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Abstract: We aimed to evaluate the prevalence of potentially inappropriate medication (PIM) use and
drug—drug interactions (DDIs) in older adults and their associated factors. This cross-sectional study
used National Health Insurance data of older adults in South Korea. The 2015 AGS Beers Criteria were
used to classify PIM use and DDIs. The associations of PIM use and DDIs with patient- and prescriber-
related factors were evaluated using multiple logistic regression. Of the older adults who received at
least one outpatient prescription (N = 1,277,289), 73.0% and 13.3% received one or more prescriptions
associated with PIM use or DDIs, respectively. Chlorphenamine was most commonly associated
with PIM, followed by diazepam. Co-prescriptions of corticosteroids and NSAIDs accounted for
82.8% of DDIs. Polypharmacy and mainly visiting surgeons or neurologists/psychiatrists were
associated with a higher likelihood of prescriptions associated with PIM use or DDIs. Older age,
high continuity of care (COC), and mainly visiting a hospital were associated with a lower likelihood
of PIM use or DDIs. Prescriptions associated with PIM use and DDIS were more frequent for low
COC patients or those who mainly visited clinics; therefore, patients with these characteristics are
preferred intervention targets for reducing prescriptions associated with PIM use and DDIs.

Keywords: observational study; Beers Criteria; potentially inappropriate medication; drug-drug
interaction; older adults; continuity of care

1. Introduction

With the global population aging and the concomitant increase in chronic diseases,
older populations may have an increased likelihood of multimorbidity [1]. Drug therapy is
the most relevant therapeutic intervention in medicinal care; thus, older adults with multi-
morbidity are likely to receive multiple drug treatments (polypharmacy [2]). Polypharmacy
is defined differently depending on the study, but several studies have defined it as taking
more than five drugs simultaneously [3]. Polypharmacy may increase the complexity of
the dosing regimen, which may be problematic in patients with cognitive problems. This
increases the risk of the prescription of potentially inappropriate medications (PIMs). PIM
use in older adults causes adverse drug reactions, which may result in falls, fractures,
hospitalization, and death; furthermore, it also complicates the treatment regimen and
increases health care costs [4-6].

The Beers Criteria, the most commonly used system, are explicit criteria to improve
the selection of prescription drugs and to facilitate appropriate use of drugs; thus, the Beers
Criteria are used for evaluating the quality of care and the patterns of drug use among
older adults [7]. Two components have been added to the 2015 Beers Criteria: a list of
drug-drug interactions (DDIs) and drugs for which dose adjustment is required according
to kidney function. South Korea (hereafter, Korea) has experienced faster population aging
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than advanced countries in Europe and the United States [8], and drug-related problems
have also increased. According to previous research, older people (aged 65 and over) took
an average of 6.5-7.5 drugs, and the proportion of those who took 5 or more drugs was
44.1-67.4% [9,10]. The prevalence of potentially inappropriate medication (PIM) use based
on the Beers Criteria was 70-80% [11,12], which was higher than that in the United States
(39.9-56.6%) [13,14] and Europe (24.1-68.6%) [15-18].

The National Health Insurance (NHI) in Korea has health care delivery that relies
heavily on private providers paid by fee-for-service, and there is no formal gate-keeping
system resulting in competition among physician clinics and hospitals [19]. Patients can
choose and visit the healthcare provider without limitations [20]. The physician is not
available to check the medication prescribed by other physicians, except for checking
the real-time pop-up alert provided when prescribing the few drugs listed on the drug
utilization system [21]. This may be one reason for the challenges with comprehensive
medication management for patients.

To reduce PIM use and manage the quality of medications, it is important to identify
patient characteristics and prescriber factors for drug prescriptions that may result in
PIM use. Polypharmacy, PIM use, and DDIs are iatrogenic factors related to healthcare
providers [22,23], but few studies have considered prescriber-related factors. Previous
studies have shown that continuity of care (COC) which is related to the reduction of
drug-related problems [24,25]. Without a comprehensive medication management service
in Korea, the relationship between COC and PIMs or DDIs needs to be investigated to
improve long-term medication quality for older people.

This study investigated the prevalence of PIM use and DDIs in Korean older adults
(aged 65 and over) using the 2015 Beers Criteria. To the best of our knowledge, this is the
first study to identify the relationship between COC and prescriber factors and PIM use
or DDIs in Korea. The patient- and prescriber-factors related to PIM use and DDIs were
identified and analyzed to determine their associations with PIM use and DDlIs.

2. Methods
2.1. Data and Study Population

South Korea has mandatory National Health Insurance (NHI), covering approximately
98% of the entire Korean population. The claims data of the Health Insurance Review
and Assessment Service (HIRA) are collected when healthcare service providers submit a
claim for reimbursement for a service that they provide to patients [26]. This study used
data for representative sample, the HIRA—Adult Patient Sample (HIRA-APS), which is a
random sample stratified by sex and age (classified as 5-year age groups) based on NHI
claims data covering approximately 1 million patients aged > 65 years (20%) [26]. The
dataset contained the demographic characteristics, diagnoses, treatments, procedures, and
prescriptions of patients. These data include all prescriptions for drugs covered by the NHI.
We used the HIRA-APS data from 2016, and included only outpatient prescriptions during
the study period. Patients who did not have at least one prescription within the fiscal year
were excluded.

2.2. PIMs in Older Adults

PIM use and DDIs in this study were defined according to the 2015 Beers Criteria
based on the list of medications and medication classes. The 2015 Beers Criteria added
drug-drug interactions that should be avoided in older adults for the first time. The
prevalence of PIM use and DDIs in 2016 was identified in older adults aged 65 years and
above in Korea since the 2015 Beers Criteria have been updated. Among the medications
listed as part of the 2015 Beers Criteria, those that were not licensed or distributed in
Korea were excluded. Those that were not included in the Beers Criteria, but are approved
and produced in Korea corresponding to the therapeutic class, were added. The target
medications included in the analysis are presented in Supplementary Material (Table S1).
However, insulin was excluded from the analysis because it is difficult to differentiate the
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sole use of short- or rapid-acting insulin from the titration of basal insulin in the claims
data. The Beers Criteria recommend avoiding the sole use of short- or rapid-acting insulin
to manage or prevent hyperglycemia in the absence of basal or long-acting insulin [7].
Medications targeted for PIM use were selected using the generic names on the Korean
national reimbursed drug list.

