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INTRODUCTION

The Brazilian population has been aging rapidly. 
The national age pyramid underwent changes in the 
late 1960s, but now, it considerably resembles those 

in developed countries (Vasconcelos, Gomes, 2012). 
In middle income countries such as Brazil, elderly 
individuals are defined as those who are 60 years or 
older and this aged Brazilian population increases by 
700 thousand individuals per year (IBGE, 2013). In 
2012, the number of individuals in this age group was 
23.5 million, representing 12.6% of the population 
(IBGE, 2013), and in 2020, this number is expected to 
reach the 30 million mark, which will make Brazil the 
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sixth country in the world with the largest number of 
aged people (Veras, Xavier, 2009). 

Even though the aging process has to be celebrated 
as a positive sign of healthcare improvement, it 
changes the mortality, morbidity, and medication 
use patterns in society and brings new challenges to 
the multidisciplinary team (Schmidt et al., 2011). It 
is estimated that more than 85% of the elderly have 
at least one chronic disease and about 10% present 
comorbidities (Gonçalves et al., 2006) that often 
demand the use of multiple medications (Hajjar, 
Cafiero, Hanlon, 2007; Gurwitz, 2004). However, 
some of these medications present potential risks 
that outweigh the therapeutic benefits for the aging 
population (AGS, 2019). These are called Potentially 
Inappropriate Medications (PIM) for older adults and 
their use should be avoided in the elderly, especially 
when there are safer therapeutic alternatives that can 
be used for the same clinical condition (AGS, 2019; 
O’Mahony, 2010).

The Beers Criteria (AGS, 2019) is an explicit 
criterion that lists the PIM that have been used in 
numerous countries in different scenarios and have 
been shown to be associated with the occurrence of 
adverse events, hospitalization, and even mortality 
(Nascimento et al., 2017; Price et al., 2014). However, 
this group of medication is still frequently prescribed 
at the international level (Grina, Briedis, 2017; 
Novaes et al., 2017; Skaar, O’Connor, 2017) and few 
studies have demonstrated comprehensive initiatives 
to reduce or qualify its use (Caffiero et al., 2017; 
Viswanathan et al., 2015). Thus, it is important to 
describe the factors associated with PIM use, and, 
specially, to evaluate its clinical impact, and strategies, 
including pharmaceutical services, that can reduce its  
overall use. 

Therefore, this study aimed to investigate PIM 
use among older adults followed-up in a Brazilian 
comprehensive medication management (CMM) service, 
to describe the negative clinical outcomes potentially 
associated with PIM use, and the interventions performed 
by pharmacists during the provision of this clinical 
service in face of PIM prescription and use. 

MATERIAL AND METHODS

Setting and population

The CMM service described in this paper is provided 
by the public primary health care system of a mid-sized 
city of the Minas Gerais State, Brazil. Primary care is the 
base of the Brazilian healthcare system and is offered in 
every single state, with each state being divided according 
to health districts. The service is provided in all of the 
city’s districts and began to be offered in April 2015; 
every patient aged 60 years old or more (cut-off point 
for aged adults in Brazil and other low- and middle-
income countries) who attended this service up until 
February 2016 was included in the present study (n = 389). 
The service has an open demand, therefore, no specific 
inclusion criteria were established for patient referral. 

The CMM service

The CMM service studied is provided by five 
clinical pharmacists hired exclusively for such activity. 
The patient care process adopted fully followed the 
theoretical framework of the Pharmaceutical Care 
Practice. Therefore, the adopted patient care process was 
the Pharmacotherapy Workup method (Cipolle, Strand, 
Morley, 2004). In this process, during each encounter, 
a clinical pharmacist performed an assessment of drug 
therapy (prescribed and non-prescribed) for all the 
patient ś health problems to identify and resolve drug 
therapy problems (DTP) and promote optimal patient 
outcomes. To meet those goals, the pharmacists evaluate 
the effectiveness and safety pharmacotherapeutic 
parameters and perform interventions with both the 
prescriber (easily accessible in the study scenario) and the 
patients whenever needed. The initial assessment usually 
takes 1–1.5 h and the following evaluations take 0.5–1 h. 

Study design and data collection

The present study was divided in two methodological 
approaches in order to achieve the proposed objectives: 
(Step I) – a cross-sectional design; and (Step II) – a 
documental analysis. All the necessary data were 
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extracted retrospectively from the CMM documentation 
system that stored all the patients’ records and were 
recorded in an anonymous database in Stata® statistical 
package (Version 12).

Step I - Cross-sectional design

A cross sectional design was used to describe the 
prevalence of PIM use in the first two CMM consultations 
and the associated factors. To this end, the following 
data were collected: gender, age, health problems, and 
medications used. 

