) (0.81-0.94) (0.81-0.89) (3:82:0.90)
>10 0.88 0.89 0.88 0.89
(0.83-0.92) (0.85-0.94) (0.85-0.91) - (0.86-0.92)
(3-Blockers 1.00 0.94 1.00 0.94
" ) 9 (0.93-0.94),
. 60) P<0.001
0.9 0.97 .
(0.90-1.00) (0.93-1.01) (0.93-1.00)
(0.79-0.89) (0.77-0.87) (0.80-0.87) (0.80-0.87)
>10 0.76 0.74 0.83 0.83
(0.73-0.79) (0.71-0.77) (0.81-0.85) (0.80-0.85)
Diuretics 1-2 1.00 0.99 1.00 0.99 1.00 1.01 1.00 1.00
(0.98-1.01), (0.98-1.00), (1.00-1.02), (1.00-1.01),
0 0.60 0.71 0.63 0.69
058-062) | 70403 | ggog7a | PO T geoges | =000 | ge7070) | P=0-250
3-5 1.00 1.00 0.95 0.94
(0.95-1.06) (0.95-1.05) (0.91-0.98) (0.91-0.98)
6-10 0.96 0.95 0.89 0.89
(0.91-1.01) (0.90-1.01) (0.86-0.92) (0.86-0.92)
>10 0.99 0.97 1.02 1.01
(0.95-1.03) (0.93-1.01) (0.99-1.04) (0.98-1.03)

HR indicates hazard ratio.
*Statistically significant.

antihypertensive agents and depression. Using Danish na-
tionwide population-based registers, we confirmed our
overall hypothesis that continued use of classes of angio-
tensin agents and calcium antagonists was associated with
decreased rates of incident depression, whereas use of
diuretics was not. Surprisingly, 3-blockers as a group were
also associated with decreased rates of depression. We fur-
ther confirmed the hypothesis of differential effects of 9 in-
dividual drugs out of 41 investigated drugs, with decreased

rates of depression across all 4 analyses comprising 2 of 16
angiotensin agents: enalapril and ramipril; 3 of 10 calcium
antagonists: amlodipine, verapamil, and verapamil combi-
nations; and 4 of 15 f-blockers: propranolol, atenolol, biso-
prolol, and carvedilol.

Strengths of the Study

First, the study is a systematic investigation of all 5.4 million
persons in Denmark, including 3747190 subjects who used
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Table 3. Prescription Number of Angiotensin Agents; HRs of Diagnosis of Depression and Diagnosis of Depression or Use of Antidepressants, Respectively; and Trend

Tests, Adjusted For Age, Sex, Employment Status, and Calendar Year (Partially Adjusted) and Additionally Adjusted for Somatic Diagnoses (Fully Adjusted)

HR (0.95% HR (0.95% HR (0.95% HR (0.95%
Prescription Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
Outcome measure: diagnosis of depression Outcome measure: diagnosis of depression or use of
antidepressant
Captopril, 1-2 1.00 0.96 1.00 0.96 1.00 1.04 1.00 1.03
CO9AAOD1 (0.86-1.07), (0.87-1.07), (0.97-1.12), (0.96-1.11),
0 0.96 1.15 1.19 1.25
(0.72-1.29) P=0.481 (0.86-1.54) P=0.478 (0.97-1.47) P=0.280 (1.01-1.54) P=0.382
3-5 1.24 1.37 1.26 1.26
(0.79-1.96) (0.86-2.16) (0.91-1.73) (0.91-1.74)
6-10 0.87 0.89 0.77 0.77
(0.54-1.39) (0.56-1.43) (0.52-1.12) (0.53-1.13)
>10 0.95 0.97 1.18 1.15
(0.67-1.34) (0.69-1.36) (0.93-1.49) (0.91-1.47)
Enalapril, 1-2 1.00 0.95 1.00 0.94 1.00 0.97 1.00 0.97
N N TR L TR T
(0.57-0.63) ' (0.61-0.68) ' (0.60-0.64) ' (0.63-0.67) '
3-5 1.02 1.02 0.96 0.95
(0.94-1.10) (0.94-1.10) (0.91-1.01) (0.90-1.00)
6-10 0.92 0.93 0.92 0.91
(0.85-1.00) (0.85-1.01) (0.87-0.97) é (9:86=0.97)
>10 0.86 0.85 0.92 0.92
(0.81-0.92) (0.79-0.91) (0.88-0.96) (0.88-0.96)
Lisinopril, 1.00 1.00 0.91 1.00 0.99
C09AA03 4 =0 97 (0.95-1.03),
0.4740.6 P=0.612
0.6 ! b ) 0.84
(0. .82) (0.48-0.81) (0.73-1.02) (0.71-1.00)
(0.60-1.01) (0.58-0.99) (0.81-1.14) (0.81-1.15)
>10 0.72 0.72 0.96 0.94
(0.59-0.87) (0.60-0.88) (0.85-1.09) (0.83-1.07)
Perindopril, 1-2 1.00 0.96 1.00 0.97 1.00 0.95 1.00 0.95
e I I L T B TR
(0.57-0.72) e (0.63-0.81) e (0.63-0.73) e (0.66-0.78) e
3-5 0.99 1.01 0.86 0.87
(0.82-1.20) (0.83-1.23) (0.75-0.98) (0.76-1.00)
6-10 0.88 0.91 0.77 0.78
(0.72-1.08) (0.74-1.11) (0.67-0.88) (0.68-0.90)
>10 0.90 0.91 0.86 0.86
(0.77-1.04) (0.78-1.06) (0.77-0.95) (0.77-0.95)
Ramipril, 1-2 1.00 0.92 1.00 0.92 1.00 0.96 1.00 0.95
C09AA05 (0.89-0.95), (0.89-0.95), (0.94-0.97), (0.93-0.97),
0 0.57 . 0.62 . 0.58 Y 0.61 Y
(0.53-0.61) P<0.001 (0.58-0.67) P<0.001 (0.55-0.61) P<0.001 (0.58-0.64) P<0.001
3-5 0.87 0.87 0.79 0.79
(0.77-0.97) (0.77-0.98) (0.73-0.86) (0.73-0.85)
6-10 0.84 0.83 0.83 0.84
(0.74-0.95) (0.74-0.95) (0.77-0.90) (0.77-0.91)
>10 0.76 0.76 0.85 0.83
(0.70-0.84) (0.69-0.84) (0.80-0.90) (0.78-0.89)