2.3. Outcomes

We defined PIM use or DDIs on a per-patient basis as a patient who received at
least one ambulatory care prescription associated with a PIM use or DDIs in 2016. The
primary outcome was the proportion of patients who used prescriptions associated with
PIM use or DDIs in patients who were prescribed at least one medication in 2016. The
secondary outcomes were the number of prescriptions associated with PIM use or DDIs
per older adult and the most prescribed drugs associated with PIM or DDIs. A frequency
analysis was used to determine the most prescribed PIMs. The most common type of
prescription associated with DDIs was also identified. We only defined DDI occurrence
in individual prescriptions and could not address the possibility of interactions across
different prescriptions. If there were multiple PIM medications or DDI types in the same
prescription, it was counted as a separate case.

2.4. Covariates

Factors related to patients and prescriber were analyzed. The demographic factors in-
cluded sex and age groups (65-69, 70-74, 75-79, and >80 years). The patients were stratified
by health insurance type into Korean National Health Insurance (KNHI) subscribers and
Medical Aid beneficiaries. Medical Aid is a medical assistance program for low-income
people, and beneficiaries pay less in out-of-pocket payments than KNHI subscribers. The
Charlson Comorbidity Index (CCI) was categorized as follows: 0,1, 2,3 or more. We
also analyzed whether the patients had been hospitalized during the calendar year, and
polypharmacy was defined as taking 5 or more medications based on previous stud-
ies [27-29]. Continuity of care (COC) is an important factor influencing the accessibility
and continuity of healthcare services [24]. Generally, COC is measured by determining
whether patients visited particular medical institutions or doctors. Older adults had a
high COC if they made 75% or more of their total visits to the same doctor. As prescriber-
related factors, the predominant medical center and the specialty of the physician from
which patients received the largest number of prescriptions in the year were defined as the
predominant medical center and specialty of the physician. Medical centers were classi-
fied as clinics, hospitals, secondary hospitals, and tertiary hospitals. The specialties were
categorized into family medicine or internal medicine, surgery, neurology or psychiatry,
and others.

2.5. Statistical Analysis

A descriptive analysis was performed of patients’ characteristics. To evaluate the
differences between patients with and without PIM or DDI prescriptions, we used the
chi-square test for categorical variables and the t-test for continuous variables. Multivariate
logistic regression analysis was performed to analyze the characteristics of patients pre-
scribed PIM or DDIs and prescriber characteristics. The odds ratios (ORs) for PIM use or
DDIs and the corresponding 95% confidence intervals (CIs) were estimated, adjusting for
possible covariates. Data management and analyses were conducted using SAS version 9.4
(SAS Institute, Inc., Cary, NC, USA).

3. Results

In 2016, 1,277,289 older adults received at least 1 outpatient prescription (Table 1).
Female patients accounted for 58.0%, the average age of patients was 73.9 years (standard
deviation, 7.0), and the age group with the highest number of patients was 65-69 years
(33.0%). The proportion of patients who were prescribed 5 or more medications was 37.0%.
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A COC of over 0.75 was found for 8.9% of patients. Most patients (75.5%) predominantly
visited clinics, and half of the patients (50.0%) visited family or internal medicine physicians.
Of the older adults who received at least 1 prescription, 931,854 (73.0%) received 1 or more
PIM prescriptions, and 169,871 (13.3%) received 1 or more DDI prescriptions.

Table 1. Characteristics of older adults and prevalence of PIM use or drug-drug interactions.

Older Adults PIM Use DDI
N (%) N (%) N (%)
Total 1,277,289 (100) 931,854 (100) 169,871 (100)
s Male 536,592 (42.0) 377,552 (40.5) 66,840 (39.3)
ex Female 740,697 (58.0) 554,302 (59.5) 103,031 (60.7)
Mean (SD) 73.9 (7.0) 73.7 (6.4) 73.2 (6.1)
65-69 421,973 (33.0) 300,444 (32.2) 57,848 (34.1)
Age 70-74 343,011 (26.9) 255,779 (27.4) 48,650 (28.6)
75-79 264,407 (20.7) 199,800 (21.4) 36,278 (21.4)
>80 247,898 (19.4) 175,831 (18.9) 27,095 (16)
Tvbe of insurance NHI 1184,926 (92.8) 860,857 (92.4) 156,885 (92.4)
yp Medical Aid 92,363 (7.2) 70,997 (7.6) 12,986 (7.6)
0 676,024 (52.9) 468,870 (50.3) 84,008 (49.5)
cor 1 343,081 (26.9) 261,696 (28.1) 49,592 (29.2)
2 162,332 (12.7) 124,472 (13.4) 22,372 (13.2)
>3 95,852 (7.5) 76,816 (8.2) 13,899 (8.2)
Hosoitalization No 936,655 (73.3) 663,459 (71.2) 116,666 (68.7)
p Yes 340,634 (26.7) 268,395 (28.8) 53,205 (31.3)
Polvoharmac No 804,520 (63.0) 543,479 (58.3) 92,905 (54.7)
yp y Yes 472,769 (37.0) 388,375 (41.7) 76,966 (45.3)
coc <0.75 1,163,141 (91.1) 876,691 (94.1) 163,782 (96.4)
>0.75 114,148 (8.9) 55,163 (5.9) 6089 (3.6)
Clinic 964,362 (75.5) 716,200 (76.9) 138,899 (81.8)
Type of predominant Hospital 83,004 (6.5) 58,623 (6.3) 9468 (5.6)
medical center Secondary hospital 151,237 (11.8) 106,473 (11.4) 14,432 (8.5)
Tertiary hospital 78,686 (6.2) 50,558 (5.4) 7072 (4.2)
Family 3? internal 638,658 (50.0) 462,988 (49.7) 81,079 (47.7)
Specialty of the medicine
peciaity ot - Surgery 224,730 (17.6) 170,128 (18.3) 34,701 (20.4)
physician Neurology or
o8Y 63,716 (5.0) 48,041 (5.2) 6819 (4.0)
psychiatry
Others 350,185 (27.4) 250,697 (26.9) 47,272 (27.8)

! Specialty of the physician refers to the specialty of the physician who prescribed the most prescriptions. PIM, potentially inappropriate
medication; DDI, drug-drug interaction; SD, standard deviation; NHI, National Health Insurance; CCI Charlson comorbidity index; COC,

continuity of care.