The data related to the medication used (prescribed 
and non-prescribed) were those identified in the first and 
second CMM consultation by the pharmacist through 
simultaneous verification of the prescription orders and 
medication packages. The medications were identified 
and broken down into their active ingredients, dosages, 
and pharmaceutical forms. These were later classified as 
PIM according to the 2015 Beers criteria (AGS, 2015). 
The PIMs were also grouped in intermediate categories 
corresponding to the therapeutic classes or categories 
with a single representative, as proposed by the criteria. 
Despite the existence of multiple explicit method to 
identify PIM (Motter et al., 2018; Varallo et al., 2014), 
the Beers criteria was the chosen in the present study 
given its that it is easily applicable in large data sets as 
the one used in the present study. In addition, the Beers 
criteria is the most internationally applied PIM criteria 
and has a robust method for its development, that involves 
a systematic review of literature and extensive validation 
and grading by selected experts and also by external 
organizations and public (AGS, 2015).

The prevalence of PIM use was estimated by the 
proportion of patients presenting documentation of the 
use of at least one PIM in the first and/or second CMM 
consultation. It was also defined as the dependent variable 
for the cross-sectional design, and its association with 
the following independent variables was investigated: 
gender, age, number of health problems, and number of 
medications used. 

All the quantitative variables were dichotomized 
according to their median. The descriptive analysis was 
performed by determining the absolute and relative 

frequencies of the categorized variables, as well as the 
mean and amplitude of variables. Univariate analyses were 
performed using the Pearson chi-square test. With all the 
independent variables considered relevant, a parsimonious 
model was constructed with their inclusion in the 
multivariate logistic regression regardless of the univariate 
analysis result. A likelihood ratio test was used to compare 
the multivariate models and the Hosmer-Lemeshow test 
was used to evaluate goodness of fit. The univariate and 
multivariate analyses were based on the odds ratio (OR) and 
their respective 95% confidence intervals (95% CI) were 
estimated by logistic regression. A 5% level of significance 
was the criteria adopted for identifying the characteristics 
independently associated with the dependent variable. All 
statistical analyses were performed using version 12 of the 
Stata® statistical package.

Step II – Documental Analysis

The occurrence of negative clinical outcomes 
potentially associated with PIM use and the pharmacists’ 
interventions performed were evaluated by analyzing 
the pharmacotherapy workup process documented in 
the CMM documentation system in all consultations.

The “negative clinical outcomes potentially 
associated with PIM” were identified as such if 
pharmacists documented an adverse event during analysis 
of the medications’ safety parameters that was compatible 
with those described in the Beers criteria (according to 
the “rationale” column present in Beers criteria tables). 
The most common negative clinical outcomes were 
described. For each PIM identified, it was also analyzed 
whether any pharmacist’s intervention regarding its 
use was performed. These interventions were grouped 
according to the categories described in Table I.

These analyses (identification of “negative clinical 
outcomes potentially associated with PIM” and 
“pharmacists’ interventions”) were performed in pairs 
and independently by two CMM specialists. In case 
of disagreement between the peers, a third specialist 
was consulted, and a consensus was reached with the 
agreement of all three specialists after clinical discussion.

This study was approved by the ethics committee 
of the Federal University of Minas Gerais, Report 
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No. 25780314.4.0000.0149, and the secrecy of the 
participants’ identity and confidentiality of information 
were guaranteed. 

TABLE I - Type of pharmacists’ interventions performed

Request of clinical/laboratory tests
Suggestion of inclusion of additional drug therapy
Exchange for more appropriate or effective drug therapy
Modification of a pharmaceutical form 
Dose increase
Dose reduction
Suggestion of use of drug therapy on-demand
Suspension of medication or drug tapering
Discussion of the case with a physician/
referrral to a physician
Provision of reminders or organization of 
medications to reinforce adherence
Request of prescription order to the 
physician to guarantee drug refill
Suggestion of medicine purchase to the patient
No intervention

RESULTS

Step I

In total, 389 aged adults were included in the present 
study. They had a mean age of 70.3 years (minimum = 
60, maximum = 98), and 52.4% of them (n = 204) were 
between 60-69 years of age. The majority were female 
(58.6%, n=228) and 63.8% presented 0-3 health problems 
(n = 248). Regarding the use of medications, 99% of the 
elderly used at least one drug (n = 385) and 51.2% used 
five or more medications (n = 199). The mean number 
of medications used was 4.8 (minimum = 0, maximum 
= 14) (Table II). 

The prevalence of PIM use was 48.3% (95% CI 43.3–
53.3). The number of PIMs used ranged from one to four, 

with the majority of the elderly using a single PIM (32.4%; 
n = 126). In total, 270 PIMs were identified during the 
initial consultations (14.5% of the total medications), and 
divided into 32 different types of PIM. The most used 
PIM were: omeprazole (n = 74, 27.4%), glyburide (n = 39, 
14.4%), clonazepam (n = 26, 9.6%), and immediate release 
nifedipine (n = 23, 8.5%) (Table III). According to the 
intermediate groups proposed in the Beers Criteria, apart 
from immediate release nifedipine, the most common 
PIM groups used were: proton pump inhibitors (n = 77, 
28.5%), benzodiazepines (n = 49, 18.1%), long-duration 
sulfonylureas (n = 39, 14.4%), and antidepressant agents 
(n = 13, 4.8%). 

