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ABSTRACT |

Objectives: This study aimed to identify the prevalence of potentially inappropriate medication use (PIMU) in adults above the age of 65 with chronic
kidney disease (CKD) according to the American Geriatric Society Beers Criteria (Beers), Screening Tool of Older People’s Potentially Inappropriate
Prescriptions Criteria (STOPP) and medication appropriateness index (MAI) 30 criteria and to compare them to justify their use in this specific
patient group.

Materials and Methods: This was a retrospective and descriptive study conducted between October 1%, 2019 and March 18%, 2020 at Ibni Sina
Hospital, Nephrology Department, Faculty of Medicine, Ankara University.

Results: Among 269 patients discharged from the hospital during the study period, 100 of them were eligible for the study. The mean age was 73.3
+ 6.9 years and 51.9% of them were male. The prevalence of 35 PIMU was 91%, 42%, and 70% according to the Beers, STOPP, and MAI criteria,
respectively. There was a statistically significant difference in terms of prevalence among 3 criteria (p<0.001). Beer detected more PIMU (11.3% vs.
6.4%) and had higher sensitivity among older adults with CKD (0.97 vs. 0.56) compared to the STOPP criteria. Most patients had at least one drug-
drug interaction (DDIs) in their discharge prescription (93%) and DDI was one of the main contributors of PIMU. Proton pump inhibitors were the
most common medication associated with PIMU in all 3 criteria.

Conclusion: The prevalence of PIMU was high among older adults with CKD at discharge according to these criteria. To improve the prescriptions
after hospital discharge, it is considered appropriate to use Beers criteria under guidance of a clinical pharmacist.
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INTRODUCTION

Number of elderly people has been increasing gradually in

Chronic kidney disease (CKD) is one of the most common
comorbidities seen in older adults.® This is mainly due to the

recent decades. It is estimated to reach 1.5 billion by 2050
in both developing and developed countries. In Turkiye, the
average life expectancy is projected to be 82.5 and 891 years
in 2050 and 2100, respectively.? As life expectancy increases,
number of older adults in the population increases, thus
causing a high number of people with many comorbidities. Due
to comorbidities, older adults take many medications that make
them prone to potentially inappropriate medication use (PIMU).
PIMU can cause undesirable consequences, such as adverse
drug reactions, hospital admissions/readmissions, increased
treatment costs, morbidity, and mortality.3*

traditional risk factors for CKD, including cardiovascular
disease, hypertension, and diabetes.® The prevalence of CKD
in older adults in Tdrkiye is 5% (age 260 years), while it is 4.1%
(age 65-74) in Switzerland, 25.4% (age 65-74) in northeast
Germany and 39.4% (age >60 years) in the United States of
America (USA).37 A systematic review, which included 10
studies from USA, 8 studies from Europe, and 8 studies from
Asia and Australia, found that the prevalence of CKD among
older adults ranged from 23.4% to 35.8% (age 264 years).®
Physiological changes caused by aging and decreased kidney
function in older adults with CKD affect pharmacokinetic
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and pharmacodynamic properties of medicines, leading to
various problems in absorption, metabolism, distribution,
and elimination stages®° These problems can alter the
effectiveness of medications or increase the frequency of side
effects or toxicities. Therefore, PIMU is often observed in older
adults with CKD and is estimated to be 62-67% in the hospital
and ambulatory care settings.*"°

Several screening tools have been developed to improve
medication use among older adults. These tools for elderly
patients are classified as explicit implicit. Explicit tools are
usually developed from published reviews, expert opinions,
and consensus reports. These tools are mostly drug-specific
and/or disease-specific and can be applied with little or no
clinical judgment The commonly used tools in practice are
as follows: The American Geriatric Society Beers criteria
(Beers criteria), Screening Tool of Older People’s Potentially
Inappropriate Prescriptions Criteria (STOPP).”>" Implicit tools
are judgement-based, patient-specific, and consider the
patient’s entire medication regimen. Implicit criteria are based
on the pharmacist's and/or geriatrics’ knowledge, experience,
and attitude!" Medication appropriateness index (MAD is an
implicit screening tool. These tools provide useful information
about what can be potentially inappropriate, when prescribed
for older adults!>' They are also widely and easily implemented
in many healthcare settings.>'"

Discharge from the hospital can put patients at a high risk,
when they are prescribed new medications or do not receive
any counseling about the appropriate use of medications.
Pharmacists can provide medication review services at
discharge to identify PIMU for patients, particularly older adults
with CKD taking many medicines. This service is crucial for
them because they are known to require dose adjustments
based on the glomerular filtration rate (GFR), polypharmacy,
comorbidities, and age-related physiological changes. There
are limited data on the frequency of PIMU among older adults
with CKD. Therefore, the primary aim of this study was to
describe PIMU among older adults with CKD by using the Beers,
STOPP, and MAI criteria. The secondary aim was to compare
these criteria in terms of their identifiability, sensitivity, and
specificity for PIMU among patients with CKD by examining
discharge prescriptions.