(Continued)
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Table 3. Continued
HR (0.95% HR (0.95% HR (0.95% HR (0.95%
Prescription Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
Quinapril, 1-2 1.00 0.98 1.00 0.98 1.00 1.25 1.00 1.24
C09AA06 (0.76-1.27), (0.76-1.26), (1.05-1.49), (1.04-1.49),
0 1.33 1.43 2.55 . 2.58 .
(0.56-3.20) P=0.892 (0.63-3.25) P=0.848 (1.17-5.59) P=0.014 (1.15-5.76) P=0.019
3-5 214 2.02 2.36 2.40
(0.62-7.42) (0.59-6.90) (0.84-6.64) (0.82-7.05)
6-10 1.75 1.80 5.05 5.41
(0.56-5.49) (0.59-5.45) (2.06-12.39) (2.17-13.49)
>10 1.19 1.15 2.89 2.88
(0.45-3.16) (0.45-2.94) (1.28-6.54) (1.25-6.65)
Benazepril, 1-2 1.00 0.87 1.00 0.88 1.00 1.18 1.00 1.17
C09AA07 (0.62-1.23), (0.63-1.23), (0.87-1.61), (0.86-1.59),
0 0.33 0.36 1.74 1.75
015-076) | 0% | 016080 | 042 | ouse73 | PO gageaz | POV
3-5 0.91 0.88 4.26 4.18
(0.22-3.78) (0.23-3.39) (0.93-19.45) (0.94-18.65)
6-10 0.21 0.26 1.38 1.46
(0.03-1.79) (0.03-2.53) (0.26-7.19) (0.29-7.37)
>10 0.68 0.70 3.05 2.99
(0.25-1.85) (0.26-1.87) (0.74-12.50) (0.76-11.73)
American
Fosinopril, 1-2 1.00 1.08 1.00 1.09 1.00 0.84 " 0.84
C09AA09 (0.80-1.46), (0.81-1.46), (0.70-1.00), (0.70-1.00),
0 1.30 1.40 0.52 0.52
049-347) | P08 055357 | P08 | 035 079) .H"O"S (034-081) | F00%8
214 0.59
1 1.19)
0.72
(0:39~4.99) 43)
1.58 0.54
93)
Trandolapril, 1-2 1.00 0.97 1.00 0.96 1.00 0.97 1.00 0.97
C09AA10 (0.91-1.02), (0.91-1.02), (0.93-1.00), (0.93-1.01),
0 0.70 0.79 0.75 0.80
(060082 & =023 067-092) @ 0215 | oeg-0sy | 006 | 070089 = P01
3-5 1.08 1.15 0.82 0.83
(0.85-1.38) (0.90-1.47) (0.69-0.97) (0.70-0.99)
6-10 0.90 0.92 0.72 0.74
(0.70-1.16) (0.71-1.20) (0.60-0.87) (0.61-0.89)
>10 0.93 0.93 0.87 0.88
(0.77-1.11) (0.77-1.13) (0.77-0.98) (0.78-0.99)
Losartan, 1-2 1.00 0.97 1.00 0.97 1.00 0.97 1.00 0.97
C09CA01 (0.94-1.00), (0.95-1.00), (0.95-0.99), (0.95-0.99),
0 0.58 " 0.63 0.62 X 0.64 "
(054-062) @ =004 059-067) | 0078 | 59065 | <0002 (062-068) = <0001
3-5 0.97 0.98 0.93 0.93
(0.87-1.08) (0.88-1.09) (0.87-1.00) (0.86-1.00)
6-10 0.93 0.95 0.89 0.89
(0.83-1.03) (0.85-1.06) (0.83-0.96) (0.83-0.96)
>10 0.92 0.92 0.91 0.90
(0.84-1.00) (0.84-1.01) (0.86-0.96) (0.85-0.96)
Eprosartan, 1-2 1.00 0.94 1.00 0.94 1.00 0.94 1.00 0.95
C09CA02 (0.82-1.07), (0.82-1.08), (0.85-1.03), (0.86-1.05),
0 0.73 0.77 0.61 0.67
053101 | =03 1 055108 | PO ag07e) | P01 | (osa—se | O34

(Continued)
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Table 3. Continued
HR (0.95% HR (0.95% HR (0.95% HR (0.95%
Prescription Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
3-5 1.65 1.59 1.04 1.09
(1.01-2.68) (0.96-2.62) (0.74-1.46) (0.77-1.52)
6-10 0.69 0.71 0.60 0.61
(0.36-1.33) (0.36-1.39) (0.40-0.90) (0.40-0.92)
>10 0.94 0.95 0.88 0.93
(0.60-1.46) (0.61-1.47) (0.66-1.19) (0.69-1.25)
Valsartan, 1-2 1.00 1.02 1.00 1.02 1.00 1.01 1.00 1.01
C09CA03 0 0.71 (0.95-1.10), 074 (0.95-1.10), 0.69 (0.96-1.06), 0.71 (0.96-1.06),
(0.60-085 | =071 | 0g1-089 | P07 | ogoq77) | P=0654 | (gp3 079 | 0750
3-5 0.98 0.95 0.88 0.88
(0.73-1.32) (0.70-1.29) (0.72-1.06) (0.72-1.07)
6-10 1.13 1.10 1.01 1.01
(0.84-1.51) (0.82-1.48) (0.84-1.23) (0.83-1.23)
>10 1.05 1.04 1.01 1.00
(0.83-1.32) (0.82-1.32) (0.87-1.17) (0.86-1.16)
Irbesartan, 1-2 1.00 0.94 1.00 0.95 1.00 0.98 1.00 0.98
C09CA04 0 0.64 (0.88-1.01), 0.69 (0.88-1.02), 0.70 (0.93-1.03), 07 (0.93-1.03),
053-076) | P0098 | (osgogy | P01 geotneg | P=0380 | gesngy | Pe0.440
3-5 1.02 1.02 0.89 Ame2:88
(0.77-1.36) (0.76-1.36) (0.73-1.09) (72:.07)
6-10 1.18 1.18 0.99 0.99
(0.90-1.54) (0.90-1.55) (0.81-1.19) ° (0.81-1.20)
0.85
Candesartan, 0.96
C09CA06 (0.93-0.99),
(0.60-0.70) P=0.007*
(0.70-0.97) (0.76-1.07) (0.89-1.12) (0.92-1.17)
6-10 0.78 0.81 0.90 0.91
(0.66-0.92) (0.69-0.96) (0.80-1.01) (0.81-1.02)
>10 0.84 0.89 0.89 0.90
(0.74-0.96) (0.78-1.02) (0.81-0.97) (0.82-0.99)
Telmisartan, 1-2 1.00 1.03 1.00 1.05 1.00 1.03 1.00 1.02
B o am OELS o | GEL w0 o 68
(0.60-0.92) =Y (0.66-1.02) =Y (0.60-0.79) =Y (0.63-0.83) =Y
3-5 1.24 1.33 1.04 1.08
(0.89-1.73) (0.95-1.87) (0.83-1.30) (0.86-1.35)
6-10 1.00 0.99 0.91 0.93
(0.71-1.41) (0.69-1.42) (0.73-1.14) (0.74-1.16)
>10 1.16 1.22 1.10 1.08
(0.88-1.52) (0.93-1.62) (0.92-1.31) (0.91-1.29)
Olmesartan 1-2 1.00 1.02 1.00 1.05 1.00 0.93 1.00 0.93
medo/)iomll, 0 0.72 (0'.08_5—1 .423), 0.85 (0'.D8_6—1 .28), 054 (0;138_2—12.026), 057 (0'.;8_2—1 .1016),
C03CA08 ©47-110) | P=0849 | o54q34 | P=0635 | ga1 970 | P02 | gasg75 | P03
3-5 1.13 1.25 0.71 0.72
(0.57-2.24) (0.62-2.53) (0.43-1.17) (0.43-1.19)
6-10 0.97 1.12 0.60 0.63
(0.49-1.90) (0.55-2.27) (0.38-0.96) (0.39-1.01)
>10 1.09 1.19 0.83 0.83
(0.61-1.94) (0.64-2.21) (0.57-1.20) (0.57-1.22)

HR indicates hazard ratio.
*Statistically significant.
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Table 4. Prescription Number of Calcium Antagonists; HRs of Diagnosis of Depression and Diagnosis of Depression or Use of Antidepressants, respectively; and Trend

Tests, Adjusted for Age, Sex, Employment Status, and Calendar Year (Partially Adjusted) and Additionally Adjusted for Somatic Diagnoses (Fully Adjusted)