Figure 1 shows the number of prescriptions associated with PIM use and DDIs among
older adults who had at least 1 PIM or DDI prescription. Among the older adults who
received at least 1 PIM prescription, it was most common to have 2-5 PIM prescriptions
per year (38.7%), while 22.0% had 11 or more PIM prescriptions per year. Almost half of
the older adults with DDI prescriptions (47.9%) received 1 DDI prescription, while 40.9%
had 2-5 prescriptions.

The most common PIM ingredient included in the Beers Criteria was chlorphenamine,
which was prescribed for 30.7% of the older adults with at least 1 PIM prescription and
accounted for 12.7% of the prescriptions, followed by diazepam (20.4% of older adults with
at least 1 PIM prescription, 11.5% of prescriptions). Anticholinergics, benzodiazepines,
and non-steroidal anti-inflammatory drugs (NSAIDs) accounted for the majority of the top
15 drugs (Table 2).
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Figure 1. The number of PIM or DDI prescriptions per older adult. PIM, potentially inappropriate
medication; DDI, drug—drug interaction.

Table 2. Top 15 prescribed drugs in potentially inappropriate medications.

PIMs per Older Adult PIMs per Prescription

No. of Older Adults No. of Prescriptions

Drug (N = 931,854) to Drug (N = 6,554,063)

%

First-generation First-generation

., . 536,334 57.6 o . 1,674,582 25.6
antihistamine antihistamine
Chlorphenamine 286,475 30.7 Chlorphenamine 830,122 12.7
Dimenhydrinate 143,161 15.4 Dimenhydrinate 527,907 8.1
Hydroxyzine 106,698 11.5 Hydroxyzine 316,553 4.8
NSAID 425,176 45.6 Benzodiazepines 1,605,629 24.5
Meloxicam 127,995 13.7 Diazepam 752,516 11.5
Mefenamic acid 104,184 11.2 Alprazolam 600,614 9.2
Ibuprofen 100,138 10.7 Etizolam 252,499 3.9
Naproxen 92,859 10.0 NSAID 1,156,500 17.6
Benzodiazepines 385,886 414 Meloxicam 503,487 7.7
Diazepam 190,461 20.4 Mefenamic acid 243,344 3.7
Alprazolam 132,022 14.2 Ibuprofen 228,311 3.5
Etizolam 63,403 6.8 Naproxen 181,358 2.8
Proton-pump Proton-pump
inhibitor 259,840 27.9 inhibitor 715,006 10.9
Rabeprazole 157,563 16.9 Rabeprazole 526,049 8.0
Lansoprazole 65,999 7.1 Lansoprazole 188,957 29
Omeprazole 36,278 3.9
Nonbenzodiazepine, benzodiazepine Nonbenzodiazepine, benzodiazepine
receptor agonist hypnotics receptor agonist hypnotics
Zolpidem 102,630 11.0 Zolpidem 447,641 6.8
Antidepressants Antidepressants
Amitriptyline TD 50,602 5.4 Amitriptyline TD 224,246 34
Peripheral alpha-1
blockers
Terazosin 155,386 2.4

PIM, potentially inappropriate medication.

Co-prescriptions of corticosteroids and NSAIDs accounted for 82.8% of DDIs among
older adults with at least 1 DDI prescription and 77.3% of DDI prescriptions, followed
by prescriptions of two more anticholinergics (15.8% of older adults with at least 1 DDI
prescription and 15.2% of DDI prescriptions) (Table 3).
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Table 3. Top 5 prescribed drug-drug interactions.

Per Older Adult Per Prescription
Type of Drug-Drug Interactions
No. of Older Adults (N =169,871) %  No. of Prescriptions (N = 475,577) %
Corticosteroids NSAIDs 140,627 82.8 367,370 77.3
Anticholinergic Anticholinergic 26,812 15.8 72,265 15.2
Antldepressants,. antlpsychotms, and 3882 23 20,009 42
benzodiazepines *

Theophylline Cimetidine 2272 1.3 7488 1.6
Peripheral Loop diuretics 1316 0.8 5854 12

alpha-1 blockers

* Benzodiazepines and nonbenzodiazepine, benzodiazepine receptor agonist hypnotics; DDI, drug-drug interaction; NSAIDs, non-steroidal
anti-inflammation drugs.

Table 4 presents predictors associated with PIM or DDI prescriptions. Women were
more likely to have a PIM prescription than men (OR 1.22, 95% CI 1.21-1.23). As age
increased, the likelihood of having a PIM prescription decreased (70-74 years: OR 1.08,
95% CI 1.07-1.09; 75-79 years: OR 1.07, 95% CI 1.05-1.08; 80 and over: OR 0.85, 95%
CI 0.84-0.86; reference group: 65-69 years). Being a Medical Aid beneficiary having a
higher CCI score and having been hospitalized were associated with a higher likelihood
of PIM prescription. Polypharmacy was a critical factor, and patients with 5 or more
prescription drugs had a higher likelihood of PIM prescription than patients receiving
fewer than 5 prescriptions (OR 2.21, 95% CI 2.19-2.24). In addition, older adults who
achieved high COC had a significantly lower likelihood of PIM prescription (OR 0.31,
95% CI 0.30-0.31). Regarding the prescriber-related factors, visiting a hospital as the
predominant medical center decreased the likelihood of PIM prescriptions. Patients with
the most prescriptions from surgeons or neurologists/psychiatrists also had a higher
likelihood of PIM prescriptions.

Table 4. Predictors of PIM use and drug-drug interactions among older adults.

