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Abstract

Purpose The objectives of this study were to (1) identify and
characterize heavy users of prescription drugs among persons
aged 60 years and above; (2) investigate the association of
demographic, socioeconomic, and health-related variables
with being a heavy drug user; and (3) study the most frequent-
ly used drugs among heavy drug users and development in use
over time.

Method This is a descriptive study. Heavy drug users were
defined as the accumulated top 1 percentile who accounted
for the largest share of prescription drug use measured in
number of dispensed defined daily doses (DDDs). The nation-
wide Danish registers were used to obtain data. Multivariable
logistic binary regression was used to determine which factors
were associated with being a heavy drug user.

Results Heavy drug users among persons aged 60 years and
above accounted for 6.8, 6.0, and 5.5 % of prescription drug
use in 2002, 2007, and 2012, respectively. Male gender, those
aged 6069 years, being divorced, shorter education, low an-
nual income, and recent hospitalization were all significantly
associated with being in the top 1 percentile group of drug
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users (p<0.05). The ten most frequently used drug classes
among heavy drug users accounted for 75.4 % of their use
in 2012, and five of these were cardiovascular drugs. The
development over time for the ten most used drug classes
followed the same pattern among heavy drug users and in
the general population.

Conclusion There is a skewed utilization of prescription
drugs. Contrary to earlier findings, being male was associated
with heavy prescription drug use both with respect to number
of drugs used and drug expenditure.

Keywords Heavy prescription drug use - Drug utilization -
Registries - Pharmacoepidemiology

Introduction

Drug utilization studies have previously shown that women
use more drugs than men and that the use of drugs increases
with age [1-7]. Apart from gender and age, other factors have
shown correlation with the use of prescription drugs, such as
education [2—4], employment [7, 8], income [3, 7], visits to the
GP [2, 6], and living in institutions [9].

A relatively small group of people account for a large share
of the prescription drug use, and this seems to be particularly
evident for certain drug classes [2, 8, 10—13]. By identifying
this group of heavy drug users and comparing their character-
istics and drug utilization patterns to that of the general pop-
ulation, factors associated with heavy use may be uncovered.
It can be expected that persons in such a group are subject to
polypharmacy and that they account for a relatively large
share of total pharmaceutical costs in the society [10—12].
Individuals who use several drugs are at increased risk of
experiencing medication errors [14], which can lead to the
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occurrence of adverse drug events reported to cause about 6 %
of all admissions to hospitals [15].

There are no previous nationwide studies focusing on
heavy drug users in any age groups in Denmark. Hence, this
study aimed to identify and characterize heavy users of pre-
scription drugs in Denmark among adults aged 60 years and
above and further to study which drugs they used most fre-
quently. Specifically, we looked at (1) demographic, socioeco-
nomic, and health characteristics for heavy drug users in the
years 2002, 2007, and 2012 and compared them to the general
population in the respective age group; (2) to what extent
certain demographic and socioeconomic factors were associ-
ated with being a heavy drug user; and (3) drug utilization
patterns and costs in 2012 for the ten most used drug classes
and drug compounds and development in drug use over time
for the ten most used drug classes from 2002 to 2012 for
heavy drug users compared to the general population. This
is the first study to focus on the group of heavy drug users
definded as the top 1 percentile in a population.

Material and methods

This study is a quantitative description of the use of prescrip-
tion drugs for heavy drug users in Denmark among people
aged 60 years and above. We obtained prescription data as
well as socio-demographic and health-related data for the
3 years studied: 2002, 2007, and 2012. The year 2012 was
the most recent year for which we could obtain data, and we
wished to examine whether the characteristics of the heavy
drug users were different to those 5 and 10 years earlier.
Throughout this study, the main focus is on the heavy drug
users, and comparisons are always to the Danish population
aged 60 years and above.

Data sources

The nationwide Danish registers contain valuable information
related to health and social issues. They cover the entire Dan-
ish population for long periods of time offering great possibil-
ities for register-based epidemiological research [16].

The Danish Civil Registration System [17] was used to
extract the demographic variables age, gender, residency,
and marital status.

The Student Register [ 18] was used to determine the length
of education and the Income Statistics Register [19] to obtain
data on income.

The Danish National Prescription Registry [20] contains
information about variables related to the drug user and the
drug purchased. The data extracted were the date of dispens-
ing, pharmacy retail price, patient co-payment, reimbursement
codes, Anatomical Therapeutic Chemical (ATC) classification
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code, and the number of defined daily doses (DDDs) dis-
pensed [21].