HR (0.95% HR (0.95%
Prescription = Cl), Partially HR (0.95% Cl), Cl), Partially HR (0.95% Cl),
Drug No. Adjusted Trend Test | Fully Adjusted = Trend Test Adjusted Trend Test | Fully Adjusted = Trend Test
Outcome measure: diagnosis of depression Outcome measure: diagnosis of depression or use of
antidepressant
Amlodipine, 1-2 1.00 0.95 1.00 0.96 1.00 0.94 1.00 0.94
Wy aw O aw OO g GG g 090
(0.50-0.55) ’ (0.55-0.61) ' (0.54-0.58) ’ (0.57-0.61) '
3-5 0.87 0.88 0.95 0.94
(0.81-0.94) (0.82-0.95) (0.90-0.99) (0.90-0.99)
6-10 0.86 0.88 0.84 0.84
(0.80-0.93) (0.82-0.95) (0.80-0.88) (0.80-0.88)
>10 0.84 0.86 0.82 0.82
(0.80-0.89) (0.81-0.91) (0.79-0.86) (0.79-0.86)
Felodipin, 1-2 1.00 0.97 1.00 0.99 1.00 1.02 1.00 1.02
C08CA02 (0.93-1.02), (0.94-1.04), (0.98-1.05), (0.99-1.05),
0 0.67 0.73 0.69 0.73
059075 | 0% | oes0sy | P02 | gpa075) | PO | 07079 | FEO212
3-5 1.08 1.08 0.90 0.89
(0.89-1.31) (0.89-1.32) (0.78-1.03) (0.78-1.02)
6-10 0.81 0.83 1.05 1.05
(0.66-0.99) (0.68-1.02) (0.92-1.20) (8:92=1.20)
>10 0.95 1.00 1.02 1.03
(0.82-1.10) (0.86-1.16) (0.93-1.13) (0.93-1.14)
Isradipin, 1.00 1.00 1.00 ® o9 1.00 0.93
C08CA03 (0. 17 (0.83-1.05),
09) P=0.238
(0.52-2.31) (1.19-3.37) (1.16-3.33)
(0.37-1.66) (0.39-1.93) (0.70-1.99) (0.69-1.98)
>10 0.86 1.00 1.04 1.01
(0.52-1.44) (0.60-1.68) (0.70-1.54) (0.67-1.50)
Nifedipin, 1-2 1.00 0.92 1.00 0.93 1.00 0.96 1.00 0.98
C08CA05 (0.87-0.98), (0.87-0.99), (0.92-1.00), (0.93-1.02),
0 0.64 . 0.77 . 0.62 0.69
(0.57-0.72) P=0.011 (0.67-0.87) P=0.021 (0.57-0.68) P=0.073 (0.63-0.75) P=0.257
3-5 0.86 0.88 0.62 0.66
(0.66-1.11) (0.67-1.16) (0.51-0.75) (0.54-0.80)
6-10 0.71 0.76 0.64 0.68
(0.53-0.96) (0.55-1.03) (0.52-0.80) (0.55-0.84)
>10 0.80 0.80 0.89 0.93
(0.66-0.96) (0.66-0.98) (0.78-1.00) (0.82-1.05)
Nitrendipin, 1-2 1.00 0.75 1.00 0.80 1.00 1.13 1.00 1.15
C08CA08 (0.56-1.01), (0.59-1.08), (0.89-1.42), (0.91-1.46),
0 0.46 0.57 1.39 1.49
(0.21-1.04) P=0.055 (0.24-1.35) P=0.139 (0.64-3.02) P=0.311 (0.67-3.29) P=0.235
3-5 0.40 0.45 1.44 1.44
(0.08-1.98) (0.09-2.23) (0.48-4.33) (0.47-4.39)
6-10 1.04 1.34 1.85 1.88
(0.36-3.05) (0.43-4.11) (0.71-4.80) (0.71-4.96)
>10 0.37 0.45 1.60 1.70
(0.14-0.99) (0.16-1.27) (0.69-3.72) (0.72-4.02)

(Continued)
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Table 4. Continued
HR (0.95% HR (0.95%
Prescription = Cl), Partially HR (0.95% Cl), Cl), Partially HR (0.95% Cl),
Drug No. Adjusted Trend Test | Fully Adjusted = Trend Test Adjusted Trend Test | Fully Adjusted = Trend Test
Lacidipin, 1-2 1.00 1.04 1.00 1.02 1.00 1.02 1.00 1.03
CO8CA09 (0.85-1.28), (0.82-1.26), (0.89-1.17), (0.89-1.18),
0 1.00 1.06 0.58 0.59
054-186) | 0709 | 057000 | 0862 | ougg0) | POTB | a3 ggy | P07
35 1,61 1.46 0.32 0.31
(0.70-3.73) (0.63-3.39) (0.16-0.63) (0.16-0.60)
6-10 0.92 0.83 0.82 0.78
(0.33-2.52) (0.29-2.33) (0.49-1.38) (0.46-1.31)
>10 1.30 119 0.85 0.84
(0.64-2.62) (0.58-2.44) (0.58-1.25) (0.57-1.25)
Lercanidipin, 1-2 1.00 0.89 1.00 0.90 1.00 0.99 1.00 0.98
CO8CAT3 (0.83-0.96), (0.83-0.97), (0.94-1.03), (0.94-1.03),
0 0.50 > 0.53 ! 0.62 0.65
042-058) | F=0003" | 045069 | P00 | os6070) | PO gseg73 | F=0-504
3-5 0.74 0.75 1.15 115
(0.56-0.98) (0.56-0.99) (0.96-1.37) (0.96-1.37)
6-10 0.79 0.80 1.03 1.03
(0.61-1.03) (0.61-1.05) (0.86-1.24) (0.86-1.24)
>10 0.69 0.71 0.98 0.98
(0.55-0.87) (0.56-0.89) (0.84-1.14) (0.84-1.14)
Verapamil, 1-2 1.00 0.92 1.00 0.92 1.00 0.96 100 0.96
By g ORI g wem g esam i ws
(©0.48-058 & < (0.54-0.66) <. (0.58-0.66) | V- (0.61-0.70) =0.
0.69 ® 0.72
0.75
Verapamil, 1-2 1.00 0.62 1.00 0.61 1.00 0.71 1.00 0.69
combinations, (0.41-0.93), (0.40-0.92), (0.58-0.88), (0.56-0.86),
0 0.38 " 0.41 . 0.35 ° 0.37 0
C08DA51 022067 | PO02 | onory | 00207 | g ocTosy | P000T 025-05 | <0001
3-5 0.45 0.38 0.52 0.52
(0.14-1.38) (0.12-1.13) (0.24-1.12) (0.23-1.19)
6-10 0.20 0.16 0.52 0.46
(0.03-1.56) (0.02-1.19) (0.22-1.24) (0.19-1.13)
>10 0.28 0.28 0.36 0.33
(0.09-0.85) (0.09-0.82) (0.19-0.66) (0.17-0.63)
Diltiazem, 1-2 1.00 0.96 1.00 0.97 1.00 1.04 1.00 1.05
C08DBO1 (0.91-1.02), (0.91-1.03), (1.00-1.08), (1.00-1.09),
0 0.65 0.76 0.80 0.86
056-077) | =019 | 065090 | 0316 | 070090 | PRO080 | (977097 | PRO040
3-5 1.07 1.09 0.82 0.81
(0.82-1.40) (0.82-1.43) (0.67-1.01) (0.66-1.00)
6-10 0.83 0.82 0.92 0.94
(0.62-1.10) (0.61-1.09) (0.76-1.13) (0.76-1.15)
>10 0.91 0.93 1.07 1.09
(0.76-1.09) (0.77-1.12) (0.94-1.21) (0.95-1.24)

HR indicates hazard ratio.
*Statistically significant.

the 41 most prescribed antihypertensives during a study pe-
riod of 10 years. More than 450000 patients were included in
the analyses of enalapril alone.