PIM Use DDIs
Variables
OR 95% CI OR 95% CI
S Male (Ref)
X Female 1.22 1.21 1.23 1.30 1.28 1.31
65-69 (ref)
Ace 70-74 1.08 1.07 1.09 1.05 1.03 1.06
& 75-79 1.07 1.05 108 097 096 099
80 and over 085 084 086  0.65 064  0.67
Type of insurance NHI (ref)
y Medical Aid 1.12 1.10 1.14 1.14 1.11 1.17
0 (ref)
ccl 1 1.25 1.24 1.26 1.35 1.33 1.37
2 1.20 1.18 1.21 1.18 1.15 1.20
3 and over 1.33 1.30 1.35 1.31 1.27 1.34
T No (ref)
Hospitalization Yes 147 145 148 174 172 177
No (ref)
Polypharmacy Yes 221 219 224 273 269 276
<0.75 (ref)
coc >0.75 0.31 0.30 0.31 0.20 019 020
Clinic (ref)
Type of predominant medical center Hospital 076 075 077 061 060  0.63
Secondary hospital 0.66 0.65 0.67 0.44 0.43 0.45

Tertiary hospital 0.48 0.47 0.49 0.32 0.31 0.33
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Table 4. Cont.
PIM Use DDIs
Variables
OR 95% CI OR 95% CI
Family or internal medicine (ref)
. . . Surgery 1.20 1.18 1.21 1.42 1.40 1.45
*

Specialty of the physician Neurology or psychiatry 121 118 123 107 103 110
Others 1.01 1.00 1.02 1.10 1.09 1.12

* Specialty of the physician refers to the specialty of the physician who prescribed the most prescriptions.; PIM, potentially inappropriate
medication; DDI, drug-drug interaction; NHI, National Health Insurance; CCI, Charlson comorbidity index; COC, continuity of care.

The overall pattern for DDI prescriptions was similar. Female sex, being a Medical Aid
beneficiary, having a higher CCI score, having been hospitalized, having polypharmacy,
and mainly visiting surgeons or neurologists/psychiatrists were associated with a higher
likelihood of DDI prescriptions. In contrast, older age, achieving a high COC, and mainly
visiting a hospital were associated with a lower likelihood of DDIs.

4. Discussion

This study found that 73.0% of Korean older adults received PIM prescriptions at
least once in 2016. Moreover, 13% of patients received prescriptions associated with DDIs
more than once in 2016. This is consistent with the prevalence of PIM use of 70-81%
measured using the 2012 Beers Criteria in South Korea [11,12] and 82.7% in Taiwan [30].
These results reflect a relatively high PIM prevalence compared to the prevalence in the
U.S. or Europe. A partial explanation might relate to methodological differences between
studies, and another possible explanation for the high PIM prevalence is not considering
the duration of the prescription period or daily dose. However, a more important reason
is the high prevalence of polypharmacy in Korean older adults. In the present study,
37.0% of older adults had polypharmacy, and older adults with polypharmacy had a
higher prevalence of PIM use and DDIs. In other studies in Korea, the proportion of older
adults with polypharmacy has been reported to be 44.1-86.4% [9,12,31,32] based on the
methodological difference, which is relatively high compared to other countries (27% in
Canada [33], 35.5% in the U.K. [34], 35.8% in Australia [35]). According to a systematic
review of PIM predictors, polypharmacy was positively associated with PIM in all the
included studies (27/27) [36]. The cultural background of preferring to take medicine
partially explains the high prevalence of polypharmacy [37,38]. In addition, among older
adults who had PIM prescriptions during the year, 20.8% had 610 prescriptions, and 22.0%
had 11 or more prescriptions. Among older adults who received DDI prescriptions, 11.3%
had more than 6 DDI prescriptions. This showed that some older adults were repeatedly
exposed to prescriptions associated with PIM use or DDIs.

First-generation antihistamines and benzodiazepines were the most commonly pre-
scribed PIM drugs. Most of the top 15 PIM drugs were those that act on the central nervous
system such as antidepressants, benzodiazepines, and benzodiazepine receptor agonist
hypnotics. Meanwhile, the majority of DDI prescriptions were co-prescriptions of cor-
ticosteroids and NSAIDs. This is consistent with the result of Yoon et al. (2018), who
also reported that corticosteroid and NSAID co-prescriptions were the most common DDI
prescriptions [39]. However, the study of Yoon et al. (2018) did not consider prescriber
factors affecting occurrence of DDIs [39]. Among ambulatory care visits by patients aged
>65 years in 2009 from the Taiwanese National Health Insurance Database, psychotropic
drugs and first-generation antihistamines accounted for most of the top 10 PIMs [30].
Chen et al. reported that chlorphenamine was the second most-common PIM using Beers
Criteria in four nursing home facilities in Malaysia [40]. A previous study reported that
23.5% of older patients received prescriptions of first-generation antihistamines, and these
were more likely to be prescribed for treating common colds in Korea [41]. One possi-
ble explanation is that Korea’s national health insurance system makes it easy to visit
medical institutions even with a cold and get a prescription. In addition, first-generation
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antihistamines are cheaper than second- or third-generation antihistamines based on the
NHI reimbursement price. Thus, physicians may prefer to prescribe first-generation an-
tihistamines. The panel experts agreed on including the prolonged use (>1 week) of
first-generation antihistamines to the localized PIM list for Korean older adults based on
the Delphi survey [42]. Meanwhile, the combination of NSAIDs and corticosteroids was
not associated with old age, high risk of comorbidities, or depression, but was associated
with skin disease [39]. The prescription of NSAIDs was frequent in older people (Table 2).
The possible explanation is that additional corticosteroids may be prescribed for older
people who are already taking NSAIDs.

The factors associated with an increased risk of PIM use or DDI were female sex,
being a beneficiary of Medical Aid, a higher CCI, and polypharmacy, which was consistent
with those of previous studies [13,15,30,43]. In contrast, a high COC had a significantly
lower risk of PIM use or DDIs. These results are similar to those of previous studies on
the number of prescribers of COC [44,45]. Regarding prescriber-related factors, patients
using hospitals or general hospitals as primary medical institutions had a lower risk of
PIM use than patients visiting clinics. These results reflect aspects of the Korean healthcare
system. In Korea, there is no primary care physician system; instead, a fee-for-service
system is in operation. Patients can visit multiple clinics at the same time, and clinic doctors
cannot identify the medicines prescribed from other medical institutions unless they are
drug-utilization-review drugs. Therefore, a plausible explanation for this finding is that
this aspect of the medical system might make consistent patient management difficult and
result in fragmentation of care, and contribute to a high prevalence of PIM use or DDL

In South Korea, the risk of adverse drug reactions of long-acting benzodiazepines
(e.g., diazepam) and antidepressants, which are widely prescribed for older adults, has
been recognized, and systematic efforts have been made to reduce the use of these drugs.
Since October 2015, a real-time drug-utilization-review program has been implemented
for long-acting benzodiazepines and tricyclic antidepressants among drugs prescribed to
patients aged 65 years and above. A pop-up window opens at the time of the prescription
to inform the prescriber about adverse drug reactions and for the prescriber to enter the
reason for the prescription [46]. Following an interrupted time series analysis, a nationwide
prospective DUR implementation immediately lowered the prevalence of older adults
prescribed drugs associated with PIM by 0.49% (95% CI —0.60, —0.37) [46].