From the Danish National Patient Register [22], the pa-
tient’s date and time of admission, and discharge from the
hospital were extracted.

The Central Person Register (CPR) number provides the
opportunity of linking anonymous data on citizens between all
national registers in Denmark by Statistics Denmark [23].

According to Danish law, the study did not require ethics
board approval [16] and was approved by the Danish Data
Protection Agency.

Analysis

The analyses were intended to describe the characteristics of
heavy drug users and their utilization of prescription drugs.
The general Danish population used for comparison was the
remaining number of persons in the respective age groups, and
the term total population is used for all persons aged 60 years
and above (i.e., the heavy drug users and the general popula-
tion combined).

All persons had to (1) be aged 60 years or older, (2) had
been alive and not emigrated during the whole year studied,
and (3) had been living 5 or more years in Denmark.

The group of heavy drug users was the accumulated top 1
percentile of the population who accounted for the largest
share of prescription drug dispensed at pharmacies measured
in number of DDDs during the respective calendar years of
2002, 2007, and 2012. Only redeemed prescriptions contain-
ing valid data on number of DDDs were included (95.3 %).
We extracted data on demographic, socioeconomic, and health
variables and compared the distribution of the heavy drug
users across these variables to that of the general population
in the same year.

We used multivariable logistic binary regression to explore
the association of various variables with being a heavy drug
user or not in 2012. Based on the literature, the following
variables were included in the model: (1) gender, male and
female; (2) age, 60—69, 70-79, 80-89, and >90 years; (3) civil
status, married, single, widowed, and divorced; (4) residency,
North Denmark, Mid Denmark, South Denmark, Zealand, and
capital; (5) education, short (7-10 years), medium (11—
13 years), and long (=14 years); (6) income, 0-199,000
DKK, 200,000-399,999 DKK, and 400,000+ DKK; and (7)
whether a person had been hospitalized during the previous
year or not. The results of multivariable logistic analysis are
reported showing odds ratios (ORs) and a 95 % confidence
interval.

The ten most used drug classes and drug compounds
among heavy drug users in 2012 were compared with those
of the general population. A drug class was defined as the
second level in the ATC classification system (i.e., the thera-
peutic subgroup). A drug compound was defined as the fifth
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=
% level in the ATC classification system (i.e., the chemical sub-
g 2|8 stance). The total number of users among the heavy drug users
‘: = was used to determine which drug classes and drug com-
i pounds were in the top ten. A person was considered a user
2 S ifhe or she had purchased the drug compound or a drug within
g g the drug class in question during 2012. We estimated the prev-
%‘ 5 _ alence proportion ratio (PPR), which is the proportion of users
(=X}
g ) & among heavy drug users divided by the proportion of users in
© o 0 the general population. In Denmark, prescription drugs that
S have been approved for reimbursement are covered by the
) . public health insurance [24], and we therefore looked at both
g S
) 2 = public drug expenditure and the total expenditure and calcu-
4 < 7 lated the share of total drug expenditure and public drug ex-
= Eﬁ % g penditure accounted for by heavy drug users.
“ R Development over the years studied in yearly prescription
E drug use for the ten most frequently used drug classes was
8 studied as the number of DDDs per person per year for all
§ _ ten drug classes in each consecutive year between 2000 and
o
& = 2012 for both heavy drug users and the corresponding general
= population.
8 < All analyses were performed using the statistical software
‘—é o package STATA version 13.0 (StataCorp College Station,
=3 = TX).
: | =
15} S L
o} Q "
~ Results
2 |o g :
- ; § § g :% Heavy drug users (i.e., the top 1 percentile) among persons
= 5:3 % = > 3 aged 60 years and above based on number of DDDs dispensed
- é from pharmacies amounted to 10,122 persons in 2002, 11,406
% 8 in 2007, and 11,930 in 2012. Individuals who were removed
& 2| & § from the population due to death/migration in year 2002 were
i I > g, 55,656 (5.21 %), 56,869 (4.75 %) in 2007, and 59,766
7;/ jzj 2 (4.77 %) in 2012. In 2012, top 1 percentile accounted for
% < 3 E 5.5 % (81,096,356 of 1,488,410,323 DDDs) of the total num-
& g § g ber of DDDs dispensed to persons at the age of 60 years or
T;‘ 5 = 1;’ § above in Denmark. This was a 32.1 % increase from 2002 (61,
g ; & B § 389,740 DDDs) and a 7.7 % increase from 2007 (75,276,158
© - N 3 g DDDs). However, their share of the total number of DDDs
s 3 § dispensed to persons aged 60 years or above decreased over
2 < 8 gb time going from 6.8 % in 2002 to 6.0 % in 2007 to 5.5 % in
2 e 5 |3 2012.
< 2 J - S Demographic, socioeconomic, and health characteristics
S — 15}
g é‘i o = 3 - for heavy drug users and the general population for the years
(9] vy — <
~ g é SR 2002, 2007, and 2012 are shown in Table 1. The majority of
(o] :o—
5 E Sc 2 heavy drug users for each year were female, but the gender
P g o § ‘i ‘2 i differences decreased over the 3 years studied (58.7 % in
- .- 3 g2 CC: 2002, 54.3 % in 2007, and 50.5 % in 2012). The distribution
Gy = = & S
é gn g 22 -3 E 2 between the five regions in Denmark was skewed. The largest
g S g 8 § %‘3 TE TE TE differences were found in North Denmark where heavy drug
- £ g é § 8 g b @ users were over-represented (PP 1.28 in 2002, PP 1.33 in
2 8 5 2 & '5 8 é 2 é 2007, and PP 1.28 in 2012) and in the capital where they were
£ & T oz S under-represented (PP 0.82 in 2002, PP 0.84 in 2007, and PP
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0.87 in 2012). The majority of heavy drug users had short
education (52.2 % in 2002, 54.0 % in 2007, and 51.0 % in
2012) and low income (89.9 % in 2002, 84.4 % in 2007, and
79.0 % in 2012).

