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Abstract

Purpose To investigate the associations of diuretics overall, non-potassium-sparing diuretics in specific, and laxative use with
cardiovascular mortality (CVM) in subjects with antihypertensive treatment.

Methods Analyses included 4253 participants, aged 50 to 75 years, from the German ESTHER cohort and 105,359 participants,
aged 50 to 69 years, from the UK Biobank. Cox proportional hazard regression models were applied in both studies, and then
results were pooled using random-effects model meta-analyses.

Results During 14 and 7 years of follow-up, 476 and 1616 CVM cases were observed in the ESTHER study and the UK
Biobank, respectively. Compared to non-users, a 1.6-fold (hazard ratio [95% confidence interval] 1.57 [1.29; 1.90]), a 1.4-fold
(1.39 [1.26; 1.53]), and no statistically significantly increased (1.13 [0.94; 1.36]) CVM were observed in users of diuretics
overall, non-potassium-sparing diuretics in specific, and laxatives, respectively. Concurrent use of non-potassium-sparing di-
uretics and laxatives was associated with a 2-fold increased CVM (2.05 [1.55; 2.71]) when compared to users of neither diuretics
nor laxatives. However, a test for interaction slightly missed statistical significance (p = 0.075).

Conclusions These consistent results from two large cohort studies imply that more research is needed on the safety of diuretics in
routine care. Although not statistically significant in this study, a drug-drug interaction of non-potassium-sparing diuretics and
laxatives appears plausible. Physicians and pharmacists are advised to clarify additional laxative use in users of non-potassium-
sparing diuretics and inform about the risk of concurrent use. Moreover, closer potassium monitoring intervals (e.g., every
3 months) might be indicated in concurrent users to prevent fatal cardiovascular events.
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Introduction

Over-the-counter (OTC) drugs are medications that can be
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bought without a prescription, which consequently often hap-
pens without a physician’s advice or knowledge. Especially
older individuals use OTC drugs frequently [1, 2]. In the USA,
concurrent use of prescription and OTC drugs is present in
46% of community-residing individuals aged 57 to 85 years
[3]. Therefore, the risk of potentially serious drug-drug inter-
actions may be underestimated by analyses of medication
claims databases, which do not record OTC drugs [4]. One
prominent example are the laxatives. Approximately 20% of
the elderly suffers from chronic constipation and thus uses
laxatives regularly [5]. Laxatives could interact with non-
potassium-sparing diuretics, which are prescribed to one in
five of the elderly [6], because both drug classes can decrease
serum potassium levels [7, 8]. Due to the narrow range of

@ Springer


http://crossmark.crossref.org/dialog/?doi=10.1007/s10557-019-06894-w&domain=pdf
http://orcid.org/0000-0002-1217-4521
https://doi.org/10.1007/s10557-019-06894-w
mailto:b.schoettker@dkfz-heidelberg.de

568

Cardiovasc Drugs Ther (2019) 33:567-579

physiological serum potassium levels (3.5 to 5.0 mmol/L),
potassium depletion may result in hypokalemia [9, 10].
Since adequate levels are of high importance for heart thythm
and function, hypokalemia can cause arrhythmias and even
cardiac death [11-13].

In this context, we recently published a systematic review
about the prospective association of abnormal serum potassi-
um levels and cardiovascular mortality (CVM) [14]. In sum-
mary, the results showed that the association of hypokalemia
and CVM appears to be restricted to subpopulations with hy-
pertension or heart failure. According to guidelines, both con-
ditions are frequently treated with diuretics [15]. Diuretic-
induced hypokalemia may cause ventricular dysrythmia
[16—19] which subsequently may result in cardiac death
[13]. This is why hypokalemia due to use of non-potassium-
sparing diuretics might explain the increased CVM in these
patients. An increased cardiovascular risk by non-potassium-
sparing diuretics has been shown in previous cohort studies
and was explained by drug-induced hypokalemia [11, 20, 21].
However, there is a lack of studies investigating the risk of
regular laxative use [22], especially in combination with non-
potassium-sparing diuretics. Similarly, adverse effects of lax-
atives include drug-induced hypokalemia, which might con-
sequently also result in dysrhythmia and cardiac death [23,
24].

The aim of our study is to provide the first investigation on
the associations of diuretics overall, non-potassium-sparing
diuretics in specific, and laxative use with CVM in subjects
with antihypertensive treatment, which includes subjects with
hypertension or heart failure. The drug classes were first ana-
lyzed distinctly and then jointly to detect potential drug-drug
interactions. To achieve this aim, analyses were separately
conducted in two large-scale cohort studies. While the
German ESTHER study was used as a derivation cohort to
generate hypotheses, the larger UK Biobank served as repli-
cation cohort to confirm the findings. Results from both stud-
ies were then combined in an individual patient-data meta-
analysis.

Methods
Design and Setting

The ESTHER study (IRB approval) is an ongoing epidemio-
logical cohort study performed in the older general population
of the federal state of Saarland, Germany [25]. At baseline
(2000 to 2002), 9940 men and women, aged 50 to 75 years,
were recruited by their general practitioner, when presenting
for a routine health check-up [26]. Data collection at baseline
included physical measurements and blood sampling.
Additionally, both the general practitioner and the participant
provided information via detailed standardized
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questionnaires. Follow-up contacts were realized after 2, 5,
8, 11, and 14 years (the latter was used for the current
analysis).

The UK Biobank (IRB approval) is also a general popula-
tion cohort study and recruited participants aged between 40
and 69 years [27]. Recruitment of 502,616 individuals took
place from 2006 to 2010 throughout the UK [28]. Data col-
lection included a self-completed touch-screen questionnaire,
a computer-assisted interview, physical and functional mea-
sures, and biological samples, as described in detail elsewhere
[28]. A follow-up after 7 years was realized through linked
population-level UK medical and other health-related records
[28, 29].

Mortality Ascertainment

Vital status of ESTHER participants was collected until
the end of 2015 by querying the residents’ registration
offices resulting in a completeness of follow-up for all-
cause mortality of 99.7%. Death certificates were avail-
able from public health departments for 98.9% of
ESTHER participants who had died. In the UK Biobank,
almost complete mortality follow-up until 15 February
2016 was guaranteed by embedding the study within the
UK’s National Health Service [27]. The primary cause of
death was available for all but six UK Biobank partici-
pants (99.99% completeness).

Deaths coded with ICD-10 codes 100-199 were considered
cardiovascular deaths, hereinafter also referred to as cardio-
vascular mortality (CVM).

Medication Assessment

In the ESTHER study, prescribed drugs were collected
from the physician’s questionnaire. In the UK Biobank,
an interview of the study participants with a trained
nurse was conducted to get information on drug utiliza-
tion. To define the study population of participants with
antihypertensive drug treatment, the following antihyper-
tensive drug classes (ATC codes) were used: agents act-
ing on the renin-angiotensin system (C09), calcium
channel blockers (C08), beta blocking agents (C07), di-
uretics (C03), and miscellaneous antihypertensive agents
(C02).

Diuretics were studied in two groups: (i) non-potassium-
sparing diuretics (CO3AA, CO03AH, C03AX, CO03BA,
C03BC, C03BD, C03BK, C03BX, C03CA, C03CC, and
C03CX), and (ii) potassium-sparing diuretics (C03D), combi-
nations of non-potassium-sparing diuretics with potassium
(CO3AB, C03BB, and C03CB), or combinations of non-
potassium-sparing diuretics with potassium-sparing diuretics
(CO3E).
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Laxative use was assessed with the following question in
the participant questionnaire of the ESTHER study: “Do you
at present sometimes or regularly (daily) take any of the fol-
lowing drugs?” A list of OTC drugs was given, with the an-
swering options “No,” “Yes, sometimes,” and “Yes, regular-
ly.” If study participants answered “Yes, sometimes” or “Yes,
regularly” in the line asking for “laxatives” they were treated
as regular users in our analysis. The UK Biobank assessed
laxative use via the touchscreen questionnaire under the head-
ing “Drugs/Medication — OTC-drugs / self-medication” with
the following question: “Do you regularly (that is, most days
of the week for the last 4 weeks) take any of the following?
(You can select more than one answer).” Answering options
included “Laxatives (e.g., Dulcolax, Senokot)” and other
OTC drugs.