However, an alert system, such as DUR, was effective in reducing the incidence of
new prescriptions associated with PIM use, but it had no significant effect on the discontin-
uation of already prescribed drugs associated with PIM use [47]. Recently, pharmacist-led
medication review services have become available in several countries such as the United
Kingdom (Medicines Use Review), the United States (Medication Therapy Management),
Australia (Home Medication Review), and Canada (MedsCheck) [48]. Positive results were
found for reducing the mean number of medicines prescribed, those associated with PIM
use, and hospitalizations [49-53]. Therefore, considering implementing these pharmacist-
led medication review in the healthcare system is highly encouraged and this system will
aid to reduce PIMs and DDIs in older adults who are benefited from the high accessibility
to the health care system in Korea.

This study has some limitations. First, only prescription drugs for ambulatory care
were included in the analysis. Medication decisions can differ for inpatient and ambulatory
care visits; we only included ambulatory care prescriptions. Since drugs for self-medication,
such as OTC medicines, purchased and taken by individuals, were not considered because
this study used cross-sectional claims data, there is a possibility that PIM use was underesti-
mated. Second, no data on the reasons for the prescriptions were available. It is reasonable
for a physician to prescribe a PIM if the benefit of the medication would be greater than the
risk. Regarding DDIs, it was not confirmed whether drugs for gastrointestinal protection
were prescribed together to prevent peptic ulcer or gastrointestinal bleeding caused by
the combination of corticosteroids and NSAIDs. Third, drug-disease interactions were
excluded from the analysis because the clinical status of the patient could not be clearly
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determined based on the cross-sectional data. Finally, adverse drug reactions and health
outcomes caused by PIM use could not be estimated. Therefore, further studies are needed
to confirm the effects of PIM use on health outcomes.

Nevertheless, the strengths of this study are as follows. First, since claims data were
used, the possibility of recall bias for prescription drug use and medical use was relatively
small. Second, the recent information on DDIs added in 2015 was evaluated. In detail, it
was confirmed that the majority of inappropriate co-prescriptions were for corticosteroid
use with NSAIDs. This shows that DDI reduction can be expected by improving awareness
through education on the interaction between these two drug types. In particular, training
for osteoarthritis patients and surgeons can be expected to reduce the incidence of DDIs,
because the risk is relatively high in patients with osteoarthritis and in patients who
undergo surgery.

5. Conclusions

This study confirmed that a significant number of adults aged 65 and over in Korea
received PIM prescriptions, and more than half of the patients received multiple PIM pre-
scriptions during the year. Most of the DDI prescriptions were NSAIDs and corticosteroids,
showing that the combination of these two drug types was quite frequent. In addition,
PIM or DDI prescriptions were higher in patients who had a low COC or mainly visited
clinics; therefore, patients with these characteristics need to be considered as the preferred
intervention targets to reduce prescriptions associated with PIM use and DDIs. There is a
need for a medication management program suitable for the Korean system to facilitate
more comprehensive and safer use of medicines for older adults.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/
10.3390/jem10112305/5s1, Table S1. Beers Criteria for Potentially Inappropriate Medication Use in
Older Adults, Modified According to the Korean Context.

Author Contributions: S.J. (Suhyun Jang) and S.J. (Sunmee Jang) conceived and designed the study.
S.J. (Sohyun Jeong) and S.J. (Suhyun Jang) collected and analyzed the data. S.J. (Suhyun Jang)
wrote the manuscript. S.J. (Sohyun Jeong) and S.J. (Sunmee Jang) participated in drafting the article
or revising it critically for content. All authors have read and agreed to the published version of
the manuscript.

Funding: This research was funded by the Seoul Pharmaceutical Association. However, the funding
body had no influence on conducting the research or writing the manuscript.

Institutional Review Board Statement: This study was approved by the Gachon University Institu-
tional Review Board (IRB No. 1044396-201805-HR-126-01).

Informed Consent Statement: Patient consent was waived due to using the sample from health insur-
ance claims data that were integrated after a third party deleted personally identifiable information.

Data Availability Statement: This study used National Health Insurance Service claims data. These
third-party data were obtained from the Korea Health Insurance Review and Assessment Service
(HIRA). The authors had no special access privileges to the data. Interested researchers can apply
and purchase access to the data by contacting the Healthcare Bigdata Hub (https://opendata.hira.or.
kr/home.do).

Acknowledgments: This study used Health Insurance Review and Assessment Service—Adult
Patient Sample (HIRA-APS) data: HIRA-APS-2016-0078.

Conflicts of Interest: The authors have declared that there are no competing interest.

1.  Marengoni, A.; Angleman, S.; Melis, R.; Mangialasche, F.; Karp, A.; Garmen, A.; Meinow, B.; Fratiglioni, L. Aging with
multimorbidity: A systematic review of the literature. Ageing Res. Rev. 2011, 10, 430—-439. [CrossRef]
2. World Health Organization. Medication Safety in Polypharmacy: Technical Report; World Health Organization: Geneva,

Switzerland, 2019.


https://www.mdpi.com/article/10.3390/jcm10112305/s1
https://www.mdpi.com/article/10.3390/jcm10112305/s1
https://opendata.hira.or.kr/home.do
https://opendata.hira.or.kr/home.do
http://doi.org/10.1016/j.arr.2011.03.003

J. Clin. Med. 2021, 10, 2305 10 of 11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Masnoon, N.; Shakib, S.; Kalisch-Ellett, L.; Caughey, G.E. What is polypharmacy? A systematic review of definitions. BMC Geriatr.
2017, 17, 230. [CrossRef]

Black, C.D.; Thavorn, K.; Coyle, D.; Bjerre, L.M. The Health System Costs of Potentially Inappropriate Prescribing: A Population-
Based, Retrospective Cohort Study Using Linked Health Administrative Databases in Ontario, Canada. PharmacoEconomics-Open
2020, 4, 27-36. [CrossRef] [PubMed]