Table IV depicts the results of univariate and 
multivariate analyses of the characteristics associated 
with PIM use. According to the univariate analysis, PIM 
use was positively associated with the female sex, the 
presence of four or more health problems, and the use 
of five or more medications. Based on the multivariate 
analysis, only the use of five or more medications (OR 
3.74; 95% CI 2.26–6.19) was found to be independently 
associated with the use of PIM.

TABLE II - Description of the older people population studied. 
Lagoa Santa, Minas Gerais, Brazil, 2015-2016. (n=389)

Variables n %

Age (years)
60-69
70-98

204
185

52,4
47,6

Sex
Male
Female

161
228

41,4
58,6

Number of health 
problems
0-3
≥4

248
141

63,8
36,2

Number of 
medicines
0-4
≥5

190
199

48,8
51,2
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TABLE III - Frequency of potentially inappropriate medication (PIM) use among the older people population studied according 
to Beers Criteria during the initial evaluation. Lagoa Santa, Minas Gerais, Brazil, 2015-2016. (n=389)

PIM n %
Omeprazole 74 27.4
Glyburide 39 14.4
Clonazepam 26 9.6
Nifedipine 23 8.5
Diazepam 17 6.3
Doxazosin 13 4.8
Amitriptyline 11 4.1
Ibuprofen 9 3.3
Digoxin 7 2.6
Risperidone 5 1.9
Methyldopa 5 1.9
Alprazolam 4 1.5
Amiodarone 4 1.5
Orphenadrine 4 1.5
Others 29 10.7
Total 270 100

TABLE IV – Results from univariate and multivariate analysis of characteristics associated with the use of potentially inappropriate 
medications (PIM) use among the older people population studied during the initial evaluation. Lagoa Santa, Minas Gerais, 
Brazil, 2015-2016. (n=389)

Variables
PIM* Univariate Analysis Multivariate Analysis

NO n (%) YES n (%) OR (95%CI)** p-value*** OR (95%CI)** p-value#
Age (years)
60-69 108 (52.9) 96 (47.1) 1.0 - 1.0 -
70-98 93 (50.3) 92 (49.7) 1.11 (0.75-1.66) 0.599 1.10 (0.72-1.68) 0.668
Sex
Male 97 (60.3) 64 (39.7) 1.0 - 1.0 -
Female 104 (45.6) 124 (54.4) 1.81 (1.20-2.72) 0.004 1.53 (0.99-2.37) 0.054
Number of health 
problems
0-3 145 (58.5) 103 (41.5) 1.0 - 1.00 -
4 or more 56 (39.7) 85 (60.3) 2.14 (1.40-3.26) 0.000 0.98 (0.58-1.65) 0.935
Number of 
medicines
0-4 130 (68.4) 60 (31.6) 1.00 - 1.00 -
5 or more 71 (35.7) 128 (64.3) 3.91 (2.56-5.95) 0.000 3.74 (2.26-6.19) 0.000

* Presence of at least one PIM identified in the first and/or second consultation
**Odds ratio (95%CI) estimated by logistic regression
*** Estimated by Pearson’s chi-square
# Estimated by logistic regression; significant when < 0,05
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Step II

Of the total PIMs prescribed for the elderly (n = 
270), two were not being used at the time of the first 
consultation (amiodarone and alprazolam) and their 
use was not reinforced by the pharmacist. For 21.3% 
(n = 57) of the other 268 PIMs being used, at least 
one potential negative clinical outcome was identified. 
For other 49 PIMs (18.3%), no negative outcome was 
documented. However, for the majority of PIMs (n = 
162; 60.4%), it was not possible to evaluate the clinical 
outcomes due to lack of documentation or clinical/
laboratorial tests (Table V). 

The most common negative clinical outcome was 
hypotension (35.1% of the negative outcomes, n = 20), 
occurring with the use of doxazosin (n = 8), tricyclic 
antidepressants (n = 6), nifedipine (n = 4), and others 
(n = 2). The occurrence of fractures or diagnosis of 
osteoporosis among users of proton pump inhibitors 
was also frequent (21.1% of the negative outcomes, n = 
11), and the duration of use of these agents ranged from 
3 to 10 years. Another agent associated with fracture 
was orphenadrine (n = 1). Occurrence of hypoglycemia 
(14.0% of the negative outcomes) was identified among 
users of glyburide, and sedation was observed (10.5% 
of the negative outcomes) among users of psychotropic 
agents (benzodiazepines, n = 5; amitriptyline, n = 1) 
(Table V). 

For most negative clinical outcomes, at least one 
pharmacist intervention was performed to mitigate 
the harm and/or discontinue PIM use (n = 45; 78.9% 
of potential negative clinical outcomes). These types 
of interventions (to suspend PIM or mitigate harm) 
were also the most frequent among the total number of 
interventions (performed for 64.2% of PIMs used, n = 
172), with a special emphasis on suspension/medication 
tapering, and request of clinical/laboratory tests (40.7%, 
n = 109). However, for 32.1% of PIMs used (n = 86), 
there was no documentation of pharmacist intervention 
or DTPs identified. For the remaining PIMs (3.7%; n = 
10), the pharmacists’ interventions reinforced the use of 
the medication (Table VI).