Covariate Assessment

Socio-demographic characteristics and lifestyle factors
were assessed as self-reported information with detailed
standardized participant questionnaires in the ESTHER
study and with touchscreen questionnaires in the UK
Biobank.

Smoking status was assessed by questions about the
participant’s past and current tobacco smoking history
and finally defined via the following three categories:
“never,” “previous,” or “current.” Physical activity was
measured in hours of vigorous physical activity per week
in the ESTHER study. Vigorous physical activity was
defined as activities that cause sweating (e.g., sports and
heavy physical work). Participants doing any amount of
vigorous physical activity per week were defined as phys-
ically active. In the UK Biobank, physical activity was
assessed as the number of days per week of at least
10 min of vigorous physical activity (defined as activities
that make one sweat or breathe hard such as fast cycling,
aerobics, and heavy lifting). Participants who had an-
swered with 1 to 7 days were defined as physically active.
The amounts of beverages were used to estimate grams of
consumed ethanol per day and were subsequently
grouped into the WHO drinking categories as follows:
abstainers, category I (mild) including women with an
alcohol consumption of 0-19.99 g/day or men with 0-
39.99 g/day, and category II/IIl (moderate/heavy) includ-
ing women with >20 g/day or men with >40 g/day [30].

In the ESTHER study, measurements of systolic blood
pressure (SBP, in mmHg) were available from the phy-
sician’s medical conditions report of the health check-up.
In the UK Biobank, SBP measurements were conducted
by automated reading at the left upper arm (range
returned by the Omron device is 0-255 mmHg). Body
mass index (in kg/mz) was calculated based on weight
(kg) and height (m) and categorized according to a

slightly modified version of the WHO standards as fol-
lows: <25, 25 to <30, and >30 kg/m2 [31]. Potential
kidney damage was defined by urinary albumin levels >
20 mg/L. In the ESTHER study, urinary albumin was
measured by nephelometry with the BN II system using
OSAL N antiserum against albumin (both Siemens,
Marburg, Germany). In the UK Biobank, urinary albu-
min was determined with immunoturbidimetry on a
Beckman Coulter AU5400 (Brea, USA).

Information on diseases (diabetes mellitus, heart fail-
ure, and coronary heart disease (CHD)) and a history of
cardiovascular events (myocardial infarction (MI) and
stroke) were based on physician-reported information in
the ESTHER study and on self-reported information
from a verbal interview in the UK Biobank. To identify
subjects with diabetes mellitus, additionally reported in-
formation on antidiabetic drugs was used (physician-re-
ported in the ESTHER study and self-reported in the
UK Biobank). CHD was defined as a composite of an-
gina pectoris and MI. The heart failure prevalence in the
UK Biobank was implausibly low (0.03%) most proba-
bly because of self-reporting and was therefore not used
in the analyses.

Anticholinergic drug use included use of drugs classified as
having a moderate (score 2) or severe (score 3) anticholinergic
potential according to the anticholinergic cognitive burden
scoring [32-34]. Opioid users were identified via the ATC
codes NO2A (opioids) and NO7BC (drugs used in opioid
dependence).

Statistical Analysis

To have a more comparable baseline age in the two stud-
ies, we excluded 117,894 participants younger than
50 years from the total UK Biobank sample of n=
502,616. Furthermore, in order to have a comparable
baseline cardiovascular risk of diuretics users and a con-
trol group, only users of antihypertensive drugs were in-
cluded in the current analysis (Zexciuded =279,348).
Further 15 participants were excluded, as their causes of
death were unknown (ICD-10 code R98, R99) or missing.
Finally, the analytical sample size for the UK Biobank
was n=105,359. Likewise, we excluded from the 9940
ESTHER baseline participants those with no antihyperten-
sive treatment (Zeyciuded = 5622), an unknown cause of
death (7excluded =56), or loss to follow-up (#exciuded =9),
leaving an analytical sample size of n=4253.

Exposure to diuretics and laxatives was assessed in two
ways: distinctly and jointly. In distinct analyses, laxatives
and diuretics were put separately into models. Furthermore,
we analyzed diuretics use overall and more specifically sub-
divided into two groups:
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1. Users of non-potassium-sparing diuretics

2. Users of potassium-sparing diuretics/combinations of
non-potassium-sparing diuretics with potassium or
potassium-sparing diuretics.

3,102 (72.9 %)
64,674 (61.4 %)

In a sensitivity analysis conducted in the large UK Biobank
only, the second group was further divided into its three sub-
groups. For joint analyses of concurrent diuretics and laxative
use, participants were allocated to six mutually exclusive
treatment groups (Fig. 1):

n
n=

(6) No diuretics and no laxatives

ESTHER:
UK BIOBANK:

1. Non-potassium-sparing diuretics and laxatives

2. Non-potassium-sparing diuretics and no laxatives

3. Potassium-sparing diuretics/combinations of non-
potassium-sparing diuretics with potassium or
potassium-sparing diuretics and laxatives

4. Potassium-sparing diuretics/combinations of non-
potassium-sparing diuretics with potassium or
potassium-sparing diuretics and no laxatives

5. No diuretics and laxatives

6. No diuretics and no laxatives.

n = 254 (6.0 %)
n = 2,458 (2.3 %)

4,253
105,359

Differences in baseline characteristics in selected drug user
groups were assessed with x> tests. The associations of the
aforementioned drug exposure groups with CVM were
assessed with Cox proportional hazard regression models to
estimate HRs and 95%Cls. All analyses were adjusted for age,
sex, smoking status, physical activity, alcohol consumption
(assessed in categories of the WHO [30]), SBP, BMI, potential
kidney damage, diabetes mellitus, heart failure (in the
ESTHER study only), CHD, history of MI, history of stroke,
anticholinergic drug use, and use of opioids. We adjusted for
the latter two drug classes because they can cause chronic
constipation and are known to be associated with mortality
[35, 36]. Age and SBP were modeled continuously and all
other co-variables with the categorizations shown in Table 1.
Subgroup analyses were conducted for age (> 65 years vs. <
65 years), sex (men vs. women), potential kidney damage
(urinary albumin >20 mg/L vs. <20 mg/L), CHD (yes vs.
no), and heart failure (yes vs. no).

Results of both studies were combined by random-effects
model meta-analyses using the software Comprehensive
Meta-Analysis 2.0 (Biostat). In a sensitivity analysis, the
follow-up time of the ESTHER study (14 years) was restricted
to the follow-up time of the UK Biobank (7 years) to check
whether the different lengths of follow-up importantly influ-
enced the results. All analyses were performed with SAS 9.4.
Missing values were imputed using the MCMC algorithm of
the SAS procedure PROC MI. Five imputed datasets were
created, and analyses of these datasets were combined by the
SAS procedure PROC MIANALYZE. All statistical tests
were two-sided with an a-level of 0.05.

n
n
(5) No diuretics and laxatives

ESTHER:
UK BIOBANK:

Any antihypertensive drug

ESTHER:
UK BIOBANK:
n =788 (18.5 %)
n = 36,329 (34.5 %)
n =399 (9.4 %)
n = 34,112 (32.4 %)
n =389 (9.1 %)
n=2217 (2.1 %)

sparing diuretics with potassium or

potassium-sparing diuretics

and no laxatives

(3) Non-potassium-sparing diuretics
ESTHER:

and no laxatives

ESTHER:
(4) Potassium-sparing diuretics or

combinations of non-potassium-

UK BIOBANK:
UK BIOBANK:

Any diuretics and no laxatives

ESTHER:
UK BIOBANK:

56 (1.3 %)
1,709 (1.6 %)
53 (1.2 %)
189 (0.2 %)

n
n

n =109 (2.6 %)
n=1,898 (1.8 %)
n
n

sparing diuretics with potassium or

potassium-sparing diuretics

and laxatives

(1) Non-potassium-sparing diuretics
ESTHER:

and laxatives

ESTHER:
(2) Potassium-sparing diuretics or

combinations of non-potassium-

UK BIOBANK:
UK BIOBANK:

Any diuretics and laxatives

ESTHER:
UK BIOBANK:

Fig. 1 Flow chart showing the categorization of the study participants into six mutually exclusive treatment groups within the ESTHER study and the UK Biobank
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Table 1  Baseline characteristics of the analyzed participants with antihypertensive treatment of the ESTHER study (Germany, baseline 2000-2002)
and the UK Biobank (UK, baseline 2006-2010)

ESTHER (1 =4253) UK Biobank (n = 105,359)
Characteristics Niotal Aehar (%) Mean (SD) Miotal Aehar (%) Mean (SD)
Age (years) 4253 64 (6) 105,359 62 (5)
Age>65 years 4253 2024 (47.6) 105,359 38,203 (36.3)
Sex (male) 4253 1917 (45.1) 105,359 55,751 (52.9)
Smoking 4128 104,621
Never 2136 (51.7) 50,280 (48.1)
Former 1440 (34.9) 45,054 (43.1)
Current 552 (13.4) 9287 (8.9)
Vigorous physical activity” 4240 96,972
No 2455 (57.9) 44,401 (45.8)
Yes 1785 (42.1) 52,571 (54.2)
Alcohol consumption® 3803 88,913
Abstainer 1381 (36.3) 10,804 (12.2)
WHO category | 2196 (57.7) 55,816 (62.8)
WHO category II/111 226 (5.9) 22,293 (25.1)
SBP (mmHg) 4246 145 (20) 98,147 147 (19)
BMI (kg/m?) 4253 28.9 (4.5) 104,683 29.5(5.2)
<25 771 (18.1) 18,823 (18.0)
25 to <30 1996 (47.0) 44,376 (42.4)
>30 1483 (34.9) 41,484 (39.6)
Urinary albumin (mg /L) 4220 41,488
<20 3303 (78.3) 27,495 (66.3)
>20 917 (21.7) 13,993 (33.7)
Diabetes mellitus 4192 944 (22.5) 105,359 11,375 (10.8)
Heart failure 4206 748 (17.8) 104,935 N.AY
CHD 4252 946 (22.3) 104,935 17,627 (16.8)
History of MI 4079 417 (10.2) 104,935 9345 (8.9)
History of stroke 4066 222 (5.5) 104,935 2940 (2.8)
Anticholinergic drug use 4253 224 (5.3) 105,359 7160 (6.8)
Opioid use 4253 35(0.8) 105,359 9615 (9.1)
Laxative use 4253 352 (8.2) 105,359 4322 (4.1)
Diuretics use 4253 897 (21.1) 105,359 38,227 (36.3)
Non-potassium-sparing diuretics 455 (10.7) 35,821 (34.0)
Potassium-sparing diuretics or combinations® 442 (10.4) 2406 (2.3)

BMI body mass index, CHD coronary heart disease, M/ myocardial infarction, N.A. not applicable, 7., number of participants with the characteristics,
N0 MumMber of participants with data for the characteristic, SBP systolic blood pressure, SD standard deviation, UK United Kingdom, WHO World
Health Organization

#Does not always add up to the total study sizes (1) due to missing values

" Vigorous physical activity was measured in hours per week (ESTHER) or in number of days per week of at least 10 min of activity (UK Biobank):
“No”: Participants not doing any amount of vigorous physical activity, “Yes”: Participants doing any amount of vigorous physical activity

© Alcohol consumption in categories of the WHO *° : Category I including women with an alcohol consumption of 0—19.99 g/day or men with 0-39.99 g/
day, category Il including women with an alcohol consumption of 20-39.99 g/day or men with 40-59.99 g/day, and category Il including women with
an alcohol consumption of >40 g/day or men with > 60 g/day

9Not sufficiently assessed in the UK Biobank (unreliable self-report) and therefore not applicable for use

¢ Group comprises users of potassium-sparing diuretics/combinations of non-potassium-sparing diuretics with potassium or potassium-sparing diuretics
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Results
Characteristics of the Study Population

Baseline characteristics of antihypertensive medication users
of both studies are shown in Table 1. The mean age of the
4253 ESTHER participants and the 105,359 UK Biobank par-
ticipants were 64 years and 62 years, respectively. There was a
higher proportion of men in the UK Biobank (52.9%) than in
the ESTHER study (45.1%). Furthermore, the proportions of
physically active participants and moderate/heavy drinkers
(WHO category II/IIT) were higher in the UK Biobank. The
prevalence of diseases and cardiac events was higher in the
ESTHER study, while elevated urinary albumin levels (>
20 mg/L) were more prevalent in the UK Biobank indicating
a higher proportion of participants with potential kidney dam-
age in this cohort.

Further, Table 1 shows that self-reported, regular laxative
use was higher in the ESTHER study (8.2%) than in the UK
Biobank (4.1%). One out of five ESTHER participants used
diuretics (21.1%), whereas in the UK Biobank, more than
every third participant did (36.3%). The difference can mostly
be explained by lower 3-blocker use in the UK Biobank
(30.6%) compared to 49.3% in the ESTHER study
(Table S1). All other antihypertensive drug classes (calcium
channel blockers, angiotensin-converting enzyme inhibitors,
and angiotensin receptor blockers) were similarly frequently
used (Table S1). While the diuretics users in the ESTHER
study (n=2897) consisted of equal parts of non-potassium-
sparing diuretics users (50.7%) and of potassium-sparing
diuretics/combinations of non-potassium-sparing diuretics
with potassium or potassium-sparing diuretics users (49.3%),
the diuretics users in the UK Biobank (n =38,227) mainly
took non-potassium-sparing diuretics (93.7%), and only few
(6.3%) used potassium-sparing diuretics/combinations of
non-potassium-sparing diuretics with potassium or
potassium-sparing diuretics (Table 1).

Population characteristics that were statistically signif-
icantly associated with regular laxative use in both stud-
ies were age>65 years, female sex, mild alcohol con-
sumption (category I), history of stroke, anticholinergic
drug use, opioid use, and diuretics use (Table S2). Use of
diuretics was statistically significantly positively associ-
ated with older age (> 65 years), female sex, lower alco-
hol consumption, higher body mass index (BMI), history
of stroke, opioid use, and laxative use in both cohorts
(Table S3). Comparing more specifically users of non-
potassium-sparing diuretics and users of potassium-
sparing diuretics/combinations of non-potassium-sparing
diuretics with potassium or potassium-sparing diuretics,
most characteristics were comparable (Table S4).
Interestingly, subjects with potassium-sparing diuretics/
combinations of non-potassium-sparing diuretics with
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potassium or potassium-sparing diuretics more frequently
had blood pressure <140 mmHg in both cohorts.
However, a different pattern in the two studies was ob-
served for the cardiovascular disease burden. Whereas
CHD and a history of MI in users of non-potassium-
sparing diuretics were more prevalent in the ESTHER
study, these cardiovascular diseases were statistically sig-
nificantly less prevalent in the UK Biobank.

Associations of Laxatives and Diuretics Use with CVM
in Distinct Analyses

During a median follow-up time of 14 years, 476 cardiovas-
cular deaths were observed in the ESTHER study (rate per
1000 person-years 8.7). In the UK Biobank, 1616 cardiovas-
cular deaths were detected during a median follow-up of
7 years (rate per 1000 person-years 2.2). Hazard ratios
(HRs) and 95% confidence intervals (95%ClIs) for the associ-
ations of laxatives and diuretics use with CVM are shown in
Table 2.

Laxatives

In both studies, no statistically significantly increased CVM
was observed in laxative users compared to non-users. The
association of laxative use and CVM was also not statistically
significant when combining the results of both studies by
random-effects model meta-analysis (HR [95%CI] 1.13
[0.94; 1.36]).

