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Abstract

Introduction: More than half of the elderly population is affected by polypharmacy, which is associated
with various known risks, and deprescribing is only recently starting to emerge as an important
component of primary care. The goal of this study is to explore whether and how General Practitioners
(GPs) in Portugal deprescribe in the elderly, multimorbid and polymedicated population, and to identify
which factors most influence this decision.

Methods: An online survey was shared with Portuguese GPs, including 3 case vignettes of
polymedicated elderly patients with increasing levels of dependency and history of cardiovascular
disease (CVD). We compared the percentages of GPs who would deprescribe for each case and
evaluated the influence of the CVD history and level of dependency on the decision to deprescribe,
using McNemar and Cochran tests. Finally, an open-ended question was included to assess which
factors most influence GPs’ decision to deprescribe in clinical practice.

Results: Of the 285 GPs who responded, 28.8% were men and the mean age was approximately 43
years (SD 12.75). While the level of dependency directly influenced the deprescription of all medications
(p <0.05in every case), a positive history of CVD was associated with less deprescription (only aspirin,
atorvastatin and pantoprazole in all levels of dependency (p < 0.001)). The most commonly referred
barriers to deprescribing were “Patient” (33.3%), “Prescriber Beliefs/Attitude” (19.1%),
“Information/Influencers” and “Resources” (both 13.6%).

Conclusions: Most of the participating Portuguese GPs were willing to deprescribe at least one
medication in elderly multimorbid patients with polypharmacy, especially cardiovascular medication for
primary prevention. The rates of deprescription varied directly with the patient’s level of dependency
and indirectly with CVD risk. Patient related barriers can be the first ones to be addressed in order to

improve deprescription among Portuguese GPs.

Keywords: Deprescribing, Polypharmacy, Multimorbidity, Elderly, General Practitioners.



Resumo

Introducédo: Mais de metade da populagdo idosa é afetada pela polifarmacoterapia, que esta
associada a varios riscos conhecidos, e a desprescri¢do s6 recentemente comegou a surgir como um
componente importante dos cuidados primarios. O objetivo deste estudo é explorar se e como os
Médicos de Familia em Portugal desprescrevem na populacao idosa, multimérbida e polimedicada, e
identificar quais os fatores que mais influenciam esta deciséao.

Métodos: Um inquérito online foi partilhado com Médicos de Familia portugueses, incluindo 3 vinhetas
clinicas de doentes idosos polimedicados, com niveis crescentes de dependéncia e histéria de doenca
cardiovascular (DCV). Comparamos as percentagens de Médicos de Familia que desprescreveram
para cada caso e avalidmos a influéncia da histéria de DCV e nivel de dependéncia na deciséo de
desprescrever, utilizando os testes de McNemar e de Cochran. Finalmente, foi incluida uma pergunta
aberta para avaliar quais os fatores que mais influenciam a decisao de desprescricdo dos Médicos de
Familia na pratica clinica.

Resultados: Dos 285 Médicos de Familia que responderam, 28,8% eram homens e a idade média era
de aproximadamente 43 anos (SD 12,75). Embora o nivel de dependéncia tenha influenciado
diretamente a desprescricao de todos os medicamentos (p < 0,05 em todos os casos), uma histéria
positiva de DCV foi associada a menor desprescricdo (apenas aspirina, atorvastatina e pantoprazol
em todos os niveis de dependéncia (p < 0,001)). As barreiras mais frequentemente referidas a
desprescricao  foram  "Doente" (33,3%), "Crencas/Atitudes do Prescritor" (19,1%),
"Informacao/Influéncias" e "Recursos" (ambos 13,6%).

Conclusées: A maioria dos Médicos de Familia portugueses que participaram no estudo estavam
dispostos a desprescrever pelo menos um medicamento em doentes idosos, multimérbidos e
polimedicados, especialmente medicacdo cardiovascular para prevengdo primaria. As taxas de
desprescri¢éo variaram diretamente com o nivel de dependéncia do paciente e indiretamente com o
risco de DCV. As barreiras relacionadas com o paciente podem ser as primeiras a ser abordadas a fim

de melhorar a desprescri¢do entre os médicos de clinica geral portugueses.