TABLE V - Classification of potentially inappropriate medication 
(PIM) according to the presence of negative clinical outcome. 
Lagoa Santa, Minas Gerais, Brazil, 2015-2016. (n=389)

PIM* n %

With lack of documentation or 
clinical/laboratorial tests 162 60.4

With potential negative clinical outcome 57 21.3

Hypotension 20 35.1

Osteoporosis, bone diseases or fracture 12 21.1

Hypoglycemia 8 14.0

Sedation 6 10.5

Others 11 19.3

With no potential negative 
clinical outcome 49 18.3

Total of PIMs used 268 100

TABLE VI - Pharmacist intervention performed for the 
potentially inappropriate medications (PIM). Lagoa Santa, 
Minas Gerais, Brazil, 2015-2016. (n=389)

Type of Pharmacist Intervention n %

To suspend PIM or mitigate adverse effects 172 64.2

Suspension of medication or drug tapering 61 22.8

Request of clinical/laboratory tests 48 17.9

Discussion of the case with a 
physician/referral to a physician 27 10.1

Exchange for more appropriate/
effective drugs 18 6.7

Suggestion of use of drug 
therapy on-demand 13 4.9

Suggestion of additional drug therapy 3 1.1

Dose reduction 2 0.7

Without pharmacist intervention 86 32.1

To reinforce PIM use 10 3.7

Provision of reminders or organization 
of medications to reinforce adherence 5 1.8

Dose increase 3 1.1

Pharmaceutical form modification 1 0.4

Suggestion of  additional therapy 1 0.4

Total 268 100
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DISCUSSION

To our knowledge, there are no studies in the 
literature that have evaluated the clinical impact of the use 
of PIMs based on the updated Beers Criteria among older 
adults followed in a community CMM service. The high 
prevalence of PIM detected among community resident 
older patients in the present study (48.3%) is similar to 
that observed in another Brazilian study conducted in 
other two southeastern Brazilian cities (50.0% and 53,7%) 
(Novaes et al., 2017; Almeida et al., 2019) and in Kuwait 
53,1%) (Awad, Hanna, 2019), that used the same version 
of Beers criteria. However, the prevalence found in our 
study is lower than that detected in South Korea (77.2%) 
(Kim, Lee, Kim, 2018) and Argentina (72,8%) (Chiapella 
et al., 2019); but higher than in Lithuania (24.1%) (Grina, 
Briedis, 2017) and among elderly people followed in an 
American CMM service (29%) (Patel, 2018), that also 
used the 2015 Beers criteria version. This demonstrates 
that even after considerable aging of the population and 
almost 30 years after the compilation of the first explicit 
PIM criteria, its use among older adult residents in the 
community is still high, which reinforces the need to 
establish more effective barriers to the prescription of 
such agents with potential risks.

Most PIMs can be replaced with safer alternatives 
and when this is not the case, the patient should be 
monitored by a health professional in order to prevent the 
occurrence of adverse effects (Hanlon, Semla, Schmader, 
2015). However, PIM use without adequate therapeutic 
indication is usually common and its deprescription should 
be prioritized. For instance, longitudinal studies have 
continuously demonstrated the adverse effects associated 
with the prolonged use of proton pump inhibitors that 
were the most used PIM in the present study (James, 
Kumar, 2018; Pezeshkian, Conway, 2018; Freedberg, Kim, 
Yang, 2017; Savarino et al., 2017). The increased risk of 
dementia, Clostridium difficile infection, bone fractures 
and nutritional deficiencies among proton pump inhibitors 
pose a significant threat among older users (James, 
Kumar, 2018; Pezeshkian, Conway, 2018; Savarino et 
al., 2017). Therefore, initiatives have been taken to reduce 
their use, such as the elaboration of algorithms for their 
deprescription with strategies for suspension, tapering, or 

use on demand and should be put into practice specially 
among more frail patients (Farrell et al., 2017).

Similar to proton pump inhibitors, benzodiazepines, 
that were the second most prescribed PIM in the present 
study, also present risks associated with long-term use 
(e.g. cognitive impairment, increased mortality) as well 
as short-term use (e.g. sedation, delirium, falls, fractures) 
and are the focus of campaigns on rational deprescription 
(Huang et al., 2018; Pottie et al., 2018; Nascimento et al., 
2017; AGS, 2015; Paterniti, Dufouil, Alperovitch, 2002). 
The use of benzodiazepines among the elderly is often 
documented in literature, especially for the management of 
anxiety and sleep disorders, although they are not indicated 
as the treatment of choice for such conditions (Filardi et 
al., 2017; Grina, Briedis, 2017; Novaes et al., 2017; Lader, 
2014; Brunoni et al., 2013; Gisev et al., 2011; Spanemberg et 
al., 2011; Alvarenga et al., 2007). In all patients, especially 
in the elderly with signs and symptoms of anxiety and 
sleep disorders, non-pharmacological measures should be 
prioritized before considering medication treatment (Lader, 
2014; Wennberg et al., 2013; Gisev et al., 2011; Spanemberg 
et al., 2011; Alvarenga et al., 2007). If medication treatment 
is required, the first-line treatment is the use of serotonin 
reuptake inhibitors (Lader, 2014; Wennberg et al., 2013; 
Gisev et al., 2011; Spanemberg et al., 2011; Alvarenga et 
al., 2007). 