Diuretics

A statistically significantly increased CVM in users of di-
uretics overall was observed in both studies. The correspond-
ing pooled effect estimate revealed a 1.6-fold increased CVM
of diuretics users compared to non-users, who used other an-
tihypertensive drugs (HR [95%CI] 1.57 [1.29; 1.90]).
Furthermore, there was a statistically significant association
of non-potassium-sparing diuretics use and CVM in both stud-
ies and the pooled HR [95%CI] was 1.39 [1.26; 1.53]. Results
of the ESTHER study and UK Biobank diverged for users of
potassium-sparing diuretics/combinations of non-potassium-
sparing diuretics with potassium or potassium-sparing di-
uretics, and when pooling these results of both studies by
random-effects model meta-analysis, the HR point estimate
was not statistically significant (HR [95%CI] 1.84 [0.68;
4.96]). The strong, statistically significant association for this
group in the UK Biobank (HR [95%CI] 3.03 [2.52; 3.64]) was
based on both subjects taking potassium-sparing diuretics on-
ly and subjects using potassium-sparing diuretics in combina-
tion with non-potassium-sparing diuretics (Table S5). Users of
a combination of non-potassium-sparing diuretics and
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Table 2 Associations with CVM comparing users and non-users of
laxatives, diuretics overall, and diuretics in specific in the ESTHER study
(Germany, baseline 20002002, mean baseline age 64 years, 14 years of

mortality follow-up), in the UK Biobank (UK, baseline 20062010, mean
baseline age 62 years, 7 years of mortality follow-up), and in a meta-
analysis of the two studies

Drug class ESTHER UK Biobank Meta-analysis
(n=4253; 476 cases) (n=105,359; 1616 cases) (n=109,612; 2092 cases)
" Neases HR (95%CD° 1 Neases HR (95%CD° Neases  HR (95%CI)°
Laxatives
Non-users 3890 433 Ref. 101,003 1526 Ref. 104,893 1959 Ref.
Users 363 43 0.99(0.70; 1.41) 4356 90 1.19 (0.96; 1.48) 4719 133 1.13 (0.94; 1.36)
Diuretics overall
Non-users 3356 327 Ref. 67,132 887 Ref. 70,488 1214 Ref.
Users 897 149 1.39(1.13;1.70) 38227 729 1.70(1.53; 1.88) 39,124 878 1.57 (1.29; 1.90)

Diuretics in specific

Non-users 3356 327 Ref.

Users of non-potassium-sparing diuretics 455 90

Users of potassium-sparing diuretics or 442 59
combinations?

1.49 (1.17: 1.89) 35821 597
1.10 (0.83; 1.46) 2406 132

67,132 887 Ref. 70,448 1214 Ref.
1.37(1.23; 1.52) 36,276 687 1.39(1.26, 1.53)
3.03(2.52; 3.64) 2848 191 1.84 (0.68; 4.96)

Italicized entries are statistically significant (p < 0.05)

CI confidence interval, CVM cardiovascular mortality, HR hazard ratio, Ref. reference, UK United Kingdom

# Sample sizes exemplarily taken from imputed data set no. 1

® Adjusted for age, sex, smoking status, physical activity, alcohol consumption, systolic blood pressure, body mass index, potential kidney damage
(urinary albumin > 20 mg/L), diabetes mellitus, heart failure (in ESTHER study only), coronary heart disease, history of myocardial infarction, history of

stroke, anticholinergic drug use, and use of opioids

¢ Results of the two studies combined by random-effects model meta-analysis

9 Group comprises users of potassium-sparing diuretics/combinations of non-potassium-sparing diuretics with potassium or potassium-sparing diuretics

potassium had no statistically significantly increased CVM
(Table S5).

Subgroup Analyses

The above-mentioned associations of laxatives and diuretics
use with CVM were further assessed in subgroups by age, sex,
urinary albumin levels, CHD, and heart failure (Table 3). The
subgroup analysis for heart failure was only carried out in the
ESTHER study because of an insufficient heart failure assess-
ment in the UK Biobank (unreliable self-reports).

Moreover, no association of laxative use and CVM was
observed in all subgroups after pooling the two studies by
meta-analyses. In analyses on diuretics, participants aged 65
and older as well as participants with potential kidney damage
(indicated by urinary albumin levels >20 mg/L) did not have
substantially stronger associations of diuretics use and CVM.
However, males, subjects with CHD, and subjects with heart
failure had substantially stronger associations with CVM in all
diuretics analyses with only one exception (sex-stratified anal-
ysis in the UK Biobank for users of potassium-sparing
diuretics/combinations of non-potassium-sparing diuretics
with potassium or potassium-sparing diuretics).

Association of Laxatives and Diuretics Use with CVM
in Joint Analyses

Figure 1 shows the categorization of the study participants
into six mutually exclusive treatment groups of possible com-
binations of non-potassium-sparing diuretics, potassium-
sparing diuretics/combinations of non-potassium-sparing di-
uretics with potassium or potassium-sparing diuretics, and
laxatives. Concurrent use of non-potassium-sparing diuretics
and laxatives was comparably rare in both cohorts (56 partic-
ipants (1.3%) in the ESTHER study and 1709 participants
(1.6%) in the UK Biobank).

The associations of the mutually exclusive treatment
groups with CVM, using study participants taking neither di-
uretics nor laxatives (group 6) as the control group, are pre-
sented in Table 4. Concurrent users of non-potassium-sparing
diuretics and laxatives had a higher CVM in both studies (HR
[95%CI] for meta-analysis 2.05 [1.55; 2.71]) than those who
used only non-potassium-sparing diuretics (HR [95%CI] for
meta-analysis 1.50 [1.36; 1.66]), which speaks for a drug-drug
interaction. However, the difference between these groups
was not statistically significant. Similarly, a test for interaction
of the variables “non-potassium-sparing diuretics use” and
“laxative use” was not statistically significant either (3, p for
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Table 3

Associations with CVM comparing users and non-users of laxatives, diuretics overall, and diuretics in specific assessed in subgroups by age,
sex, urinary albumin levels, and heart failure (the latter only in the ESTHER study)

Characteristic

ESTHER
(n=4253; Rpees = 476)

HR (95%CI)°

Users of laxatives compared to non-users of laxatives

Age (years)

Sex

Albumin (mg/L)

CHD

Heart failure

0.94 (0.46; 1.92)
0.97 (0.65; 1.46)
0.93 (0.56; 1.52)
1.09 (0.66; 1.78)
1.02 (0.68; 1.54)
0.90 (0.48; 1.69)
1.07 (0.70; 1.64)
0.82 (0.47; 1.45)
1.07 (0.71; 1.61)
0.83 (0.46; 1.49)

Users of diuretics overall compared to non-users of diuretics

Age (years)

Sex

Albumin (mg/L)
CHD

Heart failure

Age (years)

Sex

Albumin (mg/L)
CHD

Heart failure

Age (years)

Sex

Albumin (mg/L)
CHD

Heart failure
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Subgroup  n* Reases
<65 2229 126
>65 2024 350
Female 2336 207
Male 1917 269
<20 3328 316
>20 925 160
No 3307 304
Yes 946 172
No 3489 326
Yes 764 150
<65 2229 126
>65 2024 350
Female 2336 207
Male 1917 269
<20 3328 316
>20 925 160
No 3307 304
Yes 946 172
No 3489 326
Yes 764 150
ESTHER

<65
>65
Female
Male
<20
>20
No
Yes
No
Yes

<65
>65
Female
Male
<20
>20
No
Yes
No

1.52 (1.01; 2.29)
1.38 (1.09; 1.75)
1.20 (0.88; 1.64)
1.55 (1.18; 2.03)
133 (1.03; 1.72)
1.53 (1.08; 2.17)
1.11 (0.84; 1.46)
1.85 (1.36; 2.54)
1.08 (0.82; 1.41)
2.15 (1.53; 3.02)

(n=3811; neyses =417)
Users of non-potassium-sparing diuretics compared to non-users of diuretics

2030 115
1781 302
2058 182
1753 235
2977 272
834 145
2985 270
826 147
3161 294
650 123
ESTHER

2.01 (1.24; 3.24)
1.48 (1.11; 1.97)
1.46 (1.00; 2.12)
1.63 (1.17; 2.28)
1.47 (1.07; 2.03)
1.84 (1.24; 2.73)
1.15 (0.81; 1.64)
2.27(1.58; 3.27)
1.14 (0.80; 1.61)
2.60 (1.76; 3.84)