Mubhlack, D.C.; Hoppe, L.K.; Weberpals, ].; Brenner, H.; Schottker, B. The Association of Potentially Inappropriate Medication at
Older Age with Cardiovascular Events and Overall Mortality: A Systematic Review and Meta-Analysis of Cohort Studies. J. Am.
Med. Dir. Assoc. 2017, 18, 211-220. [CrossRef] [PubMed]

Xing, X.X.; Zhu, C.; Liang, H.Y.; Wang, K.; Chu, Y.Q.; Zhao, L.B; Jiang, D.C.; Wang, Y.Q.; Yan, S.Y. Associations Between
Potentially Inappropriate Medications and Adverse Health Outcomes in the Elderly: A Systematic Review and Meta-analysis.
Ann. Pharm. 2019, 53, 1005-1019. [CrossRef] [PubMed]

American Geriatrics Society Beers Criteria Update Expert Panel. American Geriatrics Society 2015 Updated Beers Criteria for
Potentially Inappropriate Medication Use in Older Adults. ]. Am. Geriatr. Soc. 2015, 63, 2227-2246. [CrossRef] [PubMed]
OECD. OECD Economic Surveys: Korea. 2018. Available online: http://dx.doi.org/10.1787/eco_surveys-kor-2018-en (accessed
on 25 February 2021).

Park, H.-Y,; Ryu, H.-N.; Shim, M.K.; Sohn, H.S.; Kwon, ].-W. Prescribed drugs and polypharmacy in healthcare service users in
South Korea: An analysis based on National Health Insurance Claims data. Int. J. Clin. Pharm. Ther. 2016, 54, 369-377. [CrossRef]
Jeon, MLY;; Lee, Y.S.; Lim, J.O.; Seol, ].Y.; Kim, ].Y.; Kim, Y. A Study on the Status of Drug Use among Elderly Residents in
Long-Term Care Facility. |. Korean Biol. Nurs. Sci. 2014, 16, 244-250. [CrossRef]

Kim, D.-S; Jeon, H.-L.; Park, J.; Bae, S. Factors associated with potentially inappropriate medication use in elderly Koreans in an
outpatient setting: A population-based study. J. Am. Geriatr. Soc. 2016, 64, e21—-e23. [CrossRef]

Nam, Y.-S.; Han, ].S.; Kim, ].Y.; Bae, W.K.; Lee, K. Prescription of potentially inappropriate medication in Korean older adults
based on 2012 Beers Criteria: A cross-sectional population based study. BMC Geriatr. 2016, 16, 118. [CrossRef]

Miller, G.E.; Sarpong, E.M.; Davidoff, A.].; Yang, E.Y.; Brandt, N.; Fick, D.M. Determinants of Potentially Inappropriate Medication
Use among Community-Dwelling Older Adults. Health Serv. Res. 2017, 52, 1534-1549. [CrossRef]

Jiron, M,; Pate, V.; Hanson, L.C.; Lund, J.L.; Funk, M.].; Stuermer, T. Trends in Prevalence and Determinants of Potentially
Inappropriate Prescribing in the United States: 2007 to 2012. J. Am. Geriatr. Soc. 2016, 64, 788-797. [CrossRef]

Morin, L.; Fastbom, J.; Laroche, M.-L.; Johnell, K. Potentially inappropriate drug use in older people: A nationwide comparison
of different explicit criteria for population-based estimates. Br. ]. Clin. Pharm. 2015, 80, 315-324. [CrossRef] [PubMed]
Blanco-Reina, E.; Valdellds, J.; Aguilar-Cano, L.; Garcia-Merino, M.R.; Ocafia-Riola, R.; Ariza-Zafra, G.; Bellido-Estévez, I. 2015
Beers Criteria and STOPP v2 for detecting potentially inappropriate medication in community-dwelling older people: Prevalence,
profile, and risk factors. Eur. J. Clin. Pharm. 2019, 75, 1459-1466. [CrossRef] [PubMed]

Simoes, P.A.; Santiago, L.M.; Mauricio, K.; Simées, J.A. Prevalence of Potentially Inappropriate Medication in the Older Adult
Population Within Primary Care in Portugal: A Nationwide Cross-Sectional Study. Patient Prefer. Adherence 2019, 13, 1569-1576.
[CrossRef] [PubMed]

Guillot, J.; Maumus-Robert, S.; Marceron, A.; Noize, P; Pariente, A.; Bezin, J. The Burden of Potentially Inappropriate Medications
in Chronic Polypharmacy. J. Clin. Med. 2020, 9, 3728. [CrossRef] [PubMed]

Kwon, S. Thirty years of national health insurance in South Korea: Lessons for achieving universal health care coverage. Health
Policy Plan. 2008, 24, 63-71. [CrossRef] [PubMed]

Jeong, H.-S. Korea’s National Health Insurance—Lessons from the past three decades. Health Aff. 2011, 30, 136-144. [CrossRef]
[PubMed]

Yang, J.-H.; Kim, M.; Park, Y.-T.; Lee, E.-K; Jung, C.Y.; Kim, S. The effect of the introduction of a nationwide DUR system where
local DUR systems are operating—The Korean experience. Int. J. Med. Inform. 2015, 84, 912-919. [CrossRef]

Novaes, P.H.; Da Cruz, D.T.; Lucchetti, A.L.G.; Leite, .C.G.; Lucchetti, G. The “iatrogenic triad”: Polypharmacy, drug-drug
interactions, and potentially inappropriate medications in older adults. Int. J. Clin. Pharm. 2017, 39, 818-825. [CrossRef]
Placido, A.L; Herdeiro, M.T.; Simoes, J.L.; Amaral, O.; Figueiras, A.; Roque, F. Health professionals perception and beliefs about
drug-related problems on polymedicated older adults—A focus group study. BMC Geriatr. 2021, 21, 1-10. [CrossRef]

Lai, YR;; Yang, Y.S.; Tsai, M.L.; Lu, Y.L.; Kornelius, E.; Huang, C.N.; Chiou, J.Y. Impact of potentially inappropriate medication
and continuity of care in a sample of T aiwan elderly patients with diabetes mellitus who have also experienced heart failure.
Geriatr. Gerontol. Int. 2016, 16, 1117-1126. [CrossRef] [PubMed]

Cheng, S.-H.; Chen, C.-C. Effects of Continuity of Care on Medication Duplication among the Elderly. Med. Care 2014, 52, 149-156.
[CrossRef] [PubMed]