As in our study, Extavour & Perri (2016) also 
found a statistically significant association between 
the use of PIM and the number of medications used 
after multivariate analysis. A similar association was 
also detected in other studies with elderly community 
residents who used PIM according to the 2012 version 
of the Beers Criteria (Nascimento, Lima-Costa, Loyola 
Filho, 2016; Moriarty et al., 2015; Blanco-Reina et al., 
2014; Nishtala et al., 2014). Thus, we reinforce the notion 
that polypharmacy is an important proxy for the use of 
PIM, being a relevant and practical screening tool for 
PIM use and for identifying older adults at high risk of 
developing adverse effects; therefore, polypharmy is also 
a good inclusion criteria for this population in CMM 
services (Nascimento, Lima-Costa, Loyola Filho, 2016). 

A significant quantity of PIM led to the development 
of potential negative clinical outcomes (21.3%) with an 
emphasis on hypotension and hypoglycemia. These data 
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reinforce the need to reduce PIM prescription and provide 
safer geriatric pharmacotherapy. Most clinical outcomes 
involved the potential occurrence of falls and/or fractures 
(80,7% of the clinical outcomes involved either hypotension, 
osteoporosis, hypoglycemia or sedation), which is a major 
public health problem in the world that is frequently involves 
the use of fall-risk-increasing drugs and increased mortality 
(Hartholt et al., 2019; Seppala et al., 2018; De Vries et al., 
2018; AGS, 2015). Its prevention should, therefore, be one 
of the main focus in geriatric care.

Fall risk and other problems associated with the 
use of PIM can often be resolved by their replacement 
with safer agents available free of charge in the Brazilian 
health system, such as the safer sulfonylurea gliclazide, 
which may be prescribed instead of glyburide or safer 
antihypertensive agents (e.g. inhibitors of angiotensin-
converting enzyme, thiazide diuretics) that can replace 
immediate-release alpha-adrenergic receptor antagonists 
or nifedipine (Brasil, 2017). These changes were some 
of the recommendations made by the pharmacists of the 
CMM service in this study, who proposed the suspension 
of PIM or actions that mitigated adverse effects for 
most negative clinical outcomes. This demonstrates the 
resolution of DTP associated with safety in this service, 
especially when pharmacists led an intervention for the 
major portion of negative outcomes (78,9%). However, a 
considerable proportion of PIM showed no documented 
safety parameter or absence of clinical/laboratorial tests 
(60.4%). It is likely that this percentage reflects, in part, 
the unavailability of updated monitoring parameters. 
This interpretation was reinforced by the high proportion 
of pharmacists’ interventions involving the request for 
updated tests (17.9% of the interventions), mainly for the 
monitoring of glycated hemoglobin and blood pressure 
by means of residential measures.

It is believed that, unlike the findings of Maurício et 
al. (2016), among pharmacy students involved in a CMM 
service, the absence of documented safety parameters 
in this study can be the result of difficulties perceived 
by novice CMM pharmacists in comprehensively 
documenting the care process on a daily basis, and 
not from a lack of knowledge about PIM or tools for 
its detection. This perception is based on the fact that 
the pharmacists’ interventions due to PIM use often 

involve a recommendation for withdrawal, exchange, 
use according to demand, dose reduction (35.1%), or 
discussion/referral to a physician for reassessment of the 
need for PIM (10.1%), even without associated negative 
clinical outcomes (71.5% of the interventions to suspend 
PIM or mitigate its adverse effects were performed in 
the absence of any negative clinical outcome - result not 
reported). This perception also corroborates with the low 
number of pharmacists’ recommendations that reinforced 
the use of PIM (3.7%).

In addition, the types of pharmacists’ interventions 
with a predominance of interventions to suspend PIM 
or minimize its adverse effects demonstrate that the 
approach of pharmacists to assess all of a patient’s 
pharmacotherapy holistically, which is the foundation 
of the clinical performance in CMM services, has a high 
potential to reduce the use of PIM and the occurrence of 
its adverse clinical outcomes. However, due to the small 
number of consultations per patient, it was not possible 
to evaluate the effective deprescription of PIM, as shown 
by the study of Caffiero et al. (2017). In a systematic 
review, Viswanathan et al. (2015) also detected the 
positive impact of CMM on pharmacotherapy adequacy. 