MATERIALS AND METHODS

Study design and setting

This descriptive cross-sectional study was conducted between
October 1%, 2019 and March 18", 2020 at Ibni Sina Hospital,
Nephrology Department, Faculty of Medicine, Ankara University.
Ibni Sina Hospital is a 1,000-bed, government-run tertiary
university hospital in Tdrkiye. The nephrology ward accepts
patients mainly from Ankara, but a considerable number of
patients are admitted to the ward, as it is one of the largest
university hospitals in Turkiye. This ward has 34-bed and
patients are followed up by 6 physicians and 7 nurses, however,
there is no clinical pharmacist.

Ethics approval
The study was approved by the Ethics Committee for Human

Research of the Ankara University Faculty of Medicine (date:
September 12, 2019; no: i3-70-19).

Data collection

Patients who were discharged from the nephrology ward
during the study period were screened using their electronic
discharge notes. Patients, who were 65 years old or older,
discharged from the nephrology service and diagnosed with
CKD, were considered eligible (the classification of kidney
function was based on the Kidney Disease Improving Global
Outcomes-KDIGO guidelines in this study). Patients discharged
due to transfer to another hospital or service were excluded
from the study.

A data collection form was used to obtain patients’ admission
diagnosis, length of stay, age, sex, and list of medications during
discharge. All information was retrospectively gathered from
the electronic medical records of all eligible patients. Detailed
information regarding the patients’ admission diagnoses and
prescription medications was also collected. Prescription
records included names, therapeutic classes, doses, dosage
forms, and dosage regimens of the prescribed medications.

Evaluating potentially inappropriate medication use

To identify PIMU at discharge, 3 criteria were used: Beers,"?
STOPP,® and MAI

Beers criterion was developed by American Geriatric Society.”
The recent Beers criteria published in 2019 include the following
5 categories for PIMU:"?

1. PIMU: In older adults,

2. PIMU due to drug-disease/syndrome interactions that
exacerbate the disease/syndrome,

3. PIM to be used with caution,

4. Potentially clinically important drug-drug interactions (DDls)
that should be avoided,

5. Medication that should be avoided or have reduced dosage
with varying levels of kidney function.

STOPP criteria were developed by O'Mahony et al'® It consists
of a section related to the indication of medications that might
be prescribed without an evidence-based clinical indication,
prescribed beyond the recommended duration, although
the treatment duration is well-defined or duplicated!® Other
sections consist of criteria for each medication group such as
cardiovascular system medications and gastrointestinal system
medications.

MAl includes 10 parameters such as indication (1), effectiveness
(2),dosage (3), correctdirections (4), practicaldirections (5), DDIs
(6), drug-disease interactions (7), duplications (8), durations (9),
and expenses (10).* The scoring of MAI uses a different process
from the mentioned tools. This tool requires the user to answer
10 questions regarding a particular medication to determine its
appropriateness for a patient. All “yes” responses have a score
of zero, while “no” responses have values ranging from 1to 3
depending on their importance in assessing the appropriateness
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of a particular drug. The maximum score of 18 is interpreted as
a maximum inappropriateness.! In patients’ discharge records,
it was not stated whether the correct and practical instructions
were given to them.! All equivalent medications are likely to
have the same price in Turkiye” Therefore, these 3 parameters
of MAI were not scored.

Lexicomp®drug interaction checker was used to identify DDIs.”®
DDIs were classified as categories A, B, C, D, and X according
to Lexicomp®' DDIs belonging to categories D and X were
assumed to be clinically important interactions present in the
MAI, whereas DDIs belonging to categories A, B, and C were
assumed to be minor interactions present in the MAI.

PIMU is defined by the pharmacist as occurring when a
medication was categorized as inappropriately used according
to Beers, STOPP or MAI.

Comparison between Beers, STOPP and MAI criteria

The tools were compared based on the frequency of detected
PIMU among the study population. Sensitivity and specificity
were calculated according to the optimal cut-off value. MAI
criteria were selected as a reference since their reliability and
validity were tested in previous studies.*'>"

Statistical analysis

Categorical variables were described with percentages, and
continuous variables were described with the mean + standard
deviation (SD). The chi-square test was used, and a p value
<0.05 was considered statistically significant. The degree
of agreement was determined using the Kappa statistic. A
receiver operating characteristic (ROC) curve was used to
estimate the areas under the ROC curves. Data were analyzed
using SPSS version 21.0 (IBM SPSS Statistics for Windows,
Version 21.0; IBM Corp., Armonk, NY, USA). Microsoft Excel for
Windows version 2016 was used to calculate PIMs, prevalence,
and medication usage rates.

RESULTS

Demographic and clinical characteristics of the patients
During the study period, 269 patients were discharged from the
nephrology ward. Among these, patients were excluded, if they
were younger than 65 years (n= 154), died before discharge
(n= 3), discharged without any prescription (n= 8) or were
transferred to another hospital/ward (n= 4) (Figure 1.