The mean number of drugs among heavy drug users was 18
(interquartile range (IQR) 14-22) in 2002, 19 (IQR 15-23) in
2007, and 19 (IQR 15-23) in 2012, which was about four
times that of the general population. The proportion of persons
who had been admitted to a hospital was approximately three
times higher for heavy drug users compared to the general
population.

Factors associated with being a heavy user of prescription
drugs in 2012 in the multivariable logistic binary regression
are shown in Table 2. Male gender, younger age, being

Table2 Factors associated with heavy use of prescription drugs among
persons aged 60 years and above in Denmark using multiple logistic
regression

Variables OR 95 % CI
Gender

Female® 1.00

Male 1.39 (1.34-1.45)
Age

60-69* 1.00

70-79 0.97 (0.93-1.02)

80-89 0.73 (0.69-0.77)

>90 0.52 (0.42-0.65)
Civil status

Married* 1.00

Single 1.21 (1.12-1.31)

Widowed 1.35 (1.28-1.42)

Divorced 1.56 (1.48-1.64)
Residency

North Denmark 1.37 (1.29-1.46)

Mid Denmark 1.25 (1.18-1.32)

South Denmark 1.09 (1.04-1.16)

Zealand 0.99 (0.93-1.05)

Capital area® 1.00
Highest achieved education

Short (7-10 years) * 1.00

Medium (11-12 years) 0.71 (0.67-0.76)

Long (>13 years) 0.67 (0.64-0.69)
Annual income (DKK)

0-199,999* 1.00

200,000-399,999 0.53 (0.50-0.55)

400,000+ 0.32 (0.29-0.36)
Hospitalized

No 1.00

Yes 4.64 (4.47-4.81)

OR odds ratio, CI confidence interval
? Indicates reference group

divorced, having a shorter education, low annual income,
and recent hospitalization were associated with increased odds
ratio of being a heavy drug user. Regarding residency, the
highest odds ratio was found when living in North Denmark.

The ten most frequently used drug classes and drug com-
pounds among heavy drug users in 2012 are shown in Table 3.
These compounds accounted for 75.4 % of the total number of
dispensed DDDs to heavy drug users. This was similar for
2007 (74.7 %) and 2002 (76.4 %).

Figure 1 shows the yearly development for the ten most
frequently used drug classes in 2012, measured in DDDs per
person per year from 2000 to 2012. All ten drug classes follow
the same development over time among heavy drug users and
the general population, with diuretics (C03) and mineral sup-
plements (A12) slightly decreasing in use and the remaining
eight drug classes increasing in use. The use of lipid modify-
ing agents (C10) increased the most both among heavy drug
users (11.8-fold) and in the general population (13.4-fold)
from 2000 to 2012.

Discussion

Our study is the first study focusing on the group of heavy
drug users as the top 1 percentile in a population. It uncovered
that heavy drug users among persons aged 60 years and above
in Denmark account for a large share of total drug expendi-
ture, as well as an even larger share of public drug expendi-
ture. Importantly, a handful of drug classes can explain a large
share of their prescription drug use, and the use has followed
the same development over the years studied among both
heavy drug users and in the general population.