The present study presents as a limitation, the 
incompleteness of the documentation for some patient 
information at the time of CMM consultation, such as 
literacy, ethnicity, and occupation, which are factors 
that may be associated with PIM use. As mentioned 
before, documentation of safety parameters was also 
a limiting factor. 

Another limitation was the fact that only the 
main Beers criteria list was applied, which led to the 
underestimation of the potential pharmacotherapeutic 
risks for older adults. Another fact that can lead to the 
underestimation of the potential pharmacotherapeutic 
risks is the use of the 2015 Beers criteria version at the 
time of the study instead of the last 2019 version recently 
published, since some medications added to this latest 
version are likely to be used in the study scenario (e.g.: 
glimepiride). Also, we must reinforce that, even though 
Beers criteria was chosen for this particular study, there 
are other lists than can be adopted to evaluate PIM use and 
should, therefore, be of knowledge of clinical pharmacists 
(Motter et al., 2018; Varallo et al., 2014). However, to our 
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knowledge, this is the first Brazilian study to evaluate 
the development of negative clinical outcomes and to 
assess pharmacist interventions regarding of PIM use. 
This demonstrates both the harmful effects of PIM and 
the potential of reducing their use with the provision of 
CMM services. The results of the prevalence and factors 
associated with PIM use in the present study corroborate 
with the findings of other studies, pointing to the use of 
multiple medications as potential proxy for PIM use and 
for patient referral to CMM services. In addition, the 
present study demonstrates the frequent occurrence of 
negative clinical outcomes that were identified by clinical 
pharmacists for most PIM used by the patients. This 
reinforces the need of a thorough pharmacotherapeutical 
evaluation to seek therapeutic alternatives or to 
mitigate their adverse effects, as proposed in most of 
the pharmacists’ interventions assessed in the present 
study. Overall, our findings reinforce the potential of 
CMM services in improving the adequacy of geriatric 
pharmacotherapy and minimizing its risks. However, the 
present results are limited to this particular setting and 
may not be applicable to a different patient population. 
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REFERENCES

AGS. American Geriatrics Society. American Geriatrics 
Society 2015 updated Beers criteria for potentially 
inappropriate medication use in older adults. J Am Geriatr 
Soc. 2015;63(11):2227–46. 

AGS. American Geriatrics Society. American Geriatrics 
Society 2019 updated AGS Beers criteria for potentially 
inappropriate medication use in older adults. J Am Geriatr 
Soc. 2019;67(4):674-94.

Almeida TA, Reis EA, Pinto IVL, Ceccato MDGB, Silveira 
MR, Lima MG, Reis AMM. Factors associated with the use 
of potentially inappropriate medications by older adults in 
primary health care: An analysis comparing AGS Beers, 
EU(7)-PIM List, and Brazilian Consensus PIM criteria. Res 
Social Adm Pharm. 2019;15(4):370-7. 

Alvarenga JM, Loyola Filho A, Firmo JOA, Lima-Costa MF, 
Uchoa E. Prevalence and sociodemographic characteristics 
associated with benzodiazepines use among community 
dwelling older adults: the Bambuí Health and Aging Study 
(BHAS). Rev Bras Psiquiatr. 2007;30(1):7–11. 

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(6):e0218174.

Blanco-Reina E, Ariza-Zafra G, Ocaña-Riola R, Leõn-
Ortiz M. 2012 American Geriatrics Society Beers criteria: 
Enhanced applicability for detecting potentially inappropriate 
medications in European older adults? A comparison with 
the screening tool of older person’s potentially inappropriate 
prescriptions. J Am Geriatr Soc. 2014;62(7):1217–23. 

Brasil. Ministério da Saúde. Relação Nacional de Medicamentos 
Essenciais [Internet]. Brasília (DF): Ministério da Saúde, 2017. 
24 p. Available from: http://tabnet.datasus.gov.br/cgi/tabcgi.
exe?sih/cnv/niuf.def.

Brunoni AR, Nunes MA, Figueiredo R, Barreto SM, Fonseca 
MDJM, Lotufo PA, et al. Patterns of benzodiazepine and 
antidepressant use among middle-aged adults. the Brazilian 
longitudinal study of adult health (ELSA-Brasil). J Affect 
Disord. 2013;151(1):71–7.

Caffiero N, Delate T, Ehizuelen MD, Vogel K. Effectiveness 
of a clinical pharmacist medication therapy management 
program in discontinuation of drugs to avoid in the elderly. J 
Manag Care Spec Pharm. 2017;23(5):525–31.

Chiapella LC, Menna JM, Marzi M, Mamprin ME. 
Prevalence of potentially inappropriate medications in older 
adults in Argentina using Beers criteria and the IFAsPIAM 
List. Int J Clin Pharm. 2019. doi: 10.1007/s11096-019-00858-
8. [Epub ahead of print].

Cipolle RJ, Strand LM, Morley PC. Pharmaceutical care 
practice: the clinician’s guide. 2nd ed, New York: McGraw-
Hill. 2004. 