[ 269 CKD patients discharged ] — [ A total of 154 <65 years ]

i

[ 115 patients 2 65 years

3 died before discharge
8, discharged without
l any prescription

] —>

4 transferred to
another hospital/ward

[ 100 eligible patients ]

Figure 1. Selection of the patients

Intotal, 100 patients (mean + SD age, 73.3 + 6.9 years; 51.0% male)
were included in the study. The most common comorbidities
of the patients were hypertension (83.0%), diabetes mellitus
(57.0%), and coronary artery diseases (31.0%). Patients’ duration
of hospital stay (mean + SD) was 10.7 + 7.4. The number of
comorbidities and medications (mean + SD) between the patients
were 3.6 + 1.3 and 9.4 + 3.2, respectively. The percentages of
patients based on CKD stages 1, 2, 3, 4, and 5 were 3.0%, 10%,
33%, 38%, and 18%, respectively. Patients’ hemoglobin levels
(mean = SD) were low (10.7 + 1.9 g/dL), while serum uric acid
(7.6 £ 0.2 mg/dL) and parathormone levels were high (166.3
141.2 pg/mL) according to KDIGO guidelines (Table 1).

Atotal of 928 medications were prescribed. The most commonly
prescribed medication classes were for cardiovascular system
(35.2%), alimentary tract and metabolism (22.3%), and blood
and blood-forming organs (16.7%). The most commonly used
medications in this study were pantoprazole/esomeprazole/
lansoprazole (65%), atorvastatin/rosuvastatin/pravastatin/
pitavastatin (58%), and aspirin (49%). Among these patients,
30% were prescribed at least one oral antidiabetic agent (20%
linagliptin, 9% metformin, 3% sitagliptin, 2% vildagliptin, and 1%
empagliflozin).

PIMU according to the Beers criteria

Most participants were prescribed at least one PIM according
to Beers criteria [91.0%, 95% confidence interval (CI): 85.0-
96.0]. Among these, 31 patients (31.0%, 95% Cl :22.0-40.0)
received only one PIM, 40 (40.0%; 95% Cl: 30.0-50.0) received
two PIMs, 19 (19.0%, 95% CI: 12.0-27.0) received three PIMs,
and one (6.3%; 95% Cl: 0.0-3.0) received four PIMs.

Overall, 11.3% of the medications were potentially inappropriate
(n= 105 out of 928) according to Beers criteria. The most
common PIM classes were proton pump inhibitors (PPls)
(65%), diuretics (50%), antiplatelets/anticoagulants (31%), and
alpha-1 adrenergic blockers (30%). The most common reasons
for PIM were a high risk of side effects (71.4%), long duration
(71.4%), and risks of the medicine outweighing the benefits
(34.1%) (Table 2).

A total of 13 DDIs were identified on the basis of Beers criteria.
The most common DDI was between doxazosin and furosemide
(92%). However, these common DDIs were not present in the
Lexicomp® drug interaction checker.

PIMU according to STOPP criteria

According to the STOPP criteria, 42 patients (42.0%; 95% Cl:
33.0-52.0) were prescribed at least one PIM. Among these
patients, 34 (34.0%; 95% Cl: 26.0-43.0) received only one PIM,
7 (7.0%; 95% ClI: 2.0-12.0) received two PIMs, and one (1.0%;
95% Cl: 0.0-4.0) received three PIMs.

Overall, 6.3% of the medications were potentially inappropriate
(n= 58/928) according to STOPP criteria. The most common
PIM classes were PPls (10%), psychotropic drugs (9%), and
antiplatelets/anticoagulants (8%). The most common reasons
for PIM were medication use without indication (78.6%), and
risks of the medicine outweighing the benefits (19.0%) (Table
2).
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PIMU according to MAI criteria

The mean + SD MAI score per drug was 8.7 = 1.2, while the
mean + SD MAI score per patient was 80.4 + 28.9. Based on
MAI, 70 patients (70.0%; 95% ClI: 61.0-78.0) used at least one
PIM.

Table 1. Demographic and clinical characteristics of the

SEHELTCHGER[0]0)]

Characteristics Values
Male, n (%) 51 (51.0)
Age (years), mean + SD 733 +69
Age (years), n (%)

280 18 (18.0)
Number of comorbidities, mean + SD 3.6+13
Number of comorbidities, n (%)

25 26 (26.0)
Hypertension 83 (83.0)
Diabetes mellitus 57 (57.0)
Coronary artery disease 31(31.0)
Duration of hospital stay, mean + SD 10.7 £ 7.4
Number of medications, mean + SD 94 +32
Number of medications, n (%)

25 92 (92.0)
Common medications at discharge, n (%)
Pantoprazole/esomeprazole/lansoprazole 65 (65.0)
Atorvastatin/rosuvastatin/pravastatin/pitavastatin 58 (58.0)
Aspirin 49 (49.0)
CKD stages, n (%)

Stage 1 3.0
Stage 2 10 (10.0)
Stage 3 33(33.0)
Stage 4 38(38.0)
Stage 5 18 (18.0)
Laboratory findings, mean + SD

Calcium (mg/dL) 8.8+09
Phosphorus (mg/dL) 4114
Magnesium (mg/dL) 20+0.6
Uric acid (mg/dL) 76 +0.2
Albumin (g/dL) 43+0.7
LDL-cholesterol (mg/dL) 110.5 + 41.5
Parathormone (pg/mL) 166.3 + 141.2
Folic acid (ng/mL) 93+ 47
Hb (g/dL) 10.7£19

CKD: Chronic kidney disease, Hb: Hemoglobin, LDL: Low-density lipoprotein,
SD: Standard deviation

More than a quarter of medications were rated inappropriate
based on 6 criteria of MAI (25.9%). Most medications were
rated inappropriate in 1-4 criteria of the MAI (92.5%). Among
the medications that met at least one of MAI criteria, 51.5%
were due to DDls.