Palavras-chave: Desprescricao, Polifarmacoterapia, Multimorbilidade, Idoso, Médicos de Familia



Introduction

Polypharmacy is defined as the prescription of five or more drugs, some authors also considering it the
use of more medications than are medically necessary.! This number of drugs can easily be reached
by following the clinical practice guidelines of single conditions in patients with multimorbidity, which
affects 55-98% of the elderly population.2 Therefore, polypharmacy is particularly important towards the
end of life, as patients “accumulate” medications to treat and prevent multiple diseases,? being linked
to an increased risk of falls, fractures, hospitalization, physical and cognitive impairment,* 5 as well as
increased healthcare costs for both the patient and the healthcare system.6 Although some studies
found an association with increased mortality,” it remains unclear whether polypharmacy is a marker

for poor health outcomes or an independent risk factor for mortality.8

There is little doubt that polypharmacy increases the risks of adverse drug reactions (ADR), medication
errors, medication burden and reduced medication adherence.® Older patients are particularly
vulnerable to these effects, due to age-associated changes in pharmacokinetics and
pharmacodynamics,© a “drug-ageing paradox”, where older people, who are at higher risk of disease,

are the ones where medications have smaller beneficial effects and a greater risk of ADR.®

Approximately one in five prescriptions to elderly persons in primary care is inappropriate 1! and the
single most important predictor of inappropriate prescribing is the number of prescribed drugs.'2
Potentially inappropriate medications (PIM) include drugs without a clear indication, ineffective drugs
and drugs that represent therapeutic duplication.” In the elderly population, it is also common to find
“prescribing cascades”, which are prescriptions of additional medication to treat an adverse drug event
misinterpreted as a new medical condition.3

As inappropriate medications are, by definition, exposing the patient to unnecessary risks, effective
methods to reduce their use are required.4 There are tools that help identify PIM use, which include
the Beers, STOPP (screening tool of older people’s prescriptions), and START (screening tool to alert
to right treatment) criteria, and the Medication Appropriateness Index.'s However, these tools focus on
either educating prescribers about appropriate use of medication or on identification of PIMs, but

provide almost no guidance on how to proceed after the PIM has been identified.14

Deprescribing is the “process of withdrawal of an inappropriate medication, supervised by a healthcare
professional with the goal of managing polypharmacy and improving outcomes”.1¢ Deprescribing not
only discontinues medications, but also decreases medication dosages, and changes medications to
optimize clinical results, taking into consideration not only the risk associated with individual drugs, but
also potential drug-drug interactions.'2

Involving patients in the deprescribing process can improve patients’ knowledge, satisfaction and the
identification of drug related problems,!” which is why an individualized approach is crucial for a
successful and sustainable deprescribing.'® General Practitioners (GPs) are ideally positioned to
facilitate deprescribing because of their established relationship with the patient, which provides trust

and supports shared decision making.19. 20



A 2016 meta-analysis on the feasibility and effect of deprescribing in older adults concluded that patient-
specific deprescribing may improve longevity and is often achieved without adverse changes in quality
of life or health outcomes.2! This is supported by a 2019 systematic review of 10 studies investigating
the deprescription of at least one medication in older adults, which found that, although deprescribing
may not significantly improve quality of life or satisfaction with care, it may also not contribute to

additional emergency department visits and hospitalizations.22

Implementation of deprescribing into clinical practice remains a challenge,2? given the difficulties faced
by both prescriber and patient. GPs report limited consultation time, poor communication between
prescribing physicians and fear of causing disease relapse and drug withdrawal as barriers to
deprescribing.24 Interpretation of deprescribing by the patient as a sign of being given up on, similar to
difficult discussions on life expectancy, are other concerns shown by GPs.25 Also among the highest
ranked barriers, were not only the lack of evidence-based deprescribing guidelines,24 but also the need
to manage and treat multiple conditions based on disease-specific guidelines, whose evidence base is
derived from trials that often exclude elderly, frail and multimorbid patients.26. 27

The goals of this study are to explore whether and how GPs in Portugal deprescribe in the elderly,
multimorbid and polymedicated population, to identify which factors might influence the decision

process, and to raise awareness to the importance and complexity of deprescribing in these patients.