De Vries M, Seppala LJ, Daams JG, Van de Glind EMM, 
Masud T, Van der Velde N, et al. Fall-risk-increasing drugs: 
a systematic review and meta-analysis: I. Cardiovascular 
Drugs. J Am Med Dir Assoc. 2018;19(4):371.e1-371.e9

Extavour RM, Perri M. Patient, Physician, and health-system 
factors influencing the quality of antidepressant and sedative 
prescribing for older, community-dwelling adults. Health 
Serv Res. 2016;2040:1–25. 

Farrell B, Pottie K, Thompson W, Boghossian T, Pizzola 
L, Rashid F, et al. Deprescribing proton pump inhibitors: 
evidence-based clinical practice guideline. Can Fam 
Physician. 2017;63:354–64. 

Filardi AFR, Araújo VE, Nascimento YDA, Ramalho de 
Oliveira D. Use of psychotropics in everyday life from the 
perspective of health professionals and patients: a systematic 
review. J Crit Rev. 2017;4(3):1. 



Page 10/11	 Braz. J. Pharm. Sci. 2022;58: e19191

Ursula C. M. Martins, Djenane Ramalho-de-Oliveira, Mariana M. G. Nascimento, Yone A. Nascimento, Grazielli C. B. Oliveira, Annaline S. Cid, Marina G. Lima

Freedberg DE, Kim LS, Yang YX. The risks and benefits of 
long-term use of proton pump inhibitors: expert review and 
best practice advice from the American Gastroenterological 
Association. Gastroenterol. 2017;152(4):706–15. 

Gisev N, Hartikainen S, Chen TF, Korhonen M, Bell 
JS. Mortality associated with benzodiazepines and 
benzodiazepine-related drugs among community-dwelling 
older people in Finland: A population-based retrospective 
cohort study. Can J Psychiatry. 2011;56(6):377–81. 

Gonçalves LHT, Alvarez AM, Sena ELS, Santa LWS, Vicente 
FR. Profile of the family caregiver for frail/sick elderly in the 
sociocultural context of Florianópolis, SC. Texto Contexto 
Enferm. 2006;15(4):570–7.

Grina D, Briedis V. The use of potentially inappropriate 
medications among the Lithuanian elderly according to 
Beers and EU(7)-PIM list - a nationwide cross-sectional 
study on reimbursement claims data. J Clin Pharm Ther. 
2017;42(2):195–200. 

Gurwitz JH. Polypharmacy: a new paradigm for quality drug 
therapy in the elderly? Arch Intern Med. 2004;164:1957–9. 

Hajjar ER, Cafiero AC, Hanlon JT. Polypharmacy in elderly 
patients. Am J Geriatr Pharmacother. 2007;5(4):345–51. 

Hanlon JT, Semla TP, Schmader KE. Alternative medications 
for medications included in the use of high-risk medications 
in the elderly and potentially harmful drug–disease 
interactions in the elderly quality measures. J Am Geriatr 
Soc. 2015;63(13):8–18. 

Hartholt KA, Lee R, Burns ER, Van Beek EF. Mortality 
from falls among US adults aged 75 years of older, 2000-
2016. JAMA. 2019;321(21):2131-3.

Huang AR, Mallet L, Rochefort CM, Eguale T, Buckeridge 
DL, Tamblyn R. Medication-related falls in the elderly: 
Causative factors and preventive strategies. Drugs Aging. 
2012;29(5):359–76. 

IBGE. Síntese de indicadores sociais - uma análise das 
condições de vida da população brasileira. estudo e pesquisa 
- informação demográfica e socioeconômica. Rio de Janeiro 
(RJ): IBGE, 2013. Available from: http://biblioteca.ibge.gov.
br/visualizacao/livros/liv66777.pdf.

James M, Kumar AB. The risk of long-term use of proton 
pump inhibitors: acritical review. Ther Adv Drug Safe. 
2018;10: 2042098618809927.

Kim GJ, Lee KH, Kim JH. South Korean geriatrics on Beers 
criteria medications at risk of adverse drug events. PLoS 
One. 2018;13(3):1–24. 

Lader M. Benzodiazepine harm: how can it be reduced? Br J 
Clin Pharmacol. 2014;77(2):295–301. 

Maurício VMDO, Mendonça S AM, Nascimento MMG, 
Ramalho de Oliveira D. Potentially inappropriate medication 
use among Brazilian elderly in a medication management 
program. J Basic Appl Pharm Sci. 2016;37(1):1–8. 

Moriarty F, Bennett K, Fahey T, Kenny RA, Cahir C. 
Longitudinal prevalence of potentially inappropriate 
medicines and potential prescribing omissions in a cohort 
of community-dwelling older people. Eur J Clin Pharmacol. 
2015;71(4):473–82. 

Motter FR, Fritzen JS, Hilmer SN, Paniz ÉV, Paniz VMV. 
Potentially inappropriate medication in the elderly: a 
systematic review of validated explicit criteria. Eur J Clin 
Pharmacol. 2018;74(6):679-700.