The most common PIM classes were PPls (22%), steroids
(20%), insulins (18%), oral antidiabetic drugs (14%), and
antiplatelets/anticoagulants (11%). The most common reasons
for PIM were DDIs (68.6%), medication use without indication
(471%) and the need for dose adjustment for kidney function
(21.4%) (Table 2).

According to the Lexicomp® drug interaction checker, most
patients had at least one DDI in their discharge prescription
(93%). Nearly half of the them had at least one DDI belonging
to categories D or X (43%). A total of 752 DDIs were identified.
The percentages of DDIs in categories A, B, C, D, and X were
0.8%, 10.5%, 78.9%, 7.9%, and 1.9%, respectively (Figure 2).
Among these, the most common DDI was between aspirin and
furosemide (2.8%), which belonged to category C. Information
on the most common DDls in category X and D is shown in
Table 3.

Comparison of Beers, STOPP and MAI criteria

There was a statistically significant difference between
the prevalence of PIMU according to Beers (91.0%), STOPP
(42.0%), and MAI (70.0%) criteria (p<0.001). PIMU was more
likely to be present in patients with polypharmacy (medications
>5) according to Beers criteria (p= 0.023) (Table 2). Patients
with PIMU according to MAI criteria had a longer hospital stay
(p= 0.001) (Table 2). Among the patients, 39% had at least one
PIM met all 3 criteria.

The most common medication group associated with potentially
inappropriate use was PPls based on all 3 criteria (65.0% vs.
10.0% vs. 22.0%). The most common reasons for PIMU varied
between the criteria (Table 2).

The ROC results showed that beer had higher sensitivity than
STOPP (0.97 vs. 0.56) and that STOPP had higher specificity
than beer (0.21 vs. 0.46). The measures of agreement (Kappa
index) were 0.26 between Beers and MAI (p<0.001) and 0.36
between STOPP and MAI (p<0.001) (Table 4). These results
indicated moderate agreement between the criteria.

x B 19%
D ZZ 1.9%
¢ G 7%

Categories

8 G 105%

A ] os%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

Percentage

Figure 2. Percentage of drug-drug interaction categories based on
Lexicomp®
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Table 2. Comparison of Beers, STOPP, and MAI criteria

Beers criteria STOPP criteria MAI criteria

Patients a?tt;\i::: Patients \ljv?tt;z:ts Patients Patients

with PIMU, p value with PIMU, p value with PIMU, without PIMU, p value

PIMU, PIMU,
n= 91 n= 42 n=T70 n= 30
n=9 n= 58

Gender 0.525 0.565 0.930
Male 45 (49.5) 6 (66.7) 20 (47.6) 31(53.4) 35(50.0) 16 (53.3)
Female 46 (50.5) 3(33.6) 22 (52.4) 27 (46.6) 35 (50.0) 14 (46.7)
Number of medications 0.023 0134 0.050
<5 5(5.5) 3(33.3) 1(2.4) 7020 3(4.3) 5016.7)
>5 86 (94.5) 6 (66.7) 41 (97.6) 51 (87.9) 67 (95.7) 25 (83.3)
Duration of hospital stay 109, 76 80:39 0255 117:78 99+70 0224 119:80 78445 0.001
(mean + SD)
CKD stage 1.000 0.519 0.497
Stage 12 (eGFR260mL/ 15 (10 11y 60143  5(8.6) 9.(12.9) 267
min/1.73 m?)
Stage 3-5 (eGFRGO ML/ g1 590y 5889 36 (85.7)  53(91.4) 61 (871) 28 (933)
min/1.73 m?)
Number of comorbidities 1.000 0.149 0.201
0-4 66 (72.5) 7 (77.8) 27 (64.3) 46 (79.3) 48 (68.6) 25 (83.3)
>5 25 (27.5) 2(22.2) 15 (35.7) 12 (20.7) 22 (31.4) 5016.7)
Common reasons for PIMU
The risks of medicine 31340 N/A 831900  N/A 0(0.0) 0(0.0)
outweigh the benefits
High risk of side effects 65 (71.4) N/A 0(0.0) N/A 0(0.0) 0(0.0)
Long duration 65 (71.4) N/A 2 (4.8) N/A 0 (0.0) 0 (0.0)
Need dose adjustment for 1 135y 0000  N/A 15 15 (21.4)
kidney function
Drug-drug interactions 13 (14.3) N/A N/A N/A 43 48 (68.6)
Medication use without N/A N/A 33(786)  N/A 3 33 (471)
Indications
Use of duplicated N/A N/A 2(48) N/A 2 229
medications
Common medicines associated with PIMU
Proton pomp inhibitors 65 (71.4) N/A 10 (23.8) N/A 22 (31.4) N/A
Diuretics 50 (54.9) N/A 0 (0.0) N/A 0(0.0) N/A
Antiplatelets/anticoagulants 31 (34.1) N/A 8 (19.0) N/A 135.7) N/A
Alpha-1 blockers 30(32.9) N/A 12.4) N/A 8 (11.4) N/A
Insulins 2(2.2) N/A 0 (0.0) N/A 18 (25.7) N/A
Psychotropic drugs 10 (10.9) N/A 9 (21.4) N/A 7 (10.0) N/A
Oral antidiabetic drugs 0(0.0) N/A 12.4) N/A 14 (20.0) N/A
Steroids 0(0.0) N/A 0(0.0) N/A 20 (28.6) N/A