(n=3798; neyses =386)
Users of potassium-sparing diuretics or diuretics combinations® compared to non-users of diuretics

2039
1759
2080
1718
3007
791

3012
786

3178

103
283
167
219
264
122
262
124
285

1.03 (0.54; 1.95)
1.24 (0.90; 1.72)
0.92 (0.59; 1.43)
1.47 (1.01; 2.14)
1.16 (0.83; 1.63)
1.13 (0.65; 1.96)
1.03 (0.71; 1.50)
1.39 (0.88; 2.18)
1.01 (0.70; 1.46)

(n=105,359; Negges = 1616)

UK Biobank
na ncases
67,156 818
38,203 798
49,608 365
55,751 1251
64,433 820
40,926 796
87,731 967
17,628 649
67,156 818
38,203 798
49,608 365
55,751 1251
64,433 820
40,926 796
87,731 967
17,628 649
UK Biobank

HR (95%CI)°

1.55 (1.16; 2.06)
0.88 (0.63; 1.25)
1.11 (0.77, 1.60)
1.23 (0.93, 1.62)
1.25 (0.90; 1.74)
1.13 (0.80; 1.60)
1.23 (0.91; 1.66)
1.17 (0.84; 1.62)

1.69 (1.46; 1.95)
1.71 (1.48; 1.97)
1.34 (1.09; 1.66)
1.84 (1.64; 2.07)
1.68 (1.41; 2.00)
1.72 (1.46; 2.03)
1.33(1.17; 1.51)
2.53 (2.15; 2.98)

(n=102,953; ncages = 1484)

65,722 752
37,231 732
48,188 339
54,765 1145
62,978 750
39,975 734
85,895 908
17,058 576
UK Biobank

1.48 (1.27: 1.72)
1.53 (1.32; 1.78)
1.26 (1.02; 1.57)
1.61 (1.42; 1.82)
1.47 (1.22; 1.76)
1.55 (1.30; 1.84)
1.21 (1.06; 1.39)
2.22 (1.87; 2.65)

(1= 69,538; Hegees = 1019)

45221
24317
29,134
40,404
42,145
27,393
55,521
14,017

532
487
203
816
530
489
593
426

3.68 (2.82; 4.82)
3.51 (2.67; 4.60)
2.22 (1.45; 3.39)
1.40 (1.10; 1.78)
3.91(2.95: 5.19)
3.37(2.52: 4.51)
3.28 (2.49; 4.33)
3.95 (3.02; 5.18)

Meta-analysis
(n=109,612; neyses =2092)

na

69,385
40,227
51,944
57,668
67,761
41,851
91,038
18,574

69,385
40,227
51,944
57,668
67,761
41,851
91,038
18,574

Reases

944
1148
572
1520
1136
956
1271
821

944
1148
572
1520
1136
956
1271
821

Meta-analysis
(n=106,764; Beases = 1901)

67,752
39,012
50,246
56,518
65,955
40,809
88,880
17,884

867
1034
521
1380
1022
879
1178
723

Meta-analysis
(n=73,336; nyses = 1405)

47,260
26,076
31,214
42,122
45,152
28,184
58,533
14,803

635
770
370
1035
794
611
855
550

HR (95%CI)°

1.35 (0.87; 2.09)
0.92 (0.71; 1.19)
1.04 (0.78; 1.40)
1.20 (0.94; 1.52)
1.15 (0.89; 1.49)
1.07 (0.79; 1.45)
1.17 (0.92; 1.50)
1.06 (0.77; 1.45)

1.67 (1.46; 1.91)
1.57 (1.28; 1.93)
1.29 (1.09; 1.54)
1.77 (1.53: 2.04)
1.52(1.22; 1.91)
1.68 (1.45; 1.95)
1.27 (1.09; 1.48)
2.23 (1.65; 3.01)

1.58 (1.24; 2.02)
1.52(1.33; 1.74)
1.31 (1.08; 1.58)
1.61 (1.44; 1.81)
1.47 (1.25; 1.72)
1.59 (1.36; 1.87)
1.20 (1.06; 1.36)
2.23(1.91; 2.61)

2.02 (0.58; 7.01)
2.09 (0.76; 5.81)
1.43 (0.60; 3.40)
1.42 (1.16; 1.74)
2.14 (0.65; 7.03)
2.00 (0.69; 5.84)
1.85 (0.60; 5.76)
2.38 (0.86; 6.63)
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Table 3 (continued)

Yes 620 101 1.61 (1.00; 2.59)

Italicized entries are statistically significant (p <0.05)

CHD coronary heart disease, CI confidence interval, CVM cardiovascular mortality, /R hazard ratio

#Sample sizes exemplarily taken from imputed data set no. 1

® Adjusted for age, sex, smoking status, physical activity, alcohol consumption, systolic blood pressure, body mass index, potential kidney damage
(urinary albumin > 20 mg/L), diabetes mellitus, heart failure (in ESTHER study only), coronary heart disease, history of myocardial infarction, history of

stroke, anticholinergic drug use, and use of opioids

¢ Results of the two studies combined by random-effects model meta-analysis

Group comprises users of potassium-sparing diuretics/combinations of non-potassium-sparing diuretics with potassium or potassium-sparing diuretics

meta-analysis + 0.718, 0.075) but not far from the cut-oft for
statistical significance (p =0.05). Additional laxative use of
subjects in the group “users of potassium-sparing diuretics/
combinations of non-potassium-sparing diuretics with potas-
sium or potassium-sparing diuretics” resulted in lower CVM
(HR [95%CI] for meta-analysis 1.43 [0.33; 6.22]) than no
additional laxative use (HR [95%CI] for meta-analysis 2.19
[0.79; 6.08]). Although confidence intervals overlapped wide-
ly, the p value for an interaction test was again not far from a
statistically significant finding (3, p for meta-analysis — 0.580,
0.076). The different directions of the coefficients for the two
interaction terms are biologically plausible because they sug-
gest an additional risk by comparing laxatives and non-
potassium-sparing diuretics and a protective effect by

comparing laxatives and potassium-sparing diuretics/
combinations of non-potassium-sparing diuretics with potas-
sium or potassium-sparing diuretics. In the latter group, the
hypokalemic effects of laxatives may counteract diuretic-
induced hyperkalemia.

Sensitivity Analysis

In a sensitivity analysis using only data from the first 7 years
of follow-up of the ESTHER study, the effect estimates
were comparable or slightly stronger than those from the
analysis with the complete follow-up time of 14 years
(Table S6).

Table 4  Associations with CVM in mutually exclusive treatment groups in the ESTHER study (Germany, baseline 2000-2002, mean age 64 years)
and the UK Biobank (UK, baseline 20062010, mean age 62 years)

Esther UK Biobank Meta-analysis
(n=4253; 476 cases) (n=105,359; 1616 cases) (n=109,612; 2092 cases)
Treatment group 7 Neases HR (95%CD°  n® Neases HR (95%CD°  n® Neases (%) HR (95%CI)°
(%) (%)
Non-potassium-sparing diuretics 56 15(26.8) 2.26 (1.31;3.90) 1709 39 (2.3) 1.98(1.43;2.75) 1765 54 (3.1)  2.05(1.55;2.71)

and laxatives
Non-potassium-sparing diuretics 399
and no laxatives

75(18.8) 1.44(1.10; 1.87) 34,112 558 (1.6) 1.51 (1.35; 1.68) 34,511 633 (1.8) 1.50(1.36, 1.66)

Potassium-sparing diuretics or 53 3(57) 0.59(0.15;2.33) 189 9(4.8) 2.70(1.39;,5.23) 242 12 (5.0) 1.43 (0.33; 6.22)
combinations? and laxatives

Potassium-sparing diuretics or 380 56(14.4) 1.29(0.95;1.75) 2217 123 (5.6) 3.66 (3.01; 4.44) 2606 179 (6.9) 2.19(0.79; 6.08)
combinations? and no laxatives

No diuretics and laxatives 254 25(9.8) 0.93(0.61;1.42) 2458 42(1.7) 1.15(0.84;1.58) 2712 67 (2.5) 1.07 (0.83; 1.37)

No diuretics and no laxatives 3102 302 (9.7) Ref. 64,674 845 (1.3) Ref. 67,776 1147 (1.7) Ref.