Second, it confirms the validity of the R-WAS method-
ology, that in broad concordance with the literature, we as
hypothesized detected a positive overall effect of continued
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Table 5. Prescription Number of B-Blockers; HRs of Diagnosis of Depression and Diagnosis of Depression or Use of Antidepressants, respectively; and Trend Tests,
Adjusted for Age, Sex, Employment Status, and Calendar Year (Partially Adjusted) and Additionally Adjusted for Somatic Diagnoses (Fully Adjusted)

HR (0.95% HR (0.95% HR (0.95% HR (0.95%

Prescription | Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
Outcome measure: diagnosis of depression Outcome measure: diagnosis of depression or use of

antidepressant
Pindolol, 1-2 1.00 0.78 1.00 0.80 1.00 0.98 1.00 0.99 (0.90-
OBy ey O g O7OW gy O gy 100

(0.29-0.46) ' (0.32-0.53) ' (0.59-0.91) - (0.62-0.97)

35 0.90 0.91 0.79 0.79

(0.55-1.48) (0.55-1.50) (0.50-1.26) (0.49-1.27)

6-10 0.55 0.60 0.84 0.87

(0.31-0.97) (0.33-1.09) (0.52-1.35) (0.54-1.40)

>10 0.48 0.53 0.93 0.95

(0.34-0.67) (0.37-0.75) (0.70-1.23) (0.71-1.26)
Propranolol, 1-2 1.00 0.95 1.00 0.93 1.00 0.90 1.00 0.89
e TN - AT L T v L
(0.45-0.48) ' (0.50-0.54) ' (0.58-0.61) ' (0.62—-0.66) '

35 0.97 0.91 0.92 0.90

(0.88-1.06) (0.83-1.01) (0.85-0.99) (0.83-0.97)

6-10 0.84 0.79 0.77 0.75

(0.74-0.96) (0.69-0.90) (0.69-0.85) (9:68=0.84)

>10 0.88 0.84 0.72 0.72

(0.81-0.96) (0.77-0.92) (0.68-0.77) (0.67-0.77)
Timolol, 1.00 1.00 0.82 1.00 ® 110 1.00 1.08
C07AA06 = (0 17 ) 1 (0.86-1.35),
02597 8 90) P=0.531

1.9 : v ) :

(0. .83) (0.43-6.73) (0.16-3.16) (0.15-3.25)

(0.04-3.16) (0.03-2.75) (0.79-4.90) (0.82-4.84)

>10 0.92 0.72 1.26 1.20

(0.29-2.90) (0.22-2.38) (0.57-2.76) (0.57-2.53)
Sotalol, 1-2 1.00 0.94 1.00 0.92 1.00 0.98 1.00 0.98
CO7AA07 (0.87-1.01), (0.86-1.00), (0.93-1.03), (0.93-1.03),

0 0.71 0.74 . 0.82 0.85
(0.60-0.84) P=0.095 (0.62-0.88) P=0.043 (0.72-0.92) P=0.4% (0.75-0.96) P=0.483

3-5 0.95 0.86 0.96 0.95

(0.68-1.33) (0.61-1.20) (0.77-1.20) (0.76-1.19)

6-10 0.64 0.61 0.93 0.93

(0.44-0.93) (0.42-0.88) (0.74-1.18) (0.74-1.18)

>10 0.84 0.80 0.95 0.94

(0.67-1.05) (0.64-1.00) (0.81-1.10) (0.81-1.10)
Metoprolol, 1-2 1.00 0.88 1.00 0.88 1.00 0.93 1.00 0.93
g ow AL g RO g RGN g OO0
(0.45-0.49) ' (0.49-0.54) ’ (0.51-0.54) ’ (0.54-0.57) ’

3-5 0.94 0.93 0.90 0.90

(0.88-1.01) (0.87-1.00) (0.86-0.95) (0.86-0.94)

6-10 0.78 0.77 0.80 0.80

(0.73-0.84) (0.72-0.84) (0.76-0.84) (0.76-0.84)

>10 0.69 0.68 0.80 0.79

(0.66-0.73) (0.65-0.72) (0.77-0.83) (0.76-0.82)

(Continued)
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Table 5. Continued
HR (0.95% HR (0.95% HR (0.95% HR (0.95%
Prescription | Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
Atenolol, 1-2 1.00 0.88 1.00 0.88 1.00 0.92 1.00 0.93
T g | G g I g Iy 0oL
(0.49-0.58) ' (0.54-0.63) : (0.60-0.67) : (0.63-0.71) :
3-5 0.79 0.80 0.88 0.86
(0.67-0.93) (0.68-0.94) (0.78-0.98) (0.77-0.97)
6-10 0.62 0.61 0.77 0.77
(0.52-0.75) (0.51-0.74) (0.68-0.87) (0.68-0.87)
>10 0.68 0.70 0.78 0.80
(0.61-0.76) (0.62-0.78) (0.73-0.85) (0.74-0.86)
Acebutolol, 1-2 1.00 1.27 1.00 1.37 1.00 0.75 1.00 0.78
CO7ABO4 (0.83-1.94), (0.88-2.14), (0.58-0.97), (0.61-1.00),
0 0.74 0.95 0.57 ! 0.69
024230 | 0% 007309 | PO ga3 g | P00 g40 g9 FEO0S3
3-5 1.21 1.25 1.00 1.32
(0.20-7.31) (0.16-10.00) (0.33-3.04) (0.43-4.03)
6-10 0.63 0.87 0.31 0.47
(0.11-3.80) (0.12-6.16) (0.07-1.33) (0.11-2.08)
>10 1.87 2.37 0.45 0.52
(0.54-6.46) (0.62-9.03) (0.21-0.95) (0.24-1.10)
Betaxolol, 1-2 1.00 0.72 1.00 0.77 1.00 1.00 b 1.03
C07ABO5 (0.50-1.08), (0.53-1.14), (0.79-1.27), (0.81-1.31),
0 0.50 0.62 1.32 1.52
©22-112 | 005 1 o5 qag | PO 6108y .P=0.991 (069-333 | 079
0.79 1.86
1 64)
3.08
© -99) -87)
0.36 117
04)
Bisoprolol, 1-2 1.00 0.87 1.00 0.86 1.00 0.90 1.00 0.90
C07ABO7 (0.82-0.92), (0.81-0.91), (0.87-0.94), (0.87-0.94),
0 0.53 < 0.60 ! 0.61 X 0.65 X
047-060) | <00 gsogps | P00 gseger | PO | gsgg7ry | P00
3-5 0.77 0.79 0.99 0.99
(0.61-0.97) (0.63-1.00) (0.85-1.15) (0.85-1.15)
6-10 0.79 0.79 0.76 0.76
(0.63-1.00) (0.62-1.00) (0.65-0.90) (0.65-0.90)
>10 0.63 0.63 0.76 0.75
(0.53-0.75) (0.53-0.75) (0.67-0.85) (0.67-0.84)
Nebivolol, 1-2 1.00 0.91 1.00 0.94 1.00 1.01 1.00 0.99
CO7AB12 (0.73-1.13), (0.76-1.17), (0.86-1.18), (0.84-1.16),
0 0.38 0.43 0.57 0.60
©27-058 | 0406 1 oa0 g6y | PO ooz | P09 oasosy 08
3-5 0.61 0.63 113 1.14
(0.30-1.23) (0.31-1.27) (0.69-1.86) (0.68-1.89)
6-10 0.86 0.85 0.97 0.95
(0.43-1.72) (0.42-1.74) (0.59-1.62) (0.56-1.59)
>10 0.75 0.85 1.06 0.99
(0.38-1.48) (0.44-1.63) (0.64-1.73) (0.59-1.65)
Labetalol, 1-2 1.00 0.94 1.00 0.94 1.00 0.89 1.00 0.88
CO7AGO1 (0.84-1.06), (0.83-1.06), (0.82-0.97), (0.81-0.96),
0 0.67 0.76 0.59 ! 0.64 X
055-081) | 035 | 063090y | 028 | osp068 | 00 | 055074 | PEO005

(Continued)
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Table 5. Continued