Materials and methods

Participants

An online survey was shared both using a mailing list and internet forums including Portuguese GPs. A
target sample of 377 participants was calculated for a confidence level of 95% (sample size calculator:
http://www.raosoft.com/samplesize.html). The inclusion criteria were being a General Practitioner and
having treated at least 5 multimorbid patients a week in the last year. The approval of the University of

Coimbra, Faculty of Medicine’s Ethics Committee for this study was obtained.

Online Survey

Before participants could assess the online survey content, they had to provide their informed consent.
This survey included 3 components: 1) GP’s characteristics; 2) Three clinical case-vignettes of old,
multimorbid patients with varying degrees of physical and cognitive condition, as well as of third-party
dependency. For each case we added a modifying factor — a positive history of CVD (cardiovascular
disease); 3) Questions about the participant’s perception on the barriers/difficulties of deprescribing in

clinical practice. (See supplementary file I).

For the first component, each GP was asked about age, sex, medical career rank, years of experience
working as a GP, Healthcare Administrative region (ARS) they belong to and type of Family Medicine
Unit they work in. In Portugal there are 3 types of Family Medicine Units according to their organizational
setting: Family Medicine Units type A (USF-A), Family Medicine Units type B (USF-B), with higher levels



of administrative autonomy (with performance related remuneration only on the USF-B), and
Personalized Primary care Units (UCSP). To conclude this first component of que online survey, GPs

were asked to estimate the number of patients they manage each week.

The clinical case-vignettes in the second component were based on the LESS study 28. Vignettes used
on this study were translated to Portuguese and revised by a Portuguese expert in multimorbidity, who
supported their applicability to the Portuguese population (Supplemental Material). All hypothetical
patients were prescribed the same 7 medications: aspirin 100mg daily, atorvastatin 40mg daily,
enalapril 10mg daily, amlodipine 5mg daily, paracetamol 1g TID, tramadol 50mg BID and pantoprazole
20mg daily. For every case-vignette, GPs were asked whether they would deprescribe any medication
and, if so, which one(s).

Finally, GPs were asked to evaluate both the importance of deprescribing in their own list of patients
and their perception about patients’ acceptance to deprescription, using the 5-point Likert scale. A final
open-ended question was used for GPs to freely name the factors they perceive to most influence their

decision to deprescribe in clinical practice.

Statistical analysis

To describe baseline characteristics, proportions, means and standard deviations (SD) were calculated.
The mean number of medications GPs deprescribed was calculated and, to assess variation in decision
to deprescribe, crude percentages and 95% confidence intervals (Cl) were calculated per case-vignette
and per medication for GPs who would deprescribe. The McNemar’s test was used to compare cases
with positive and negative history of CVD and non-parametric tests were used to compare cases with
low, medium and high levels of dependency for activities of daily living (Cochran Q for case-vignettes
analysis and Friedman’s two-way analysis for each medication). Finally, the Likert-scale responses in
the third component of the survey were reported as percentages and the responses to the final open-

ended question were analysed and coded based on thematic analysis.

The themes and subthemes that were used for the qualitative analysis were those defined by Anderson
et. al in the systematic review of prescriber barriers and enablers to minimising potentially inappropriate
medications in adults25. The four main themes are: Awareness (prescriber’s level of insight into the
appropriateness of his/her prescribing); Inertia (failure to act, despite awareness that prescribing is
potentially inappropriate), Self-efficacy (factors that influence a prescriber’s belief and confidence in his
or her ability to address PIM use); and Feasibility (factors, external to the prescriber, which determine
the ease or likelihood of change). “Inertia” is divided into prescriber’s “beliefs/attitudes” towards
deprescribing, like fear of unknown negative consequences, or belief that drugs appear to work with
few adverse events; and “behavior”, when there is devolvement of responsibility to another party to
make the decision to deprescribe. “Self-Efficacy” involves “Knowledge/skill deficits”, including difficulty
in balancing benefits and harms of therapy, recognizing adverse drug events, and/or establishing clear
diagnoses/indications for medicines; and “Information/Influencers”, which incorporates difficulty

obtaining the patient’'s complete clinical picture, pressure to comply with recommendations from



guidelines and other specialist and lack of evidence for deprescribing. Finally, “Feasibility” includes
resistance from the “Patient”; lack of “Resources”, like time or reimbursement; “Work practice”,
particularly absence of scheduled medication reviews; the “Medical culture” of respecting other
prescribers’ autonomy and hierarchy; “Health beliefs and culture”, especially the idea that prescribing

validates iliness; and lastly “Regulatory”, which refers to a guideline-based quality measurement.