Nascimento MMG, Lima-Costa MF, Loyola Filho A. 
Potentially inappropriate medication use among brazilian 
elderly: a population-based pharmacoepidemiological study. 
Lat Am J Pharm. 2016;35(4):659–66. 

Nascimento MMG, Mambrini JVM, Lima-Costa MF, 
Firmo JOA, Peixoto SWV, de Loyola Filho AI. Potentially 
inappropriate medications: predictor for mortality in a cohort 
of community-dwelling older adults. Eur J Clin Pharmacol. 
2017;73(5):615–21. 

Nishtala PS, Bagge ML, Campbell AJ, Tordoff JM. Potentially 
inappropriate medicines in a cohort of community-dwelling 
older people in New Zealand. Geriatr Gerontol Int. 
2014;14(1):89–93.

Novaes PH, Cruz DT, Lucchetti ALG, Leite ICG, Lucchetti 
G. Comparison of four criteria for potentially inappropriate 
medications in Brazilian community-dwelling older adults. 
Geriatr Gerontol Int. 2017;17(10):1628-35. 

O’Mahony D, Gallagher P, Ryan C, Byrne S, Hamilton H, 
Barry P, et al. STOPP & START criteria: a new approach 
to detecting potentially inappropriate prescribing in old age. 
Eur Geriatr Med. 2010;1(1):45–51.

Patel R, Zhu L, Sohal D, Lenkova E, Koshki N, Woelfel J, et 
al. Use of 2015 Beers criteria medications by older medicare 
beneficiaries. Am Soc Consult Pharm. 2018;33(1):48–54. 

Paterniti S, Dufouil C, Alperovitch A. Long-term 
benzodiazepine use and cognitive decline in the elderly: 
the epidemiology of vascular aging study. J Clin 
Psychopharmacol. 2002;22(3):285–93. 

Pezeshkian S, Conway SE. Proton  Pump  Inhibitor Use in 
Older Adults: Long-Term Risks and Steps for Deprescribing. 
Consult Pharm. 2018;33(9):497-503.

Pottie K, Thompson W, Davies S, Grenier J, Sadowski CA, 
Welch V, et al. Deprescribing benzodiazepine receptor 
agonists. Can Fam Physician. 2018;64(5):339-51. 



Potentially inappropriate medication use in a comprehensive therapy management service: clinical outcomes and interventions

Braz. J. Pharm. Sci. 2022;58: e19191	 Page 11/11

This is an open-access article distributed under the terms of the Creative Commons Attribution License. 

Price SD, Holman CDAJ, Sanfilippo FM, Emery JD. 
Association between potentially inappropriate medications 
from the Beers criteria and the risk of unplanned 
hospitalization in elderly patients. Ann Pharmacother. 
2014;48(1):6–16. 

Savarino V, Dulbecco P, Bortoli N, Ottonello A, Savarino E. 
The appropriate use of proton pump inhibitors (PPIs): need 
for a reappraisal. Eur J Intern Med. 2017;37:19–24.

Schmidt MI, Duncan BB, Silva GA, Menezes AM, Monteiro 
CA, Barreto SM, et al. Chronic non-communicable 
diseases in Brazil: burden and current challenges. Lancet. 
2011;377(9781):1949–61. 

Seppala LJ, Wemelink AMAT, De Vries M, Proegmakers 
KJ, Van de Glind EMM, Daams JG, et al. Fall-risk-
increasing drugs: a systematic review and meta-analysis: II. 
Psychotropics. J Am Med Dir Assoc. 2018 Apr;19(4):371.e11-
371.e17.

Skaar DD, O’Connor HL. Using the Beers criteria to identify 
potentially inappropriate medication use by older adult 
dental patients. J Am Dent Assoc. 2017;148(5):298–307. 

Spanemberg L, Nogueira EL, Belem da Silva CT, Dargél 
AA, Menezes FS, Neto AC. High prevalence and prescription 
of benzodiazepines for elderly: data from psychiatric 
consultation to patients from an emergency room of a general 
hospital. Gen Hosp Psychiatry. 2011;33(1):45–50. 

Varallo FR, Oliveira FM, Mastroianni PC. Safety assessment 
of essential medicines for elderly people: A bibliographic 
survey. Braz J Pharm Sci. 2014; 50(2):269-84.

Vasconcelos AMN, Gomes MMF. Demographic transition: 
the Brazilian experience. Epidemiol Serv Saúde. 
2012;21(4):539–48. 

Veras R, Xavier F. E. Population aging today: demands, 
challenges and innovations. Rev Saúde Pública. 
2009;43(33):548–54. 

Viswanathan M, Kahwati LC, Golin CE, Blalock SJ, Coker-
Schwimmer E, Posey R, et al. Medication therapy management 
interventions in outpatient settings. a systematic review and 
meta-analysis. Am Med Assoc. 2015;175(1):76–87. 

Wennberg AM, Canham SL, Smith MT, Spira AP. 
Optimizing sleep in older adults: treating insomnia. 
Maturitas. 2013;76(3):247–52. 

Received for publication on 18th February 2018
Accepted for publication on 12th August 2019