HR (0.95% HR (0.95% HR (0.95% HR (0.95%
Prescription Cl), Partially Cl), Fully Cl), Partially Cl), Fully
Drug No. Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test Adjusted Trend Test
3-5 0.98 1.03 0.87 0.90
(0.68-1.40) (0.71-1.49) (0.67-1.14) (0.69-1.18)
6-10 1.19 1.18 0.88 0.88
(0.79-1.79) (0.76-1.83) (0.64-1.21) (0.64-1.21)
>10 0.75 0.73 0.69 0.67
(0.50-1.11) (0.48-1.09) (0.53-0.90) (0.51-0.88)
Carvedilol, 1-2 1.00 0.92 1.00 0.92 1.00 0.94 1.00 0.94
TR o e OEAM g OTOS g TS g G0
(0.46-0.61) - (0.52-0.69) - (0.55-0.67) ' (0.58-0.71) '
3-5 1.15 1.17 1.02 1.05
(0.93-1.43) (0.93-1.46) (0.88-1.19) (0.91-1.23)
6-10 1.03 1.05 0.97 0.97
(0.83-1.28) (0.84-1.31) (0.84-1.12) (0.83-1.12)
>10 0.82 0.82 0.85 0.84
(0.69-0.97) (0.69-0.98) (0.76-0.95) (0.75-0.95)
Metoprolol 1-2 1.00 0.86 1.00 0.87 1.00 0.84 1.00 0.83
and (0.71-1.03), (0.72-1.06), (0.75-0.95), (0.74-0.94),
o 0 0.52 0.56 0.55 . 0.56 .
thiazides, (0.33-0.82) P=0.109 (0.35-0.90) P=0.162 0.42-0.72) P=0.004 (0.43-0.74) P=0.002
C07BB02 Al
3-5 0.47 0.51 0.35 pe Y4
(0.21-1.07) (0.22-1.18) (0.18-0.67) (0.19-0.72)
6-10 0.83 0.91 0.87 0.87
.41-1.70) (0.44-1.88) (0.56-1.35) ® (0.55-1.35)
5 1
(0.31 .73)
Atenolol 1.0 : . ; - ! 1. 8 1.05
and other ) . (0.79-1.05), (0.94-1.13), (0.95-1.15),
furstics 0 057 0.64 0.63 0.6684) 032
C07CB03
3-5 0.65 0.69 0.74 0.74
(0.34-1.21) (0.36-1.30) (0.49-1.12) (0.48-1.13)
6-10 0.76 0.88 0.54 0.55
(0.42-1.37) (0.48-1.61) (0.35-0.82) (0.36-0.84)
>10 0.64 0.73 1.03 1.06
(0.42-0.97) (0.47-1.13) (0.79-1.34) (0.81-1.39)
Metoprolol 1-2 1.00 0.73 1.00 0.75 1.00 1.04 1.00 1.06
and (0.55-0.98), (0.57-0.99), (0.86-1.27), (0.87-1.28),
- 0 0.48 . 0.52 . 0.60 0.65
felodipine, (0.27-0.88) P=0.035 (0.29-0.92) P=0.040 (0.36-1.01) P=0.672 (0.39-1.07) P=0.580
C07FB02
3-5 0.42 0.46 0.52 0.54
(0.12-1.52) (0.13-1.71) (0.22-1.21) (0.23-1.28)
6-10 0.39 0.39 0.56 0.59
(0.11-1.38) (0.11-1.32) (0.22-1.43) (0.24-1.46)
>10 0.38 0.40 0.90 0.94
(0.17-0.86) (0.18-0.89) (0.51-1.59) (0.53-1.65)

Depression is common in patients with hypertension. We identified a total of 9 of 41 antihypertensive drugs that should be used in individuals at increased risk of
depression. HR indicates hazard ratio.
*Statistically significant.

use of angiotensin agents and calcium antagonists and not of These include low-dose aspirin, statins, allopurinol, and angi-
diuretics. The study design and type of statistical analyses otensin agents,” as well as metformin.*

used in the present study is part of the validated R-WAS meth- It is clear from Tables 3 through 5 that findings for
odology to confirm whether agents with an a priori preclinical the individual drugs vary a lot, some showing increased,

or theoretical evidence base may have effects in depression. some decreased, and some no association with depression,
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minimizing the possibility that they are a result of system-
atic or general bias or confounding. Thus, in the prespecified
plan of analyses, we decided to address bias or confounding
by indication of antihypertensives in 2 different ways: by (1)
the design of the study and by (2) the adjustment methods.
Regarding design, the study was designed to estimate the rate
of depression during successive prescription periods of the
drug compared with the rate during prescription period 1 to
2. We generally confirmed that the prescription period 1 to
2 was associated with increased HR of depression compared
with the period with the nonuse period (Table 3) illustrating
confounding by indication since drugs were prescribed for hy-
pertension, cardiovascular, and cerebrovascular diseases that
share an increased risk of depression.”” Regarding covariate
adjustment, in addition to adjustments for sex, age, employ-
ment status, and calendar period, we adjusted the analyses for
all physical comorbidities recorded in the Danish National
Hospital Register, as many patients experience multiple dis-
eases (eg, co-occurrence of hypertension, myocardial infarc-
tion, stroke, diabetes mellitus, or chronic pain**#’), aiming to
reduce unknown or residual confounding.

It should further be noted that results of the analyses of
the individual drugs were not a matter of statistical power:
among the 9 individual drugs that were found to be associated
with a decreased risk of depression, drugs with a beneficial
effect such as verapamil combinations included 130 individu-
als, only (Table 1), resulting in decreased statistical power,
whereas many frequentlypused drugs such as perindopril

Limitations

The first outcome measure, a diagnosis of depression, was
not research based but based on clinical diagnoses. However,
the ICD, Tenth Revision, diagnosis of depression recorded in
the Danish Psychiatric Central Research Register has a high
validity as compared with a research diagnostic interview
with the Clinical Assessment in Neuropsychiatry. Further,
we included analyses with a combined outcome measure
on a diagnosis of depression or the use of antidepressants
overall confirming results from the first analyses with a di-
agnosis of depression as the outcome measure. We did not
include continued use of antidepressants as a separate out-
come measure as antidepressants are prescribed for other
conditions than depression.

As with all other registers including nationwide medica-
tion data, the Danish Medicinal Product Statistics includes
no information on drug indication, as well as adherence or
dose of the exposure drugs, although repeat prescriptions are
a reasonable proxy of adherence.” As we estimated the rate
of incident depression during successive prescription periods
within each drug class/individual drug, it is unlikely that indi-
cations or nonadherence substantially confounded our results.
Regarding drug indications, it should be stressed that we did
not compare rates of depression g6oss drugs but within dif-
ferent prescription periods withi cmﬁlm.g and further, we
included analyses with adjustments for all physical comorbid-
ities. Notably, these HRs adjusted for physical comorbidities
(fully adjusted in Tablé® 2 through 5) did not deviate much

(n=54769) or metoprolol (n=40-772); resulmng in mcreased_ - from HRsswithout-(partially, adjusted in«Fables 2 through 5),

statistical power, showed no statlstrcal srgmﬁcant associations
with depression. ' J St |

Third, 2 different outcome measures were 1ncluded (1) a
diagnosis of depressive disorder at a psychiatric hospital con-
tact as inpatient or outpatient and (2) a combined measure of
a diagnosis of depression or use of antidepressants. The first
outcome measure likely comprises more severe cases with de-
pression referred only to psychiatric hospital care. The second
outcome measure includes the broader illness spectrum from
severe to milder cases of depression, as this measure, in addi-
tion to a hospital diagnosis of depression, includes drug pre-
scription data from all physicians in Denmark, that is, from
primary care including general practice and private specialists
and from secondary outpatient hospital care. In most analyses,
the results with the 2 outcome measures were very similar, serv-
ing to support the internal and external validity of the findings.