Kim, L.; Kim, J.-A.; Kim, S. A guide for the utilization of Health Insurance Review and Assessment Service National Patient
Samples. Epidemiol. Health 2014, 36, €2014008. [CrossRef]

Fincke, B.G.; Snyder, K.; Cantillon, C.; Gaehde, S.; Standring, P.; Fiore, L.; Brophy, M.; Gagnon, D.R. Three complementary
definitions of polypharmacy: Methods, application and comparison of findings in a large prescription database. Pharmacoepidemiol.
Drug Saf. 2005, 14, 121-128. [CrossRef] [PubMed]

Moriarty, F.; Hardy, C.; Bennett, K.; Smith, S.M.; Fahey, T. Trends and interaction of polypharmacy and potentially inappropriate
prescribing in primary care over 15 years in Ireland: A repeated cross-sectional study. BM] Open 2015, 5, €008656. [CrossRef]


http://doi.org/10.1186/s12877-017-0621-2
http://doi.org/10.1007/s41669-019-0143-2
http://www.ncbi.nlm.nih.gov/pubmed/31218653
http://doi.org/10.1016/j.jamda.2016.11.025
http://www.ncbi.nlm.nih.gov/pubmed/28131719
http://doi.org/10.1177/1060028019853069
http://www.ncbi.nlm.nih.gov/pubmed/31129978
http://doi.org/10.1111/jgs.13702
http://www.ncbi.nlm.nih.gov/pubmed/26446832
http://dx.doi.org/10.1787/eco_surveys-kor-2018-en
http://doi.org/10.5414/CP202484
http://doi.org/10.7586/jkbns.2014.16.3.244
http://doi.org/10.1111/jgs.14267
http://doi.org/10.1186/s12877-016-0285-3
http://doi.org/10.1111/1475-6773.12562
http://doi.org/10.1111/jgs.14077
http://doi.org/10.1111/bcp.12615
http://www.ncbi.nlm.nih.gov/pubmed/25702921
http://doi.org/10.1007/s00228-019-02722-0
http://www.ncbi.nlm.nih.gov/pubmed/31338540
http://doi.org/10.2147/PPA.S219346
http://www.ncbi.nlm.nih.gov/pubmed/31571839
http://doi.org/10.3390/jcm9113728
http://www.ncbi.nlm.nih.gov/pubmed/33233595
http://doi.org/10.1093/heapol/czn037
http://www.ncbi.nlm.nih.gov/pubmed/19004861
http://doi.org/10.1377/hlthaff.2008.0816
http://www.ncbi.nlm.nih.gov/pubmed/21209449
http://doi.org/10.1016/j.ijmedinf.2015.08.007
http://doi.org/10.1007/s11096-017-0470-2
http://doi.org/10.1186/s12877-020-01972-3
http://doi.org/10.1111/ggi.12606
http://www.ncbi.nlm.nih.gov/pubmed/26492893
http://doi.org/10.1097/MLR.0000000000000042
http://www.ncbi.nlm.nih.gov/pubmed/24309666
http://doi.org/10.4178/epih/e2014008
http://doi.org/10.1002/pds.966
http://www.ncbi.nlm.nih.gov/pubmed/15386712
http://doi.org/10.1136/bmjopen-2015-008656

J. Clin. Med. 2021, 10, 2305 11 of 11

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Kristensen, R.U.; Norgaard, A.; Jensen-Dahm, C.; Gasse, C.; Wimberley, T.; Waldemar, G. Polypharmacy and Potentially
Inappropriate Medication in People with Dementia: A Nationwide Study. . Alzheimer’s Dis. 2018, 63, 383-394. [CrossRef]
Chang, C.-B.; Lai, H.-Y,; Yang, S.-Y,; Wu, R.-S.; Liu, H.-C.; Hsu, H.-Y.; Hwang, S.-J.; Chan, D.-C. Patient- and Clinic Visit-Related
Factors Associated with Potentially Inappropriate Medication Use among Older Home Healthcare Service Recipients. PLoS ONE
2014, 9, €94350. [CrossRef]

Kim, H.-A; Shin, J.-Y.; Kim, M.-H,; Park, B.-J. Prevalence and Predictors of Polypharmacy among Korean Elderly. PLoS ONE 2014,
9, €98043. [CrossRef]

Baek, Y.-H.; Shin, J.-Y. Trends in polypharmacy over 12 years and changes in its social gradients in South Korea. PLoS ONE 2018,
13, €0204018. [CrossRef]

Reason, B.; Terner, M.; McKeag, A.M.; Tipper, B.; Webster, G. The impact of polypharmacy on the health of Canadian seniors.
Fam. Pr. 2012, 29, 427-432. [CrossRef]

Dhalwani, N.N.; Fahami, R.; Sathanapally, H.; Seidu, S.; Davies, M.].; Khunti, K. Association between polypharmacy and falls in
older adults: A longitudinal study from England. BM] Open 2017, 7, €016358. [CrossRef]

Beer, C.; Hyde, Z.; Almeida, O.P,; Norman, P.; Hankey, G.J.; Yeap, B.B.; Flicker, L. Quality use of medicines and health outcomes
among a cohort of community dwelling older men: An observational study. Br. J. Clin. Pharmacol. 2011, 71, 592-599. [CrossRef]
Tommelein, E.; Mehuys, E.; Petrovic, M.; Somers, A.; Colin, P.; Boussery, K. Potentially inappropriate prescribing in community-
dwelling older people across Europe: A systematic literature review. Eur. |. Clin. Pharmacol. 2015, 71, 1415-1427. [CrossRef]
[PubMed]

Lo, A.Y;; Hedley, A.].; Pei, GK.; Ong, S.G.; Ho, L.M,; Fielding, R.; Cheng, K.K.; Daniel, L. Doctor-shopping in Hong Kong;:
Implications for quality of care. Int. J. Qual. Health Care 1994, 6, 371-381. [CrossRef]

Bates, D.W.; Boyle, D.L.; Vliet, M.B.V.; Schneider, J.; Leape, L. Relationship between medication errors and adverse drug events. J.
Gen. Intern. Med. 1995, 10, 199-205. [CrossRef] [PubMed]

Yoon, S.-J.; Kim, J.-S.; Jung, ].-G.; Ahn, S.-K.; Song, Y.-S.; Bae, N.-K_; Seon, J.-Y.; Kim, J.-H. Factors associated with potentially
harmful drug-drug interactions in older Korean people: A population-based study. Geriatr. Gerontol. Int. 2018, 18, 1378-1382.
[CrossRef] [PubMed]