The software SPSSv27® was used for quantitative analysis and MAX-QDA® for qualitative.

Results

GP characteristics

Of the 285 GPs that responded: 82 (28.8%) were men; mean age was approximately 43 years (SD
12.75); and 86% were specialists (Table 1). The majority of participants belonged to ARS Norte (35.4%),
followed by ARS Centro (29.8%) and ARS Lisboa e Vale do Tejo (27.4%). Almost half of GPs worked
in a USF-B (46%). The mean years of experience working as a GP was 16.05 (SD 12.95) and the

average number of consultations per week was 118 (SD 55), including teleconsultations.

Table 1. Baseline characteristic of GPs that participated in the study.

Baseline characteristics (n=285)

Age, years (SD)

42.85 (12.747)

Female, n (%) 203 (71.2)
Medical career, n (%)

O Intern 40 (14)

0 Specialist 245 (86)
ARS, n (%)

0 Acores 2(0.7)

0 Alentejo 7 (2.5)

0 Algarve 8(2.8)

o Centro 85 (29.8)

0 Lisboa e vale do tejo 78 (27.4)

0 Madeira 4(1.4)

0 Norte 101 (35.4)
Family medicine unit, n (%)

0 USF-A 90 (31.6)

0 USF-B 131 (46)

0 UCSP 64 (22.5)

Experience as GP, years (SD)

16.05 (12.953)

Number of consultations on average per week
(in person and remotely), n (%)

117.66 (55.074)

Case-vignette analyses

In the case-vignettes without CVD history, approximately 95-98% of the participating GPs reported they
would deprescribe at least one medication for all three levels of dependency (Table 2). On average,
they would deprescribe 2.6 to 3.6 of the possible seven medications. In the cases with CVD history, a
lower proportion of GPs would deprescribe at least one medication, which increased for higher levels
of dependency (around 75-90%). The average of medications’ deprescription in these cases was 1.3

to 2.5 medications. The history of CVD was confirmed to influence the decision to deprescribe in each
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case (p < 0.001), with a significantly lower proportion of GPs deprescribing in patients with a recent
history of myocardial infarctation (Table 2). For patients with a history of CVD, the level of dependency
significantly influenced the decision to deprescribe (p < 0.001). However, there was no significant
variation in the decision to deprescribe in patients without CVD history with varying levels of

dependency (p =0.113).

Table 2. Comparison of percentages of GPs reporting to deprescribe sorted by level of dependency
and history of CVD.

History of CVD
Level of dependency No Yes P-value’
% of GPs (mean? + SD) % of GPs (mean?3+ SD)
Low (Case 1) 96.8% (2.64 +1.13) 75.1% (1.35 = 1.05) <0.001
Medium (Case 2) 95.4% (2.90 + 1.24) 81.4% (1.64 + 1.14) <0.001
High (Case 3) 97.9% (3.62 + 1.35) 90.2% (2.52 + 1.52) < 0.001
Cochran Q (p-value)? 4.353 (0.113) 44.413 (< 0.001)

1P-value from McNemar’s test comparing percentages of GPs deciding to deprescribe by CVD; 2Cochran test
comparing percentages of GPs deciding to deprescribe by each level of dependency; 3Mean number of

deprescribed medications in each case

Table 3 shows the percentage of GPs who would deprescribe each medication depending on the history
of CVD and level of dependency. In the case-vignettes without history of CVD, the most deprescribed
medications were aspirin and pantoprazole, followed by pain medication (paracetamol and tramadol).
Atorvastatin was also frequently deprescribed in patients with medium to high levels of dependency.
Comparatively, in the case-vignettes with history of CVD, the most deprescribed medications were
identical (pantoprazole, paracetamol and tramadol), with the exception of aspirin. The least

deprescribed medications in these patients were anti-hypertensive agents like enalapril and amlodipine.