CKD: Chronic kidney disease, eGFR: Estimated glomerular filtration rate, N/A: Unavailable, PIMU: Potentially inappropriate medication use, STOPP: Screening Tool of
Older People’s Potentially Inappropriate Prescriptions Criteria, MAI: Medication appropriateness index, SD: Standard deviation
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DISCUSSION

The results of this cross-sectional descriptive study showed
that there was a high prevalence of PIMU among older adults
with CKD, with the most common medication associated with
PIMU being PPIs. To the best of our knowledge, this is the first
study to describe the PIMU among elderly adults in Turkiye.
This study included the discharge prescriptions of older
patients with CKD.

In this study, the prevalence of PIMU based on Beers version
2019, STOPP, and MAI criteria was 91.0%, 42.0%, and 70.0%,
respectively. The prevalence of PIMU was 48.0% and 83.3%
according to Beers version 2015 and MAI, in a study including
the same patient group in Australia.?® In another study
from USA, the prevalence of PIMU was 59.2% and 33.0%
according to Beers version 2015 and STOPP, respectively,
among the patients’ last prescriptions in a nephrology
ward.?’ The prevalence of aged-based PIMU was 32.7%
according to both Beers version 2015 and STOPP criteria
among the subcohort of patients with CKD.# In Lebanon, the
prevalence of PIMU was 34.1% according to Beers version
2019 among patients with CKD.22 The prevalence of PIMU
was 32.0% according to STOPP criteria among patients with
CKD in France.?® Compared with these studies specific to
CKD patients, our patients had a high prevalence of PIMU
at discharge. The high prevalence in this study might have

Table 3. The most common drug-drug interactions according to

category D or X in Lexicomp®

Drug-drug interactions :::;grsry Elfur[;\glesr
Insulin glargine-linagliptin D 8
Methylprednisolone-sodium bicarbonate D 6
Insulin aspart-linagliptin D 6
Calcium carbonate-methylprednisolone D 3
Atorvastatin-fusidic acid X 2
Insulin lispro-linagliptin D 2
Calcium carbonate-levofloxacin D 2
Calcium carbonate-levothyroxine D 2
Cefuroxime-sodium bicarbonate D 2

DDls: Drug-drug interactions

resulted from the lack of a clinical pharmacist to review
medications at discharge. It was suggested that the most
significant reduction in PIMU could be seen, when the
physicians received immediate and concurrent feedback
from a clinical pharmacist.?

In this study, the most common medications associated with
PIMU therapy were PPls, diuretics, antiplatelets/anticoagulants,
alpha-1 blockers, insulins, psychotropics, and oral antidiabetic
drugs. Similarly, PPIs,® benzodiazepines,?® antiplatelets/
anticoagulants, psychotropics,? antiplatelets/anticoagulants,??
metformin and diuretics* were commonly observed as
medications associated with PIMU in older adults with CKD.
Moreover, most patients had used 5 or more medications in
past studies.“?°-22 Older adults with CKD often have a high drug
burden and are at risk of polypharmacy-associated adverse
outcomes.? ldentification of PIMU is critical in this patient
group, especially at hospital discharge, where patients may
no longer be under the control of healthcare professionals.
Incorporating pharmacists into discharge medication reviews
to identify PIMU may improve medication use.??’ Additionally,
collaboration and good communication between nephrologists,
nurses, and pharmacists are required to review the
appropriateness of medication prescription.?® Interventions to
prevent PIMU in older adults with CKD should be implemented
in all healthcare settings.

According to Beers criteria, use of PPIs for more than 8 weeks
was not recommended due to the risk of Clostridium difficile
infections, osteoporosis, and bone fracture.”? The most common
medicine associated with PIMU in all 3 criteria was PPlIs in our
study. PPIs, statins, and oral antidiabetic agents are commonly
prescribed without any indication for older adults with CKD.*
Therefore, long-term use of PPIs could also be placed under
the category of “any drug prescribed without an evidence-
based clinical indication” in STOPP and “no indication” in MAI
criteria. The risks and benefits of PPl use should be considered
during deprescribing interventions in older adults with CKD.?*
However, specific guidance for deprescribing in this patient
group does not exist.?* There is a need for future studies to
assess how PPIls can be deprescribed and what the potential
clinical outcomes are after discontinuation. Medication reviews,
education of health professionals and the use of decision
support systems were among the strategies suggested to
control the use of PPIs.?®

Table 4. Sensitivity, specificity and a measure of agreement between the criteria
STOPP criteria