Italicized entries are statistically significant (p < 0.05)
ClI confidence interval, CVM cardiovascular mortality, AR hazard ratio, Ref- reference, UK United Kingdom
#Sample sizes exemplarily taken from imputed data set no. 1

® Adjusted for age, sex, smoking status, physical activity, alcohol consumption, systolic blood pressure, body mass index, potential kidney damage
(urinary albumin > 20 mg/L), diabetes mellitus, heart failure (in ESTHER study only), coronary heart disease, history of myocardial infarction, history of
stroke, anticholinergic drug use, and use of opioids

¢ Results of the two studies combined by random-effects model meta-analysis

9 Group comprises users of potassium-sparing diuretics/combinations of non-potassium-sparing diuretics with potassium or potassium-sparing diuretics
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Discussion

In this meta-analysis of elderly users of antihypertensive drugs
from two large cohort studies, use of diuretics overall, but not
regular use of laxatives, was associated with CVM. Subgroup
analyses suggested a particularly strongly increased CVM in
users of diuretics overall who were male, and had CHD or
heart failure. There were no statistically significant differences
among the specific diuretics classes in the results of the meta-
analyses. However, signs for a potential drug-drug interaction
of non-potassium-sparing diuretics and concurrent regular
laxative use were observed, but tests for interaction were not
statistically significant.

Discussion of the Results
Association of Laxative Use with CVM

This is the first observational analysis on the cardiovascular
risk of regular laxative use in a European population. Regular
laxative use was not associated with CVM in any of the anal-
yses. This did not support our hypothesis that hypokalemia by
regular laxative use [23, 24] may result in an increased CVM
[37, 38] in consequence of hypokalemia-induced ventricular
arrhythmias [39]. Several aspects can explain the failure to
confirm this hypothesis. First, most laxative users may have
taken laxatives for a long time and tolerated them well without
developing arrhythmias (prevalent users). Individuals with
very high laxative use, who are prone to hypokalemia-
induced ventricular arrhythmias, may have died before study
initiation. This phenomenon known as healthy-user/sick-stop-
per bias is common in studies with a prevalent user design [35]
and may have biased our result towards a null association.
Second, discontinuation of laxative use could have happened
during follow-up. Those study participants, however,
remained assigned to the user group in our analysis and could
have attenuated the effect estimate for the exposure group
towards a null association. Third, our definition of “regular
laxative use” included users that take laxatives “sometimes”
(ESTHER) or “on most of the days of the month” (UK
Biobank). While the definition of the UK Biobank seems to
be appropriate to define regular use, the definition of the
ESTHER study is less clear and could also include some in-
dividuals that take laxatives rarely, which could have biased
the effect estimate towards the null. Fourth, both studies did
not ask for the names of the OTC drugs used, and therefore
laxatives that do not cause hypokalemia (e.g., the bulk-
forming laxatives linseed or psylla seeds) could not be exclud-
ed. Therefore, more studies on laxative use and CVM are
needed. These studies should preferably have a new user de-
sign (with start of follow-up at the first initiation of drug ex-
posure), define regular laxative use as use of laxatives that can
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cause hypokalemia on most days of the month, and include
repeated assessments of regular laxative use.”

Association of Diuretics Use with CVM

With respect to non-potassium-sparing diuretics, we observed
a 1.4-fold increased CVM in the meta-analysis of the results
from the two studies. This is in line with the results of Cooper
et al. [21] (population: patients with left ventricular dysfunc-
tion; outcome: arrhythmic death), Ahmed et al. [20] (popula-
tion: heart failure patients; outcome: long-term mortality), and
Alharbi et al. [40] (population: cases with cardiac arrest and
controls from the general population; outcome: cardiac arrest).
However, our results are not directly comparable to these
studies because we included a population with a lower cardio-
vascular risk (e.g., a mix of patients with hypertension and/or
heart failure receiving antihypertensive drugs).

However, a network meta-analysis of clinical trials did not
show higher cardiovascular risks of low-dose diuretics as first-
line antihypertensive treatment compared to (3-blockers,
angiotensin-converting enzyme inhibitors, calcium channel
blockers, alpha-blockers, and angiotensin receptor blockers;
rather the opposite was observed [41]. The divergent results
can have several reasons: the efficacy-effectiveness gap of
clinical trials [42], non-comparable study populations, or an
insufficient control for confounding in observational studies.
The last point is supported by the fact that our analysis was
limited by insufficient control for confounders, such as heart
failure and CHD both presenting a higher baseline cardiovas-
cular risk for the affected patients. In practice, diuretics are
often prescribed in combinations with other antihypertensive
drug classes for subjects with high cardiovascular risk or a
blood pressure that cannot be controlled by one agent [15].
An intensive blood pressure control with two or more antihy-
pertensive drugs is particularly important in subjects with a
history of MI or other cardiovascular events [15, 43]. In addi-
tion, loop diuretics are most often used as part of the guideline
treatment in symptomatic heart failure patients (NYHA class
[T to IV) [44]. Therefore, it was not surprising that our analyses
showed that diuretics users more frequently had heart failure,
CHD, and histories of MI and stroke compared to non-users
(Table S3).

Consequently, a better adjustment for heart failure and
CHD would have been desirable, but NYHA classification
and CHD severity were not available in the two studies.
Therefore, the particularly strong increased CVM in diuretics
users with CHD or heart failure should be interpreted with
caution. This strong association might be rather due to the fact
that individuals receiving diuretics probably had more severe
stages of CHD or heart failure than non-users. Consequently,
further observational studies are needed with detailed infor-
mation on these two diseases to corroborate our results.
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Finally, because poor renal function is associated with
hyperkalemia [45] and increased CVM [46, 47], it was of in-
terest whether results for diuretics use differed according to
kidney function. However, diuretics users with potential kidney
damage (indicated by urinary albumin levels >20 mg/L) did
not show stronger associations with CVM. An explanation may
be that we mainly focused on non-potassium-sparing diuretics
users, who are rather prone to hypokalemia than to
hyperkalemia. The group with a possible risk of hyperkalemia
(potassium-sparing diuretics users), however, was not separate-
ly investigated in subgroups by urinary albumin.

Potential Drug-Drug Interaction of Non-potassium-Sparing
Diuretics and Regular Laxative Use

Signs for a potential drug-drug interaction of non-
potassium-sparing diuretics and concurrent regular laxa-
tive use were observed. However, tests for interaction
were not statistically significant. This can mainly be ex-
plained by the low statistical power of our analysis be-
cause exposure to concurrent use of both drug classes
was rare (1.3% and 1.6% among antihypertensive drug
users in the ESTHER study and UK Biobank, respective-
ly). The likely underestimation of the cardiovascular risk
of regular laxative users due to the previously discussed
healthy-user/sick-stopper bias and a prevalent user design
will have limited the chance for a detection of a statisti-
cally significant interaction in our study.

Strengths and Limitations

The limitations of our study and their potential impact on the
study results have been discussed earlier and include the prev-
alent user design, no repeated drug assessment, and a limited
extent to control for confounding (in particular for the severity
of heart failure and CHD). Furthermore, serum potassium
measurements were not available from the two analyzed co-
hort studies. In addition to information on potassium-
influencing drug use, such measurements would have been
quite informative to provide evidence that the increased
CVM observed in our study is indeed related to a drug-
induced electrolyte disorder. However, this is already evident
from previous cohort studies, which we summarized in a sys-
tematic review about potassium measurements and cardiovas-
cular outcomes [14]. The included study of Cohen and col-
leagues, for instance, observed a 2.6-fold increased risk for a
composite cardiovascular outcome in diuretic-treated hyper-
tensive patients with low serum potassium levels compared to
individuals with adequate potassium levels [11]. Furthermore,
the risk of hypokalemia by chronic laxative use has well been
documented by Xing et al. [24] and Kokot et al. [23].