Fourth, potential reverse causation is substantively mini-
mized as only incident depression/use of antidepressants was
included in the analyses, since we excluded individuals who
received antidepressants (from 1995 to 2005) or had a di-
agnosis of depression (back to 1970) before use of the drug
class of interest.

Finally, population-based data as those included in the
present study reflect real-life, so-called naturalistic data add-
ing to increase the generalizability of findings.*® By contrast,
a large proportion of real-life patients are excluded from
randomized controlled trials due to the strict inclusion and
exclusion criteria often deployed. Among patients with de-
pression in clinical practice, =25% meet usual eligibility
requirements for an antidepressant efficacy trial.*

atso not for B- blockers (Table 5) mamly being prescribed for

:cardrac infaretion and 1nsufﬁcrency and as second- or third-

line antrhypertensrves

Residual confounding by unmeasured variables remains
possible. For example, around 40% of hypertension remains
undiagnosed and untreated.’' Factors such as high health lit-
eracy, high socioeconomic status, and high levels of other
adaptive health behaviors such as physical activity, high-
quality diet, and not smoking may thus be associated with
prophylactic antihypertensive therapy and may moderate
relationships with depression. We considered antihyperten-
sive drugs individually, drug by drug, as well as within the
4 main classes of medications (angiotensin agents, calcium
channel blockers, and 3-blockers). This approach does not di-
rectly adjust analyses for combinations of 21 other antihyper-
tensive drugs (polypharmacy) but instead adjusts for diverse
morbidity for which antihypertensive may be prescribed such
as hypertension and cardiovascular and cerebrovascular dis-
eases, as well as all other potential comorbidity, by including
the 9 morbidity groups listed in ICD, Tenth Revision. Future
research may more specifically address risk of depression
with monotherapy versus polypharmacy of antihypertensives.
One final factor may be sequencing; some drugs are generally
used as first-line therapies and others, second- or third-line
therapies depending on the indication in the individual case.
As hypertension and cardiovascular and cerebrovascular dis-
eases are progressive disorders, one might expect people who
settle on first-line therapy to have simpler and more benign
illness, whereas those needing second- or third-line therapy
may have more complex illness.



Pharmacological Properties of Individual Drugs

There is no prior research on individual angiotensin agents, cal-
cium antagonists, or [3-blockers and their associations with in-
flammation or depression. The pharmacological properties of
the 9 identified drugs that were associated with a decreased rate
of incident depression differ in many ways including lipid sol-
ubility; some are lipid soluble and have an ability to cross the
blood-brain barrier and some are not. It is possible that these
9 drugs possess other off-target receptor or anti-inflammatory
properties that they do not share with the remaining 32 antihy-
pertensives, but we are not aware of studies specifically investi-
gating potential anti-inflammatory effects of these 9 drugs.

Angiotensin Agents

Among the 2 angiotensin agents showing antidepressant
effects, ramipril is a lipid-soluble angiotensin-converting en-
zyme inhibitor that has the ability to cross the blood-brain
barrier in contrast to enalapril that is a noncentrally active
angiotensin-converting enzyme inhibitor that works mainly
by lowering blood pressure.'” These data support the ongoing
development of angiotensin agents for mood disorders.

Calcium Antagonists

Calcium antagonists are not interchangeable because of their
heterogeneity of structure, binding site, and action.** Among
the 3 calcium antagonists showing antidepressant effects,
amlodipine is a selective calcium blocker and verapamil and
verapamil combination areé phenylalkymine calcium channel

blockers. As hpophlhc substances, amledipine and verapannlg. W

The study is funded by the Danish| National Research Fund
\ (Independqnp /R_evseqrqh Flrlvnd_rDe_I’l__I_I}@._I‘k grant number 6110-00096B).

cross the blood-brain bartier. Calcmum channel antagomists
have been explored for utility in bipolar d;isprdeﬁz_ja related
mood disorder but not depressions

B-Blockers

The main pharmacological properties of the 4 [-blockers
showing antidepressant effects differ: propranolol being a
first generation, nonselective [3-blocker with high lipid solu-
bility, atenolol, and bisoprolol being second generation, selec-
tive 3-blockers with low lipid solubility and carvedilol being
a third generation, and nonselective [3-blocker with moderate
lipid solubility.* Lipophilic $-blockers, such as propranolol,
may passively cross the blood-brain barrier.® Nevertheless,
also hydrophilic [-blockers, such atenolol and bisoprolol,
may have central effects due to NO and hydrogen peroxide
release independently of their ability to cross the blood-brain
barrier.>® Notably, pindolol did not display a potentially bene-
ficial effect in accordance with results from a meta-analysis.”

Conclusions

In this population-based register study data from all 5.4 million
persons in Denmark, we systematically investigated whether
the 41 most used antihypertensive drugs were associated with
an altered risk of incident depression. Analyses of diuretics
were included for comparisons. Continued use of classes of
angiotensin agents, calcium antagonists, and [3-blockers was
associated with decreased rates of depression, whereas diuret-
ics were not. As the first study on individual antihypertensives
and risk of depression, we found a decreased risk of depression
associated with 9 drugs, including 2 of 16 angiotensin agents:

Kessing et al
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enalapril and ramipril; 3 of 10 calcium antagonists: amlo-
dipine, verapamil, and verapamil combinations; and 4 of 15
[-blockers: propranolol, atenolol, bisoprolol, and carvedilol,
whereas no antihypertensive drug increased the risk of de-
pression. The findings should be replicated in well-designed
larger randomized controlled trials and in other population-
based registers using similar designs and statistical analyses
to address selection and confounding factors.

Perspectives

As hypertension and cardiovascular and cerebrovascular dis-
eases are associated with increased risk of depression and due
to the detrimental effects of depression, it is recommended
that clinicians use one of the identified individual 9 drugs
depending on the somatic indication, especially in patients
at increased risk of developing depression, including patients
with prior depression or anxiety and patients with a family
history of depression.

Acknowledgments
M. Berk is supported by an National Health and Medical Research
Council Senior Principal Research Fellowship (1156072). Access to
data and data analysis: L.V. Kessing designed the study together with
T.A. Gerds, C.T. Ekstrgm, and C. Torp-Pedersen. H.C. Rytgaard and
T.A. Gerds conducted and are resp le for the data analysis in
cooperation with L.V. Kessing and m. L.V. Kessing wrote
the first draft of the manuscript that was rev1sed by all authors. L.V.
Kessing had full access to all the data in the study and takes responsi-
bility for the integrity of th%data and the accuracy of the data analysis.

1% ¢ Sources,of Eunding

Disclosures

The authors report no potential conflicts of ‘interest involving the
work. Financial activities outside the work: L.V. Kessing has within
the preceding 3 years been a consultant for Lundbeck. C. Torp-
Pedersen has received grants for studies from Bayer and Novo
Nordisk. M. Berk has received grant/research support from the NIH,
Cooperative Research Centre, Simons Autism Foundation, Cancer
Council of Victoria, Stanley Medical Research Foundation, Medical
Benefits Fund, National Health and Medical Research Council,
Medical Research Futures Fund, Beyond Blue, Rotary Health, A2
Milk Company, Meat and Livestock Board, Woolworths, Avant, and
the Harry Windsor Foundation; has been a speaker for AstraZeneca,
Lundbeck, Merck, and Pfizer; and served as a consultant to Allergan,
AstraZeneca, Bioadvantex, Bionomics, Collaborative Medicinal
Development, Lundbeck Merck, Pfizer, and Servier. The other au-
thors report no conflicts.