Variable Beers criteria

MAI criteria

Prevalence of PIMU (95% CI) 91.0 (85.0-96.0)

42.0 (32.0-52.0) 70.0 (61.0-78.0)

AUC (95% Cl, p value) 0.60 (0.47-0.73, p>0.05) 0.73 (0.63-0.83, p<0.001 Reference
Sensitivity 0.97 0.56 Reference
Specificity 0.21 0.46 Reference
Kappa index (p value) 0.26 (p<0.001) 0.36 (p<0.001 Reference

AUC: Area under the curve, Cl: Confidence interval, PIMU: Potentially inappropriate medication use, STOPP: Screening Tool of Older People’s Potentially Inappropriate

Prescriptions Criteria, MAIl: Medication appropriateness index
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KDIGO guidelines contain a strong recommendation about statin
use in all patients with CKD above the age of 50.3° High levels
of low-density lipoprotein (LDL) cholesterol are a risk factor
for cardiovascular disease among adults with CKD."*2 The key
therapy to lower LDL cholesterol levels includes statins.® The
risk of atherosclerotic events and mortality can be lowered as
much as 25% with statin therapy in adults with CKD.** More
than half of our patients were prescribed statins (58%) at
discharge. This might has been because not all nephrologists
in the ward were likely to use KDIGO guidelines or because
the guidelines and recommendations differed or due to lack of
data from large randomized controlled trials on the side effects
of statins in older adults with CKD.3? These patients are also
vulnerable to statin-related myopathy.?* There are still mixed
findings regarding the benefits of statins for adults 75 years or
older or frail patients with many comorbidities such as CKD.?

Metformin is the first-line treatment in diabetes guidelines.®
Due to its low cost, low hypoglycemia risk, and potential
cardiovascular benefits, metformin is prioritized over other
antidiabetic drugs.® Initial guidelines suggested not to using
metformin if a patient's estimated GFR (eGFR) is less than
60 mL/minute/1.73 m23* However, recent KDIGO guidelines
published in 2020 recommend the use of metformin if the
patient’s eGFR is more than 30 mL/minute/1.73 m23° Over the
years, the risk of lactic acidosis has diminished with evidence
that metformin did not pose a high risk in patients.® Therefore,
more relaxed rules are now followed for the metformin use
based on eGFR. In our study population, a few patients were
prescribed metformin, whereas the majority used linagliptin.
The possible reasons for preference for dipeptidyl peptidase-4
inhibitors are their availability for use in all stages of CKD,
once-daily dosing, low risk of hypoglycemia in patients with
CKD and potential cardiovascular and renal benefits.?

Beers and STOPP criteria include suggestions for renal dose
adjustment, while MAI criteria only include a suggestion for
the appropriate dose and are not specific to the renal dose.
However, suggestions based on the renal dose are only for
a limited number of medications. Beers and STOPP criteria
are known as explicit measures that are for universal use in
all patients,?® so they may not cover all case scenarios with
medications. MAI is an implicit measure that is more patient-
specific but requires a detailed search for patient data and
databases.?® Therefore, although it was time consuming, a
detailed search to identify each medication’s renal dose was
employed in this study using other medication databases. This
highlights the need for specific guidelines for older adults with
CKD to improve practice.

Most patients had at least one DDl in their discharge prescription
(93%). Nearly half of the them had DDIs in either category X or D
that required avoiding the combination or modifying the regimen
(46%). Most DDIs were in the moderate severity category and
required monitoring drug therapy (78.9%). Although a lower
number of DDIs was determined according to Beers compared
to MAI (13 vs. 752), the recommendations from Beers were
from clinical observations and thus more likely to be associated

with clinically relevant adverse events among older adults.3* A
high number of DDIs were identified by the MAI because the
drug interaction checker database was used for the evaluation.
Similarly, DDIs were found to be common among older adults
with CKD at discharge in Australia.?® CKD was independently
associated with DDIs in older adults.® This high number of older
adults affected by PIMU showed that there is a need for guidance
regarding the appropriate concomitant use of medications
by older adults with CKD. Pharmacists have enough skill and
knowledge to determine DDIs and make suggestions regarding
optimal medication use for this vulnerable group of patients.
Our nephrology ward could have benefited from the presence
of a clinical pharmacist, who routinely checks for DDIs during
discharge and seeks to prevent PIMU. Moreover, educational
interventions specific to DDIs are needed to improve existing
practices.

In this study, Beers criterion had higher sensitivity (0.97 vs.
0.56) and detected more PIMU (11.3% vs. 6.4%) than STOPP
criteria. The measures of agreement were moderate between
2 sets of criteria. In contrast to our study, a local study
conducted among older adults in Turkiye found STOPP criteria
were more successful than Beers version 2012 in detecting
PIMU.3 Compared to Beers version 2015, STOPP criteria had
the highest sensitivity and measure of agreement among older
adults to detect PIMU in a study from Kuwait.® The differences
might have arisen because the most updated 2019 version of
Beers was likely to detect more PIMU among the older adults
with CKD since it had renal dose adjustment recommendations
from version 2015. Another reason might be the differences in
patient characteristics in the studies. This study included only
older adults with CKD. The number of older adults with CKD
was higher than that of older adults with any comorbidities.
Therefore, Beers version 2019 appears more sensitive and able
to detect more PIMU in older adults with CKD.