This is the first investigation about the concurrent use of
non-potassium-sparing diuretics and laxatives, which was

only feasible due to a thorough medication assessment of
OTC drugs, which are not available in claims databases.
Another strength of our study is that analyses followed the
same protocol in two large cohort studies with a long
follow-up for CVM. Thus, statistically significant results from
a derivation cohort (ESTHER) were confirmed in a replication
cohort (UK Biobank). In addition, meta-analyses of the two
studies were conducted to increase the statistical power.
However, the pooling of the two studies is debatable because
they originate from different countries with different drug pre-
scribing patterns and their data assessment methods varied.
We addressed these concerns by deriving harmonized variable
definitions and by using identical statistical methods in both
cohorts along with conservative random-effects meta-analy-
ses, which consider between-study heterogeneity. No signs of
statistical heterogeneity were observed in any of the meta-
analyses (Cochrane’s Q test’s p > 0.05), which ensured us that
it was appropriate to conduct the meta-analyses.

Conclusion

This analysis in two large cohort studies yielded consistent
results with respect to an association of diuretics use overall,
but not regular laxative use, with CVM among older adults
treated with antihypertensive drugs. Signs for a drug-drug
interaction of non-potassium-sparing diuretics and laxatives
were detected. Interactions, however, were not statistically
significant, mainly because concurrent use was rare in the
two studies. Nevertheless, we observed a statistically signifi-
cant 2-fold increased mortality in concurrent users of non-
potassium-sparing diuretics and laxatives. Therefore, we
would recommend physicians to clarify additional laxative
use in their patients who receive non-potassium-sparing di-
uretics, inform them about the cardiovascular risk of concur-
rent use of these drug classes, and monitor serum potassium
levels in shorter intervals in patients that use laxatives on a
regular basis. Of course, serum potassium levels are being
routinely checked in clinical practice, but maybe the risk of
additional self-medication has been underestimated in clinical
practice before. This is why we think that a closer monitoring
with shorter intervals (e.g., every 3 months) could provide an
opportunity for cardiovascular prevention. However, before
implementing in clinical routine, clinical trials are needed to
evaluate if tighter potassium monitoring intervals have an ad-
vantage for concurrent users. Furthermore, pharmacists
should be vigilant if patients regularly purchase laxatives in
a pharmacy and make them aware of the potential drug-drug
interaction between non-potassium-sparing diuretics and
laxatives.

Acknowledgments This research has been conducted using the UK
Biobank Resource under Application Number “21133.” UK Biobank

@ Springer



578

Cardiovasc Drugs Ther (2019) 33:567-579

was established by the Wellcome Trust medical charity, Medical Research
Council, Department of Health, Scottish Government, and the Northwest
Regional Development Agency.

Funding This study was funded by the Federal Ministry of Education and
Research (Berlin, Germany) (grant no. 01GY1320A). The UK Biobank
received funding from the Welsh Government, British Heart Foundation,
Cancer Research UK, and Diabetes UK and is supported by the National
Health Service (NHS). The ESTHER study is supported by grants from
the Federal Ministry of Education and Research (Berlin, Germany) (grant
nos. 01ET0717 and 01GY1320A), the Baden-Wiirttemberg state
Ministry of Science, Research and Arts (Stuttgart, Germany), and the
Saarland Ministry for Social Affairs, Health, Women, and Family
Affairs (Saarbriicken, Germany).

Compliance with Ethical Standards

All procedures performed in studies involving human participants were in
accordance with the ethical standards of the institutional and/or national
research committee and with the 1964 Helsinki declaration and its later
amendments or comparable ethical standards.

Conflict of Interest The authors declare that they have no conflict of
interest.

Ethical Approval UK Biobank has approval from the North West Multi-
center Research Ethics Committee (MREC), which covers the UK. It also
sought the approval in England and Wales from the Patient Information
Advisory Group (PIAG) for gaining access to information that would
allow it to invite people to participate. PIAG has since been replaced by
the National Information Governance Board for Health & Social Care
(NIGB). In Scotland, UK Biobank has approval from the Community
Health Index Advisory Group (CHIAG). The ESTHER study has
been approved by the responsible ethics committees of the Medical
Faculty of the University of Heidelberg and of the Medical Association
of Saarland.

Informed Consent Informed consent was obtained from all individual
participants included in the study.

Open Access This article is distributed under the terms of the Creative
Commons Attribution 4.0 International License (http://
creativecommons.org/licenses/by/4.0/), which permits unrestricted use,
distribution, and reproduction in any medium, provided you give
appropriate credit to the original author(s) and the source, provide a link
to the Creative Commons license, and indicate if changes were made.

References

1. Malone DC, Hutchins DS, Haupert H, Hansten P, Duncan B, Van
Bergen RC, et al. Assessment of potential drug-drug interactions
with a prescription claims database. Am J Health Syst Pharm.
2005;62(19):1983-91.

2. Thesing-Bleck E, Hinneburg I. Selbstmedikation bei Senioren:
Moéglichkeiten und Grenzen bei verschiedenen Symptomen.
Dtsch Apoth Ztg. 2012;152(4):64-71.

3. Qato DM, Alexander GC, Conti RM, Johnson M, Schumm P,
Lindau ST. Use of prescription and over-the-counter medications
and dietary supplements among older adults in the United States.
JAMA. 2008;300(24):2867-78.

@ Springer

10.

11.

14.

15.

16.

18.

19.

20.

21.

22.

23.

24.

Bjorkman IK, Fastbom J, Schmidt IK, Bernsten CB. Drug-drug
interactions in the elderly. Ann Pharmacother. 2002;36(11):1675—
81.

Werth BL, Williams KA, Pont LG. Laxative use and self-reported
constipation in a community-dwelling elderly population: a
community-based survey from Australia. Gastroenterol Nurs.
2017;40(2):134-41.

Si S, Ofori-Asenso R, Briffa T, Ilomaki J, Sanfilippo F, Reid CM,
et al. Dispensing patterns of blood pressure lowering agents in older
Australians from 2006 to 2016. J Cardiovasc Pharmacol Ther.
2018;1074248418812184.

Brater DC. Diuretic therapy. N Engl J Med. 1998;339(6):387-95.
Lacy BE, Hussain ZH, Mearin F. Treatment for constipation: new
and old pharmacological strategies. Neurogastroenterol Motil.
2014;26(6):749-63.

Greenlee M, Wingo CS, McDonough AA, Youn JH, Kone BC.
Narrative review: evolving concepts in potassium homeostasis
and hypokalemia. Ann Intern Med. 2009;150(9):619-25.

Zacchia M, Abategiovanni ML, Stratigis S, Capasso G. Potassium:
from physiology to clinical implications. Kidney Dis (Basel).
2016;2(2):72-9.

Cohen HW, Madhavan S, Alderman MH. High and low serum
potassium associated with cardiovascular events in diuretic-treated
patients. J Hypertens. 2001;19(7):1315-23.

Kirijthe BP, Heeringa J, Kors JA, Hofman A, Franco OH, Witteman
JC, et al. Serum potassium levels and the risk of atrial fibrillation:
the Rotterdam study. Int J Cardiol. 2013;168(6):5411-5.

Lai YH, Leu HB, Yeh WT, Chang HY, Pan WH. Low-normal
serum potassium is associated with an increased risk of cardiovas-
cular and all-cause death in community-based elderly. J Formos
Med Assoc. 2015;114(6):517-25.

Hoppe LK, Muhlack DC, Koenig W, Carr PR, Brenner H,
Schottker B. Association of abnormal serum potassium levels with
arrhythmias and cardiovascular mortality: a systematic review and
meta-analysis of observational studies. Cardiovasc Drugs Ther.
2018;32(2):197-212.