Overall, a positive history of CVD was associated with less deprescription of cardiovascular
preventative medication like aspirin and atorvastatin, as well as of pantoprazole, for all levels of
dependency (p <0.001). This factor had, however, no influence on the deprescription of pain medication
(p > 0.05 in every case) (Table 3). On the other hand, the level of dependency for activities of daily
living influenced the decision to deprescribe every medication. In the case-vignettes with low level of
dependency, the most deprescribed medications, regardless of CVD history, were pain medications
and pantoprazole. In the cases with high levels of dependency, there was a willingness to deprescribe

almost all medications, the least frequent being anti-hypertensive medications (Table 3).
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Table 3. Comparison of crude percentages of general practitioners (GPs) reporting to deprescribe the

medications in the case vignettes, sorted by medication type, history of cardiovascular disease (CVD),

and dependency level (N = 285).

Medication Level of dependency P-
Low (Case 1) Medium (Case 2) High (Case 3) value?
% of GPs (95% Cl) % of GPs (95% Cl) % of GPs (95% Cl)
Aspirin 100mg id
0 No CVD history 84.2% (79.9 t0 88.4) 79.3% (74.6 to 84.0) 87.7% (83.9 t0 91.5) 0.001
0 With CVD history 2.8% (2.7 to 2.9) 7.4% (4.3 t0 10.4) 27.0% (21.9 to 32.2) < 0.001
0 p-value' <0.001 <0.001 < 0.001
Atorvastatin 40mg id
0 No CVD history 21.1% (16.31t0 25.8) 38.2% (32.6 to 43.9) 68.1% (62.7 to 73.5) < 0.001
0  With CVD history 2.1% (0.4 to 3.8) 11.2% (7.5 to 14.9) 38.9% (33.3 to 44.6) < 0.001
p-value! <0.001 <0.001 < 0.001
Enalapril 10mg id
0 No CVD history 2.5% (0.7 t0 4.3) 5.6% (2.9 to 8.3) 11.6% (7.9 to 15.3) < 0.001
0  With CVD history  0.3% (0 to 1.0) 2.8% (0.9t04.7) 9.1% (5.8 to 12.5) < 0.001
0 p-value' 0.031 0.057 0.118
Amlodipine 5mg id
0 No CVD history 2.8% (0.9t04.7) 10.2% (6,7 to 13.7) 22.8% (17.9t0 27.7) < 0.001
0  With CVD history  2.8% (0.9 to 4.7) 8.4% (5.2 to 11.6) 18.6% (14.1t023.1)  <0.001
0 p-value' 1.000 0.267 0.008
Paracetamol 1g 3id
0 No CVD history 38.6% (32.9t0 44.2) 33.0% (27.5 to 38.4) 36.1% (30.6 to 41.7) 0.012
0  With CVD history  37.5% (31.9t0 43.2) 32.6% (27.2 to 38.1) 37.9% (32.3 to 43.5) 0.007
0 p-value' 0.508 1.000 0.180
Tramadol 50mg 2id
0 No CVD history 30.9% (25.5t0 36.2) 40.7% (35.0 to 46.4) 48.8% (43.0 to 54.6) < 0.001
O  With CVD history  28.8% (23.5to 34.0) 38.2% (32.6 to 43.9) 46.3% (40.5 to 52.1) < 0.001
0 p-value' 0.146 0.092 0.118
Pantoprazole 20mg id
0 No CVD history 83.5% (79.2t0 87.8) 82.8% (78.4 to 87.2) 87.0% (83.1 t0 90.9) 0.035
O  With CVD history  61.1% (55.4 t0 66.7) 62.8% (57.2 to 68.4) 73.3% (68.2 to 78.5) < 0.001
o p-value' <0.001 <0.001 < 0.001

1P-value from McNemar’s test comparing percentages of GPs deciding to deprescribe each medication by CVD;

2Friedman’s two-way analysis comparing percentages of GPs deciding to deprescribe each medication by level of

dependency
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Barriers to deprescribing in clinical practice

Most GPs (88.8%) considered the need for deprescribing in their patients to be “Necessary” or “Very
necessary”, but only 34.8% “Agree” or “Strongly agree” that patients would be open to the possibility of

deprescribing (Table 4).