References

1. Tanase DM, Gosav EM, Radu S, Ouatu A, Rezus C, Ciocoiu M, Costea CF,
Floria M. Arterial hypertension and interleukins: potential therapeutic
target or future diagnostic marker? Int J Hypertens. 2019;2019:3159283.
doi: 10.1155/2019/3159283

2. Li Z, LiY, Chen L, Chen P, Hu Y. Prevalence of depression in patients
with hypertension: a systematic review and meta-analysis. Medicine
(Baltimore). 2015;94:e1317. doi: 10.1097/MD.0000000000001317

3. Meijer A, Conradi HJ, Bos EH, Anselmino M, Carney RM, Denollet J,
Doyle F, Freedland KE, Grace SL, Hosseini SH, et al. Adjusted prognostic
association of depression following myocardial infarction with mortality
and cardiovascular events: individual patient data meta-analysis. Br J
Psychiatry. 2013;203:90-102. doi: 10.1192/bjp.bp.112.111195

4. Doyle F, McGee H, Conroy R, Conradi HJ, Meijer A, Steeds R, Sato H,
Stewart DE, Parakh K, Carney R, et al. Systematic review and individual
patient data meta-analysis of sex differences in depression and prognosis



16

10.

11.

12.

14.

15.

16.

17.

18.

19.

20.

21.

Hypertension September 2020

in persons with myocardial infarction: a MINDMAPS study. Psychosom
Med. 2015;77:419-428. doi: 10.1097/PSY.0000000000000174

. Ayerbe L, Ayis S, Wolfe CD, Rudd AG. Natural history, predictors and

outcomes of depression after stroke: systematic review and meta-analysis.
Br J Psychiatry. 2013;202:14-21. doi: 10.1192/bjp.bp.111.107664

. Beekman AT, Copeland JR, Prince MJ. Review of community preva-

lence of depression in later life. Br J Psychiatry. 1999;174:307-311. doi:
10.1192/bjp.174.4.307

. Lichtman JH, Froelicher ES, Blumenthal JA, Carney RM, Doering LV,

Frasure-Smith N, Freedland KE, Jaffe AS, Leifheit-Limson EC, Sheps DS,
et al; American Heart Association Statistics Committee of the Council
on Epidemiology and Prevention and the Council on Cardiovascular and
Stroke Nursing. Depression as a risk factor for poor prognosis among
patients with acute coronary syndrome: systematic review and recom-
mendations: a scientific statement from the American Heart Association.
Circulation. 2014;129:1350-1369. doi: 10.1161/CIR.0000000000000019

. Baumeister H, Haschke A, Munzinger M, Hutter N, Tully PJ. Inpatient

and outpatient costs in patients with coronary artery disease and mental
disorders: a systematic review. Biopsychosoc Med. 2015;9:11. doi:
10.1186/513030-015-0039-z

. Kuhlmann SL, Arolt V, Haverkamp W, Martus P, Strohle A,

Waltenberger J, Rieckmann N, Miiller-Nordhorn J. Prevalence, 12-month
prognosis, and clinical management need of depression in coronary heart
disease patients: a prospective cohort study. Psychother Psychosom.
2019;88:300-311. doi: 10.1159/000501502

Unger T, Borghi C, Charchar F, Khan NA, Poulter NR, Prabhakaran
D, Ramirez A, Schlaich M, Stergiou GS, Tomaszewski M, et al. 2020
International Society of Hypertension Global Hypertension prac-
tice guidelines. Hypertension. 2020;75:1334-1357. doi: 10.1161/
HYPERTENSIONAHA.120.15026

James PA, Oparil S, Carter BL, Cushman WC, Dennison-Himmelfarb C,
Handler J, Lackland DT, LeFevre ML, MacKenzie TD, Ogedegbe O, et
al. 2014 evidence-based guideline for the management of high blood pres-
sure in adults: report from the panel members appointed to the Eighth
Joint National Commmee (JNC 8). JAMA. 2014;311:507-520. doi:
10.1001/jama.201
CaoYY, Xiang X, S
Wu Y, Wu T, et al. Pi
in the real-world s
2019;259:386-39 1. doi:

tionship between dnuhypertenmve ne

of linked healthc

24, 2020]. Psychol Med. 2020;1-9. doi: 10.1017/S0033291719004094
Mowry FE, Biancardi VC. Neuroinflammation in hypertension: the renin-
angiotensin system versus pro-resolution pathways. Pharmacol Res.
2019;144:279-291. doi: 10.1016/j.phrs.2019.04.029

Osimo EF, Baxter LJ, Lewis G, Jones PB, Khandaker GM. Prevalence
of low-grade inflammation in depression: a systematic review and
meta-analysis of CRP levels. Psychol Med. 2019;49:1958-1970. doi:
10.1017/50033291719001454

Williams LJ, Pasco JA, Kessing LV, Quirk SE, Fernandes BS, Berk M.
Angiotensin converting enzyme inhibitors and risk of mood disorders.
Psychother Psychosom. 2016;85:250-252. doi: 10.1159/000444646
Rygiel K. Can angiotensin-converting enzyme inhibitors impact cognitive
decline in early stages of Alzheimer’s disease? An overview of research
evidence in the elderly patient population. J Postgrad Med. 2016;62:242—
248. doi: 10.4103/0022-3859.188553

Grover MP, Ballouz S, Mohanasundaram KA, George RA, Sherman CD,
Crowley TM, Wouters MA. Identification of novel therapeutics for com-
plex diseases from genome-wide association data. BMC Med Genomics.
2014;7(suppl 1):S8. doi: 10.1186/1755-8794-7-S1-S8

Annerbrink K, Jonsson EG, Olsson M, Nilsson S, Sedvall GC,
Anckarsiter H, Eriksson E. Associations between the angiotensin-convert-
ing enzyme insertion/deletion polymorphism and monoamine metabolite
concentrations in cerebrospinal fluid. Psychiatry Res. 2010;179:231-234.
doi: 10.1016/j.psychres.2009.04.018

Kessing LV, Rytgaard HC, Gerds TA, Berk M, Ekstrgm CT,
Andersen PK. New drug candidates for depression - a nationwide
population-based study. Acta Psychiatr Scand. 2019;139:68-77. doi:
10.1111/acps.12957

Brownstein DJ, Salagre E, Kohler C, Stubbs B, Vian J, Pereira C,
Chavarria V, Karmakar C, Turner A, Quevedo J, et al. Blockade of the
angiotensin system improves mental health domain of quality of life:
a meta-analysis of randomized clinical trials. Aust N Z J Psychiatry.
2018;52:24-38. doi: 10.1177/0004867417721654

22.
23.
24.

25.

26.

27.

28.

29.
anchor ,S
B-blocki el

rt J.201

m,C, Duan L, ]

33.

34.

35.
36.
37.
38.
39.

40.

41.

42.