Study limitations

There were several limitations to the present study. Firstly, the
study included only the prescription records of the patients.
Data on use of dietary supplements without prescription at the
time of discharge could not be collected. However, it is routine
practice to write down the names of dietary supplements such
as vitamins in prescriptions in nephrology wards. Second, the
findings could not be generalized to all older adults with CKD
due to the limited number of study participants and the study
was conducted in a single ward. Finally, the clinical outcomes
of PIMU were unknown as this was a retrospective study.

CONCLUSION

In conclusion, the high prevalence of PIMU is a major concern
among older adults with CKD. DDIs are the main contributor
to PIMU. To detect PIMU, use of Beers criteria seemed
appropriate, although there is a great need for more specific
guidance. Well-designed coordination between healthcare
professionals and especially involving a clinical pharmacist to
review the medication prescribed at discharge can help improve
appropriate medication use among older adults with CKD.




312 PEHLIVANLI et al. Inappropriate Medication Use in Older Adults

Ethics

Ethics Committee Approval: The study was approved by the
Ethics Committee for Human Research of the Ankara University
Faculty of Medicine (date: September 12, 2019; no: i3-70-19).

Informed Consent: Since it was a retrospective study, informed
consent were not obtainable.

Peer-review: Externally peer-reviewed.

Authorship Contributions

Concept: A.P., A.S., Design: A.P., A.S., S.E., Data Collection or
Processing: A.P., A.S., $S.E., Analysis or Interpretation: A.P.,
A.S. S.E., Literature Search: A.P., A.S., Writing: A.P., AS,, S.E.,
S.Er., AT.0.

Conflict of Interest: No conflict of interest was declared by the
authors.

Financial Disclosure: The authors declared that this study
received no financial support.

REFERENCES

1. Centers for Disease Control and Prevention. Public health and aging:
Trends in aging-United States and Worldwide. MM WR. 2003;52:101:6.

2. United Nations World Population Prospects. The 2017 revision. Key
findings and advance tables. 2017. Accessed: 28 January 2021. Available
from: https://esa.un.org/umpd/wpp/publications/files/wpp2017-
keyfindings.pdf

3. Hudhra K, Garcia-Caballos M, Jucja B, Casado-Fernandez E, Espigares-
Rodriguez E, Bueno-Cavanillas A. Frequency of potentially inappropriate
prescriptions in older people at discharge according to Beers and STOPP
criteria. Int J Clin Pharm. 2014;36:596-603.

4. Secora A, Alexander GC, Ballew SH, Coresh J, Grams ME. Kidney
function, polypharmacy, and potentially inappropriate medication use in a
community-based cohort of older adults. Drugs Aging. 2018;35:735-750.

5. Mallappallil M, Friedman EA, Delano BG, McFarlane SI, Salifu MO.
Chronic kidney disease in the elderly: evaluation and management. Clin
Pract (Lond). 2014;11:525-535.

6. CKD prevalence varies widely across European countries; dialysis
prevalence skyrocketing worldwide. Accessed: 25 January 2021.
Available https://www.kidneynews.org/kidney-news/research-
advances/ckd-prevalence-varies-widely-across-european-countries-
dialysis-prevalence-skyrocketing-worldwide#:~:text=The%20crude%20
stage%203%20t0,t0%2025.4%25%20in%20northeast%20Germany

from:

7. Suleymanlar G, Utas C, Arinsoy T, Ates K, Altun B, Altiparmak MR,
Ecder T, Yilmaz ME, Camsari T, Basci A, Odabas AR, Serdengecti K. A
population-based survey of chronic renal disease in Turkey-the CREDIT
study. Nephrol Dial Transplant. 2011;26:1862-1871.

8. Zhang QL, Rothenbacher D. Prevalence of chronic kidney disease
in population-based studies: systematic review. BMC Public Health.
2008;8:117.

9. Cadogan CA, Ryan C, Hughes CM. Appropriate polypharmacy and
medicine safety: when many is not too many. Drug Saf. 2016;39:109-116.

10. Wooten JM. Pharmacotherapy considerations in elderly adults. South
Med J. 2012;105:437-445.

1. Kaufmann CP, Tremp R, Hersberger KE, Lampert ML. Inappropriate
prescribing: a systematic overview of published assessment tools. Eur J
Clin Pharmacol. 2014;70:1-11.

20.

21.

22.

23.

24.

25.

26.

27.

. By the 2019 American Geriatrics Society Beers Criteria® Update Expert

Panel. American Geriatrics Society 2019 Updated AGS Beers Criteria®
for potentially inappropriate medication use in older adults. J Am Geriatr
Soc. 2019;67:674-694.

O'Mahony D. STOPP/START criteria for potentially inappropriate
medications/potential prescribing omissions in older people: origin and
progress. Expert Rev Clin Pharmacol. 2020;13:15-22.

Hanlon JT, Schmader KE. The medication appropriateness index at 20:
where it started, where it has been, and where it may be going. Drugs
Aging. 2013;30:893-900.