Table 4. Analysis of Likert-scale questions to GPs.

What’s your perception on the need for deprescribing in your patients? n (%)

0 Not necessary 0(0)

0 Rarely necessary 2(0.7)

0 Neutral 30 (10.5)

0 Necessary 112 (39.3)

0 Very necessary 141 (49.5)
In your experience, are the patients open to the possibility of deprescribing? n (%)

0 Strongly disagree 9(3.2)

0 Disagree 80 (28.1)

0 Neutral 97 (34.0)

0 Agree 78 (27.4)

0  Strongly agree 21 (7.4)

The responses to the open-ended question “In your experience, which do you consider to be the main
barriers/difficulties to deprescribing?” were coded according to the themes and subthemes defined by
Anderson et. al 25 and summarized in table 5. From the 285 responses, we obtained 450 codes, which
include 23 (5.1%) non classifiable codes and 5 (1.1%) with no answer. The most commonly referred
barriers were related to “Patient” (33.3%), “Prescriber Beliefs/Attitude” (19.1%),
“Information/Influencers” and “Resources” (both 13.6%). The factors “Prescriber behavior”, “Work
practice” and “Regulatory” were not considered to be barriers to deprescribing by the participating GPs.
One of the barriers included in the theme “Information/Influencers”, was the fact that “another doctor in
the past told the patient to take the medication forever”, given that it was imposed by other healthcare
professionals. Mentioned by 34 GPs (7.56%), this is a barrier that influences deprescription on the
patient level as well, who becomes resistant to cease a medication they were told they needed until
they died. It was, however, not included in the “Patient” category so as to not overestimate its
importance. Another multilevel factor that was mentioned 24 times (5,33%) was the “wrong perception
of disinvestment of the patient”. Although few GPs considered they had patients who felt disinvested
on when faced with the possibility of deprescribing, most of the GPs only feared this reaction. For this
reason, this factor was only included in the “Prescriber beliefs/attitude” category and was not considered

to be a barrier of the patient.
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Table 5. Analysis of the barriers reported by the GPs in the final open-ended question, arranged by

theme25 and with illustrative quotations for each one.

Code System Frequency (%)
Awareness e “The doctor’s sensitivity” 1(0.2%)
* “Fear of negative consequences of deprescribing” 86 (19.1%)
e “Fear of transmitting the idea of disinvestment on the patient”
.‘é‘ Prescriber Beliefs/Attitude e “Doctor’s inertia”
2 e “Fear that new events will be attributed to the deprescription”
- e ‘“Insecurity”
Prescriber Behavior 0(0%)
e “Hard to balance benefits and harms of therapy” 42 (9.3%)
2 Skills’Knowledge gaps e “Lack of training in the area”
3 o “Difficulty understanding indications for medicines”
% e “Another doctor in the past told the patient the medication had to be forever” | 61 (13.6%)
"g" Information/Influencers . :Lack of co.nsenstis between prescribers/too many prescribers”
. Lack of evidence
¢ ‘“Incomplete clinical information”
* “Habit of the patient/psychologic dependency” 150 (33.3%)
« ‘“Difficulty accepting change”
Patient e “Lack of literacy on health”

e “Patients’ beliefs/myths”
e “Fear of aggravating a stable condition”

2 Resources e “Lack of time in a consult, to explain the procedure and monitor the results” 61 (13.6%)
33 e “Excess of patients”
'2 Work Practice 0 (0%)
@ Medical culture e “Respect for prescriptions made by other specialists” 18 (4%)
e “Being a Family Medicine Intern”
e  “Not prescribing is the same as doing nothing” 3(0.7%)
Health beliefs and culture e  “The more medication, the more protected the patient is”
e  “Doctor shopping”
Regulatory 0 (0%)
Non classifiable 23 (5.1%)
No answer 5(1.1%)
Total 450 (100%)
Discussion
Summar