The majority of the heavy drug users for each year were
women, and being female has previously been associated with
increased use of drugs [1-8, 10]. However, previous findings
show that when adjusting for health factors, gender differ-
ences are reduced to insignificant levels [6, 7]. A Swedish
study showed that the relative risk of redeeming five or more
drugs for women compared to men peaked at the age of 20—
29 years and then declined rapidly with increasing age [5].

A surprising finding was that the proportion of men was
higher among heavy drug users and being male associated
with being a heavy drug user in a multivariable model. It is
possible that men are more heavily burdened by chronic
disease among the very ill proportion of the population.
The model is provisionary and, therefore, the increased risk
of heavy drug use for men may be overestimated. What
further supports this finding is that the proportion of fe-
males among heavy drug users decreased by 8.2 % points,
from 58.7 % in 2002 to 50.5 % in 2012. This remarkable
fall over only 10 years could imply a change in women’s
health status and/or changes in guidelines for therapy
disproportionally affecting the genders.
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Heavy drug users
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Fig. 1 Yearly development of the ten most used drug classes (i.e.,
therapeutic subgroups) among heavy drug users shown in DDD/person/
year from year 2000 to 2012 compared to the general population (NB!
Varying values on the y-axes)

The majority of heavy drug users was in the age group 60—
69 and then decreased with increasing age. This coincides
with a Swedish study where the highest acquisition cost for
individuals with five or more dispensed prescriptions in 2006
was found in the age group 60-69 [11]. However, the propor-
tion of heavy drug users in the age groups 70-79 and 80—
89 years was higher than in the general population. This
may indicate that as heavy users grow older, they incur a
disproportionately higher number of chronic diseases or more
complex drug regimens than their peers in the general
population.

A larger proportion of heavy drug users were found in
North Denmark and a smaller proportion were found in the
capital area. These differences remained in multivariable anal-
ysis which implies that the skewed distribution across the
regions is due to other factors such as health status, travel
distance to medical care, patterns in elderly care, or prescrib-
ing patterns.

The majority of heavy drug users had short education and
low income, agreeing with previous studies [3, 6—8]. Having a
short education may suggest less knowledge about the

influence of lifestyle and environmental factors on health.
Lower income may lead to seeking medical care rather than
buying OTC drugs or dietary supplements as physician con-
sultation is fully covered by the public health insurance in
Denmark and most OTC drugs will cost less if purchased on
prescription.

The ten most frequently used drug classes among heavy
drug users were similar to previous findings [11, 13]. Sub-
groups of cardiovascular drugs account for five of the ten most
frequently used drug classes among heavy drug users in 2012,
and these five drug classes or subgroups within the drug clas-
ses were all reported to have undergone a considerable growth
in population treatment prevalence among persons aged
>30 years in Denmark during 1996-2005 [25].

In our study, the percentage of public drug expenditure was
higher among heavy prescription drug users compared to the
general population. This can be expected due to the structure
of the Danish reimbursement system which has a ceiling on
yearly personal expenses [24]. This is in accordance with
findings from Sweden showing that persons who redeemed
>20 prescription drugs amounted to 1 % of the population and
accounted for 10.5 % of total expenditures [5].

The main strength of this study is that it uses nationwide
registers containing high-quality data which ensures complete
coverage and validity [16-20, 22]. However, there are a few
limitations. This study does not include drugs used in hospi-
tals which in 2007 accounted for two fifths of public health
insurance spending [26]. Since the indication for treatment for
prescribed drugs is not always recorded in the Danish National
Prescription Registry [20], this study does not include infor-
mation on health status which has an impact on prescription
drug use [6, 27]. We chose to use hospitalization as a crude
measure for the level of morbidity. Certain drugs can be pur-
chased over the counter in Denmark, and drug use and costs
are therefore slightly underestimated. Data on education was
missing for almost 20 % in 2002 and 4 % in 2012, but as the
pattern was similar for all 3 years, the missing data probably
did not affect the results considerably.

Conclusion

In this study, being male was associated with heavy prescrip-
tion drug use both with respect to the number of drugs used
and total and public drug expenditures, which is at odds with
previous findings. Elderly who are heavy users of prescription
medicines account for a relatively much larger share of the
drug use and budget, but this difference is decreasing. Further
research is needed to investigate whether health conditions
and treatment patterns can explain why heavy drug users re-
quire a higher number of prescription drugs, the gender dif-
ferences, and the large regional differences. Further, it is
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important to study whether the decreasing share over time
attributed to heavy users relates to these same explanatory
factors.
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