Plein H, Berk M, Eppel S, Butkow N. Augmented platelet calcium up-
take in response to serotonin stimulation in patients with major depression
measured using Mn2+ influx and 45Ca2+ uptake. Life Sci. 2000;66:425—
431. doi: 10.1016/s0024-3205(99)00608-6

Saddala MS, Lennikov A, Mukwaya A, Yang Y, Hill MA, Lagali N,
Huang H. Discovery of novel L-type voltage-gated calcium channel block-
ers and application for the prevention of inflammation and angiogenesis. J
Neuroinflammation. 2020;17:132. doi: 10.1186/s12974-020-01801-9
Andrade A, Brennecke A, Mallat S, Brown J, Gomez-Rivadeneira J,
Czepiel N, Londrigan L. Genetic associations between voltage-gated cal-
cium channels and psychiatric disorders. Int J Mol Sci. 2019;20:3537. doi:
10.3390/ijms20143537

Fujiwara N, Tanaka A, Kawaguchi A, Tago M, Oyama JI, Uchida Y,
Matsunaga K, Moroe K, Toyoda S, Inoue T, et al; APEQ Study
Investigators. Association between blood pressure lowering and quality
of life by treatment of Azilsartan. Int Heart J. 2017;58:752-761. doi:
10.1536/ihj.16-511

Ahola AJ, Harjutsalo V, Forsblom C, Groop PH. Renin-angiotensin-
aldosterone-blockade is associated with decreased use of antidepressant
therapy in patients with type 1 diabetes and diabetic nephropathy. Acta
Diabetol. 2014;51:529-533. doi: 10.1007/s00592-013-0547-x

Yancy CW, Jessup M, Bozkurt B, Butler J, Casey DE Jr, Drazner MH,
Fonarow GC, Geraci SA, Horwich T, Januzzi JL, et al; American College
of Cardiology Foundation; American Heart Association Task Force on
Practice Guidelines. 2013 ACCF/AHA guideline for the management of
heart failure: a report of the American College of Cardiology Foundation/
American Heart Association Task Force on practice guidelines. J Am Coll
Cardiol. 2013;62:e147-239. doi: 10.1016/j.jacc.2013.05.019

Avorn J, Everitt DE, Weiss S. Increased antidepressant use in patients pre-
scribed beta-blockers. JAMA. 1986;2 7-360.

Liu Y, Zhou X, Zhu D, Chen J, ZﬁangﬂY Wang X, Yang D,
Meng H, Luo Q, et al. Is pindolol augmentation effective in depressed
patients resistant to selective serotonin reuptake inhibitors? A systematic
review and meta-analysis. Hum Psychopharmacol.2015;30:132-142. doi:
10.1002/hup.2465

M, Spel KL, Chan PS. Initiation

.,
2
[=
3

<
S
(<]
f~)
=
=g
=N
-
=8
g
(o]
=
5]
5]

) IS. Br tlllzatlon of beta block-
ers in patients with heart failure and depressmn and their effect on mortality.
Am J Cardiol. 2019;124:746-750. doi: 10.1016/j.amjcard.2019.05.054
elson MR, Shah RC,
et al. The association of antihypertensive use and depressive symptoms
in a large older population with hypertension living in Australia and
the United States: a cross-sectional study [published online January 30,
2020]. J Hum Hypertens. 2020. doi: 10.1038/s41371-020-0303-y
Celano CM, Freudenreich O, Fernandez-Robles C, Stern TA, Caro MA,
Huffman JC. Depressogenic effects of medications: a review. Dialogues
Clin Neurosci. 2011;13:109-125.
Dubovsky SL. Applications of calcium channel blockers in psychiatry:
pharmacokinetic and pharmacodynamic aspects of treatment of bi-
polar disorder. Expert Opin Drug Metab Toxicol. 2019;15:35-47. doi:
10.1080/17425255.2019.1558206
Fumagalli C, Maurizi N, Marchionni N, Fornasari D. -blockers: their
new life from hypertension to cancer and migraine. Pharmacol Res.
2020;151:104587. doi: 10.1016/j.phrs.2019.104587
Kessing LV RH, Ekstrgm CT, Knop FK, Berk M, Gerds TA. Effects of
antidiabetic agents on the risk of depression — a nationwide population-
based study. Diabetes Care. 2020.
O’Neil A, Jacka FN, Quirk SE, Cocker F, Taylor CB, Oldenburg B,
Berk M. A shared framework for the common mental disorders and Non-
Communicable Disease: key considerations for disease prevention and
control. BMC Psychiatry. 2015;15:15. doi: 10.1186/s12888-015-0394-0
Malig C. The civil registration system in denmark. Technical paper no 66.
1996.
Statistics Denmark, Denmark. 2020. http://www.dst.dk. Accessed
July 15, 2020.
Juel K, Helweg-Larsen K. The Danish registers of causes of death. Dan
Med Bull. 1999;46:354-357.
Andersen TF, Madsen M, Jgrgensen J, Mellemkjoer L, Olsen JH. The
Danish National Hospital Register. A valuable source of data for modern
health sciences. Dan Med Bull. 1999;46:263-268.
Munk-Jgrgensen P, Mortensen PB. The Danish Psychiatric Central
Register. Dan Med Bull. 1997;44:82-84.



43.

44,

45.

46.

47.

48.

Organization WH. The ICD-10 Classification of Mental and Behavioural
Disorders: Clinical Descriptions and Diagnostic Guidelines. Genova:
World Health Organisation; 1992.

Salas M, Hofman A, Stricker BH. Confounding by indication: an example
of variation in the use of epidemiologic terminology. Am J Epidemiol.
1999:149:981-983. doi: 10.1093/oxfordjournals.aje.a009758

Kessing LV, Gerds TA, Feldt-Rasmussen B, Andersen PK, Licht RW. Use
of lithium and anticonvulsants and the rate of chronic kidney disease: a
nationwide population-based study. JAMA Psychiatry. 2015;72:1182—
1191. doi: 10.1001/jamapsychiatry.2015.1834

van Hecke O, Hocking LJ, Torrance N, Campbell A,
Padmanabhan S, Porteous DJ, McIntosh AM, Burri AV, Tanaka H,
Williams FM, et al. Chronic pain, depression and cardiovascular di-
sease linked through a shared genetic predisposition: analysis of a fam-
ily-based cohort and twin study. PLoS One. 2017;12:e0170653. doi:
10.1371/journal.pone.0170653

Read JR, Sharpe L, Modini M, Dear BF. Multimorbidity and depression:
a systematic review and meta-analysis. J Affect Disord. 2017;221:36-46.
doi: 10.1016/j.jad.2017.06.009

Kessing LV, Bauer M, Nolen WA, Severus E, Goodwin GM, Geddes J.
Effectiveness of maintenance therapy of lithium vs other mood stabiliz-
ers in monotherapy and in combinations: a systematic review of evidence

Kessing et al Antihypertensives and Depression 17

from observational studies [published online February 14, 2018]. Bipolar
Disord. 2018. doi: 10.1111/bdi.12623

Zimmerman M, Mattia JI, Posternak MA. Are subjects in pharma-
cological treatment trials of depression representative of patients in
routine clinical practice? Am J Psychiatry. 2002;159:469-473. doi:
10.1176/appi.ajp.159.3.469

Wing JK, Babor T, Brugha T, Burke J, Cooper JE, Giel R,
Jablenski A, Regier D, Sartorius N. SCAN. Schedules for clinical assess-
ment in neuropsychiatry. Arch Gen Psychiatry. 1990;47:589-593. doi:
10.1001/archpsyc.1990.01810180089012

Appleton SL, Neo C, Hill CL, Douglas KA, Adams RJ. Untreated hyper-
tension: prevalence and patient factors and beliefs associated with under-
treatment in a population sample. J Hum Hypertens. 2013;27:453-462.
doi: 10.1038/jhh.2012.62

Cipriani A, Saunders K, Attenburrow MJ, Stefaniak J, Panchal P,
Stockton S, Lane TA, Tunbridge EM, Geddes JR, Harrison PJ. A sys-
tematic review of calcium channel antagonists in bipolar disorder and
some considerations for their future development. Mol Psychiatry.
2016;21:1324-1332. doi: 10.1038/mp.2016.86

Laurens C, Abot A, Delarue A, Knauf C. Central effects of beta-blockers
may be due to nitric oxide and hydrogen peroxide release independently of
their ability to cross the blood-brain barrier. Front Neurosci. 2019;13:33.
doi: 10.3389/fnins.2019.00033

49.

50.

51.

52.

53.

Novelty and Significance

What Is New?
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No drug was associated with increased risk 6t d&pression. A total of
9 of 41 drugs were associated with decreased risk of depression.
These drugs should specifically be used in patients at increased
isk of developing depressmn mcludmg patients with prior depres-
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