Awad A, Hanna O. Potentially inappropriate medication use among
geriatric patients in primary care setting: a cross-sectional study using
the Beers, STOPP, FORTA, and MAI criteria. PLoS One. 2019;14:e0218174.

0'Mahony D, O'Sullivan D, Byrne S, O'Connor MN, Ryan C, Gallagher P.
STOPP/START criteria for potentially inappropriate prescribing in older
people: version 2. Age Ageing. 2015;44:213-218.

Medication Prices, Turkish Medicines and Medical Devices Agency.
Accessed: 22 December 2020. Available from: https://www.titck.gov.tr/
faaliyetalanlari/ilac/ilacta-fiyatlandirma

Lexicomp® drug interactions. Accessed: 1 January 2021. Available from:
https://www.uptodate.com/drug-interactions/?source=responsive_
home#di-druglist

Castelino RL, Bajorek BV, Chen TF. Retrospective evaluation of home
medicines review by pharmacists in older Australian patients using the
medication appropriateness index. Ann Pharmacother. 2010;44:1922-
1929.

Tesfaye WH, Wimmer BC, Peterson GM, Castelino RL, Jose MD, McKercher
C, Zaidi STR. The effect of hospitalization on potentially inappropriate
medication use in older adults with chronic kidney disease. Curr Med
Res Opin. 2019;35:1119-1126.

Juliano ACDSRS, Lucchetti ALG, Silva JTSD, Santos LG, Nunes
JBT, Fernandes GC, Lucchetti G. Inappropriate prescribing in older
hospitalized adults: a comparison of medical specialties. J Am Geriatr
Soc. 2018;66:383-388.

Chahine B. Potentially inappropriate medications prescribing to elderly
patients with advanced chronic kidney by using 2019 American Geriatrics
Society Beers Criteria. Health Sci Rep. 2020;3:e214.

Debacq C, Bourgueil J, Aidoud A, Bleuet J, Mennecart M, Dardaine-
Giraud V, Fougere B. Persistence of effect of medication review on
potentially inappropriate prescriptions in older patients following
hospital discharge. Drugs Aging. 2021;38:243-252.

Triantafylidis LK, Hawley CE, Perry LP, Paik JM. The role of deprescribing
in older adults with chronic kidney disease. Drugs Aging. 2018;35:973-
984.

Roux-Marson C, Baranski JB, Fafin C, Exterman G, Vigneau C, Couchoud
C, Moranne O, Investigators PSPA. Medication burden and inappropriate
prescription risk among elderly with advanced chronic kidney disease.
BMC Geriatr. 2020;20:87.

Kim AJ, Lee H, Shin EJ, Cho EJ, Cho YS, Lee H, Lee JY. Pharmacist-
led collaborative medication management for the elderly with chronic
kidney disease and polypharmacy. Int J Environ Res Public Health.
2021;18:4370.

Tesfaye WH, Wimmer BC, Peterson GM, Castelino RL, Jose M, McKercher
C, Zaidi, STR. Effect of pharmacist-led medication review on medication
appropriateness in older adults with chronic kidney disease. J Pharm
Pract Res. 2019;49:471-476.



PEHLIVANLI et al. Inappropriate Medication Use in Older Adults

313

28.

29.

30.

31.

32.

Tesfaye WH, Castelino RL, Wimmer BC, Zaidi STR. Inappropriate
prescribing in chronic kidney disease: a systematic review of prevalence,
associated clinical outcomes and impact of interventions. Int J Clin
Pract. 2017;71.

Molnar AO, Bota S, Jeyakumar N, McArthur E, Battistella M, Garg AX,
Sood MM, Brimble KS. Potentially inappropriate prescribing in older adults
with advanced chronic kidney disease. PLoS One. 2020;15:e0237868.

Diabetes in chronic kidney disease KDIGO. Accessed: 28 January 2021.
Available from: https://kdigo.org/guidelines/diabetes-ckd/

Manttari M, Tiula E, Alikoski T, Manninen V. Effects of hypertension and
dyslipidemia on the decline in renal function. Hypertension. 1995;26:670-
675.

Mefford MT, Rosenson RS, Deng L, Tanner RM, Bittner V, Safford MM,
Coll B, Mues KE, Monda KL, Muntner P. Trends in statin use among

33.

34.

35.

US adults with chronic kidney disease, 1999-2014. J Am Heart Assoc.
2019;8:e010640.

Zullo AR, Dore DD, Gutman R, Mor V, Alvarez CA, Smith RJ. Metformin
safety warnings and diabetes drug prescribing patterns for older nursing
home residents. J Am Med Dir Assoc. 2017;18:879-884.e7.

Dias BM, Santos FSD, Reis AMM. Potential drug interactions in drug
therapy prescribed for older adults at hospital discharge: cross-sectional
study. Sao Paulo Med J. 2019;137:369-378.

Bahat G, Bay |, Tufan A, Tufan F, Kilic C, Karan MA. Prevalence of
potentially inappropriate prescribing among older adults: a comparison
of the Beers 2012 and screening tool of older person’s prescriptions
criteria version 2. Geriatr Gerontol Int. 2017;17:1245-1251.