Chen, L.L.; Tangiisuran, B.; Shafie, A.A.; Hassali, M.A.A. Evaluation of potentially inappropriate medications among older
residents of Malaysian nursing homes. Int. J. Clin. Pharm. 2012, 34, 596-603. [CrossRef] [PubMed]

Lee, Y.-M.; Song, I; Lee, E.-K.; Shin, ].-Y. Comparison of first- and second-generation antihistamine prescribing in elderly
outpatients: A health insurance database study in 2013. Int. ]. Clin. Pharmacol. Ther. 2017, 55, 781-790. [CrossRef]

Kim, 5.-O.; Jang, S.; Kim, C.-M.; Kim, Y.-R.; Sohn, H.S. Consensus Validated List of Potentially Inappropriate Medication for the
Elderly and Their Prevalence in South Korea. Int. J. Gerontol. 2015, 9, 136-141. [CrossRef]

Storms, H.; Marquet, K.; Aertgeerts, B.; Claes, N. Prevalence of inappropriate medication use in residential long-term care
facilities for the elderly: A systematic review. Eur. J. Gen. Pract. 2017, 23, 69-77. [CrossRef] [PubMed]

Weng, Y.-A ; Deng, C.-Y.; Pu, C. Targeting continuity of care and polypharmacy to reduce drug-drug interaction. Sci. Rep. 2020,
10, 1-9. [CrossRef] [PubMed]

Holmes, H.M.; Luo, R.; Kuo, Y.-F; Baillargeon, J.; Goodwin, ].S. Association of potentially inappropriate medication use with
patient and prescriber characteristics in Medicare Part D. Pharmacoepidemiol. Drug Saf. 2013, 22, 728-734. [CrossRef] [PubMed]
Jang, S.; Jeong, J.; Kang, E.; Jang, S. Impact of a nationwide prospective drug utilization review program to improve prescribing
safety of potentially inappropriate medications in older adults: An interrupted time series with segmented regression analysis.
Pharmacoepidemiol. Drug Saf. 2021, 30, 17-27. [CrossRef]

Tamblyn, R.; Huang, A.; Perreault, R.; Jacques, A.; Roy, D.; Hanley, J.; McLeod, P.; Laprise, R. The medical office of the 21st
century (MOXXI): Effectiveness of computerized decision-making support in reducing inappropriate prescribing in primary care.
Can. Med. Assoc. J. 2003, 169, 549-556.

Hatah, E.; Braund, R.; Tordoff, ].; Duffull, S.B. A systematic review and meta-analysis of pharmacist-led fee-for-services medication
review. Br. J. Clin. Pharm. 2014, 77, 102-115. [CrossRef]

Huang, Y.-Y.; Cheng, S.-H. A community pharmacist home visit project for high utilizers under a universal health system: A
preliminary assessment. Health Policy 2019, 123, 373-378. [CrossRef]

Martin, P.; Tamblyn, R.; Benedetti, A.; Ahmed, S.; Tannenbaum, C. Effect of a Pharmacist-Led Educational Intervention on
Inappropriate Medication Prescriptions in Older Adults: The D-PRESCRIBE Randomized Clinical Trial. JAMA 2018, 320,
1889-1898. [CrossRef]

Roughead, E.E.; Barratt, ].D.; Ramsay, E.; Pratt, N.; Ryan, P; Peck, R.; Killer, G.; Gilbert, A.L. The effectiveness of collaborative
medicine reviews in delaying time to next hospitalization for patients with heart failure in the practice setting: Results of a cohort
study. Circ. Heart Fail. 2009, 2, 424-428. [CrossRef]

Lenaghan, E.; Holland, R.; Brooks, A. Home-based medication review in a high risk elderly population in primary care—The
POLYMED randomised controlled trial. Age Ageing 2007, 36, 292-297. [CrossRef]

Lapointe-Shaw, L.; Bell, C.M.; Austin, P.C.; Abrahamyan, L.; Ivers, N.M.; Li, P,; Pechlivanoglou, P.; A Redelmeier, D.; Dolovich, L.
Community pharmacy medication review, death and re-admission after hospital discharge: A propensity score-matched cohort
study. BMJ Qual. Saf. 2020, 29, 41-51. [CrossRef] [PubMed]


http://doi.org/10.3233/JAD-170905
http://doi.org/10.1371/journal.pone.0094350
http://doi.org/10.1371/journal.pone.0098043
http://doi.org/10.1371/journal.pone.0204018
http://doi.org/10.1093/fampra/cmr124
http://doi.org/10.1136/bmjopen-2017-016358
http://doi.org/10.1111/j.1365-2125.2010.03875.x
http://doi.org/10.1007/s00228-015-1954-4
http://www.ncbi.nlm.nih.gov/pubmed/26407687
http://doi.org/10.1093/intqhc/6.4.371
http://doi.org/10.1007/BF02600255
http://www.ncbi.nlm.nih.gov/pubmed/7790981
http://doi.org/10.1111/ggi.13495
http://www.ncbi.nlm.nih.gov/pubmed/30094910
http://doi.org/10.1007/s11096-012-9651-1
http://www.ncbi.nlm.nih.gov/pubmed/22622593
http://doi.org/10.5414/CP203072
http://doi.org/10.1016/j.ijge.2015.05.013
http://doi.org/10.1080/13814788.2017.1288211
http://www.ncbi.nlm.nih.gov/pubmed/28271916
http://doi.org/10.1038/s41598-020-78236-y
http://www.ncbi.nlm.nih.gov/pubmed/33277524
http://doi.org/10.1002/pds.3431
http://www.ncbi.nlm.nih.gov/pubmed/23494811
http://doi.org/10.1002/pds.5140
http://doi.org/10.1111/bcp.12140
http://doi.org/10.1016/j.healthpol.2019.01.011
http://doi.org/10.1001/jama.2018.16131
http://doi.org/10.1161/CIRCHEARTFAILURE.109.861013
http://doi.org/10.1093/ageing/afm036
http://doi.org/10.1136/bmjqs-2019-009545
http://www.ncbi.nlm.nih.gov/pubmed/31395749

	Introduction 
	Methods 
	Data and Study Population 
	PIMs in Older Adults 
	Outcomes 
	Covariates 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