Williams B, Mancia G, Spiering W, Agabiti Rosei E, Azizi M,
Burnier M, et al. 2018 ESC/ESH guidelines for the management
of arterial hypertension. Eur Heart J. 2018;39(33):3021-104.
Caralis PV, Materson BJ, Perez-Stable E. Potassium and diuretic-
induced ventricular arrhythmias in ambulatory hypertensive pa-
tients. Miner Electrolyte Metab. 1984;10(3):148-54.

DeQuattro V, deGrau A, Foti A, Kim SJ, DeQuattro E, Allen J.
Effects of exercise on blood pressure, plasma catecholamines, po-
tassium and the electrocardiogram after diuretic and neural-
blocking therapy for moderate hypertension. Am J Cardiol.
1985;56(6):39d-45d.

Hollifield JW. Potassium and magnesium abnormalities: diuretics
and arrhythmias in hypertension. Am J Med. 1984;77(5a):28-32.
Schulman M, Narins RG. Hypokalemia and cardiovascular disease.
Am J Cardiol. 1990;65(10):4E-9E discussion 22E-3E.

Ahmed A, Husain A, Love TE, Gambassi G, Dell'Ttalia LJ, Francis
GS, et al. Heart failure, chronic diuretic use, and increase in mor-
tality and hospitalization: an observational study using propensity
score methods. Eur Heart J. 2006;27(12):1431-9.

Cooper HA, Dries DL, Davis CE, Shen YL, Domanski MJ.
Diuretics and risk of arrhythmic death in patients with left ventric-
ular dysfunction. Circulation. 1999;100(12):1311-5.

Kubota Y, Iso H, Tamakoshi A. Bowel movement frequency, laxa-
tive use, and mortality from coronary heart disease and stroke
among Japanese men and women: the Japan collaborative cohort
(JACC) study. J Epidemiol. 2016;26(5):242-8.

Kokot F, Hyla-Klekot L. Drug-induced abnormalities of potassium
metabolism. Pol Arch Med Wewn. 2008;118(7-8):431-4.

Xing JH, Soffer EE. Adverse effects of laxatives. Dis Colon
Rectum. 2001;44(8):1201-9.



Cardiovasc Drugs Ther (2019) 33:567-579

579

25.

26.

27.

28.

29.

30.

3L

32.

33.

34.

35.

36.

37.

Low M, Stegmaier C, Ziegler H, Rothenbacher D, Brenner H.
Epidemiological investigations of the chances of preventing, recog-
nizing early and optimally treating chronic diseases in an elderly
population (ESTHER study). Dtsch Med Wochenschr.
2004;129(49):2643-7.

Muhlack DC, Hoppe LK, Stock C, Haefeli WE, Brenner H,
Schottker B. The associations of geriatric syndromes and other
patient characteristics with the current and future use of potentially
inappropriate medications in a large cohort study. Eur J Clin
Pharmacol. 2018;74(12):1633-44.

Collins R. What makes UK biobank special? Lancet.
2012;379(9822):1173-4.

Sudlow C, Gallacher J, Allen N, Beral V, Burton P, Danesh J, et al.
UK biobank: an open access resource for identifying the causes of a
wide range of complex diseases of middle and old age. PLoS Med.
2015;12(3):e1001779.

Palmer LJ. UK biobank: bank on it. Lancet. 2007;369(9578):1980—
2.

Rehm J, Room R, Monteiro M, et al. Alcohol use. In: World Health
Organization, ed. Vol 1. Geneva, Switzerland 2003: https://www.
who.int/publications/cra/chapters/volume1/0959-1108.pdf.
Accessed 03 July 2019.

World Health Organization. Obesity: preventing and managing the
global epidemic. Report of a WHO consultation. World Health
Organ Tech Rep Ser. 2000;894:i-xii, 1-253.

Boustani M, Campbell N, Munger S, Maidment I, Fox C. Impact of
anticholinergics on the aging brain: a review and practical applica-
tion. Aging Health. 2008;4(3):311-20.

Cai X, Campbell N, Khan B, Callahan C, Boustani M. Long-term
anticholinergic use and the aging brain. Alzheimers Dement.
2013:;9(4):377-85.

Campbell N, Boustani M, Limbil T, Ott C, Fox C, Maidment I, et al.
The cognitive impact of anticholinergics: a clinical review. Clin
Interv Aging. 2009;4:225-33.

Ray WA. Evaluating medication effects outside of clinical trials:
new-user designs. Am J Epidemiol. 2003;158(9):915-20.

Ruxton K, Woodman RJ, Mangoni AA. Drugs with anticholinergic
effects and cognitive impairment, falls and all-cause mortality in
older adults: a systematic review and meta-analysis. Br J Clin
Pharmacol. 2015;80(2):209-20.

John RM, Tedrow UB, Koplan BA, Albert CM, Epstein LM,
Sweeney MO, et al. Ventricular arrhythmias and sudden cardiac
death. Lancet. 2012;380(9852):1520-9.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

Publisher’s Note

Koplan BA, Stevenson WG. Ventricular tachycardia and sudden
cardiac death. Mayo Clin Proc. 2009;84(3):289-97.

Faggioni M, Knollmann BC. Arrhythmia protection in hypokale-
mia: a novel role of Ca2+—activated K+ currents in the ventricle.
Circulation. 2015;132(15):1371-3.

Alharbi FF, Souverein PC, de Groot MCH, Blom MT, de Boer A,
Klungel OH, et al. The impact of serum potassium-influencing
antihypertensive drugs on the risk of out-of-hospital cardiac arrest:
a case-control study. Br J Clin Pharmacol. 2017;83(11):2541-8.
Psaty BM, Lumley T, Furberg CD, Schellenbaum G, Pahor M,
Alderman MH, et al. Health outcomes associated with various an-
tihypertensive therapies used as first-line agents: a network meta-
analysis. JAMA. 2003;289(19):2534-44.

Amler N, Zottmann D, Bierbaum M, Schoffski O. Efficacy-
effectiveness-gap - extent, causes and implications. Value Health.
2015;18(7):A567.

Wang S, Khera R, Das SR, Vigen R, Wang T, Luo X, et al.
Usefulness of a simple algorithm to identify hypertensive patients
who benefit from intensive blood pressure lowering. Am J Cardiol.
2018;122(2):248-54.

Ponikowski P, Voors AA, Anker SD, Bueno H, Cleland JGF, Coats
AJS, et al. 2016 ESC guidelines for the diagnosis and treatment of
acute and chronic heart failure. Rev Esp Cardiol (Engl Ed).
2016;69(12):1167.

Drawz PE, Babineau DC, Rahman M. Metabolic complications in
elderly adults with chronic kidney disease. ] Am Geriatr Soc.
2012;60(2):310-5.

Hayes J, Kalantar-Zadeh K, Lu JL, Turban S, Anderson JE,
Kovesdy CP. Association of hypo- and hyperkalemia with disease
progression and mortality in males with chronic kidney disease: the
role of race. Nephron Clin Pract. 2012;120(1):c8-16.

Kovesdy CP, Matsushita K, Sang Y, Brunskill NJ, Carrero JJ,
Chodick G, et al. Serum potassium and adverse outcomes across
the range of kidney function: a CKD prognosis consortium meta-
analysis. Eur Heart J. 2018;39(17):1535-42.

Springer Nature remains neutral with regard to juris-

dictional claims in published maps and institutional affiliations.

@ Springer


https://www.who.int/publications/cra/chapters/volume1/0959-1108.pdf
https://www.who.int/publications/cra/chapters/volume1/0959-1108.pdf

	The...
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Methods
	Design and Setting
	Mortality Ascertainment
	Medication Assessment
	Covariate Assessment
	Statistical Analysis

	Results
	Characteristics of the Study Population
	Associations of Laxatives and Diuretics Use with CVM in Distinct Analyses
	Laxatives
	Diuretics
	Subgroup Analyses

	Association of Laxatives and Diuretics Use with CVM in Joint Analyses
	Sensitivity Analysis

	Discussion
	Discussion of the Results
	Association of Laxative Use with CVM
	Association of Diuretics Use with CVM
	Potential Drug-Drug Interaction of Non-potassium-Sparing Diuretics and Regular Laxative Use

	Strengths and Limitations

	Conclusion
	References