In this study of 285 Portuguese GPs, we analysed GPs’ deprescribing decisions in hypothetical 82-
year-old patients on 7 long-term medications. Approximately 95-98% of GPs would deprescribe at least
one medication in cases with no CVD and around 75-90% in cases with CVD history. A positive history
of CVD was associated with less deprescription of aspirin, atorvastatin and pantoprazole in all levels of
dependency (p < 0.001) but had no influence on the rate of deprescription of pain medication, which
fluctuated between 28% and 48%. On the other hand, patient’s level of dependency for activities of
daily living and cognitive impairment directly influenced the deprescription of all medications (p < 0.05
in every case). The most commonly referred barriers to deprescribing in general were “Patient” (33.3%),

“Prescriber Beliefs/Attitude” (19.1%), “Information/Influencers” and “Resources” (both 13.6%).

Strengths and limitations

Although we aimed to obtain 377 responses from Portuguese GPs, we were only able to collect 287, of

which 2 did not meet the inclusion criterium. Although higher than the number of participants in the
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LESS study28, 285 responses corresponds to a confidence level of 91.05%. Nonetheless, this is the
largest Portuguese study of factors influencing deprescribing habits among general practitioners.

Our sample nearly matches the general Portuguese population of GPs in gender, with a slightly higher
percentage of women (63% vs. 71.2% in our sample), but is fairly younger (mean age 42 years vs.
median age [61-65] years), which raises the possibility of a selection bias and might limit the
generalizability of our results. Because our survey was shared online, we might not have reached the
GPs wo are less connected to the internet, who are perhaps the older GPs. Furthermore, the GPs who
chose to answer the survey might have been more interested in deprescribing than the general
population of Portuguese GPs. They could have also been encouraged to deprescribe given the aim
and hypothetical nature of the study. However, the anonymous nature of the survey and the interest in
the greatest possible accuracy of the results, may have minimized this social desirability bias.

Another limitation of this study is the simplicity of the case-vignettes, for the reasons already mentioned
in the original study.28 In particular, is the fact that the patients take no medications that cause
dependency nor that pose a risk when deprescribed. One important example of such medications are
benzodiazepines, which, according to the Annual Report of the Portuguese Observatory on Health
Systems, is taken chronically by over 60% of the Portuguese elderly population. Nevertheless, we
chose these case-vignettes, not only because they had already been validated for research, but also
because they closely matched the typical Portuguese elderly patient in terms of chronic health problems
and medication list.2® Furthermore, a study design with case-vignettes ensured that the variance in GPs’
decisions to deprescribe was attributed to no other clinical aspects, besides CVD history and level of

dependency in activities of daily living.

Comparison with existing literature

In line with previous research, our study showed that CVD history influences GPs’ deprescribing
decisions?8, mainly of cardiovascular preventive medication like atorvastatin and aspirin (and
consequently pantoprazole). Comparatively to the study of 31 countries30, we found higher rates of
deprescription of aspirin for primary prevention (cases with no CVD history). This decision is supported
by recent findings that suggest that use of aspirin for primary prevention in elderly patients is associated
with higher all-cause mortality3' and does not lower the risk of major cardiovascular events when CVD
risk is low.32 On the other hand, we found that Portuguese GPs had a tendency to deprescribe less
atorvastatin in patients with no CVD history than other studies?s. 30. 33, especially in cases with low to
medium levels of dependency. This might be explained by the fact that the Beers and STOPP criteria
do not consider lipid-lowering medications as inappropriate. The 2019 European Society of Cardiology
(ESC) guidelines for treatment of dyslipidemia also recommend the use of statins in the elderly with few
restrictions34, even though studies have shown increased risk of adverse effects from statins among
patients with limited life expectancy.3% Stopping statin therapy has already been found to be safe and
to improve quality of life, however, statins are still the most frequently used inappropriate preventive

medication in patients with limited life expectancy.36
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Consistent with the previous findings?0. 37, deprescription of enalapril and amlodipine (antihypertensive
medication) was uncommon, although significantly increased with the level of dependency. Sussman
et. al had also found that only few older patients whose treatment resulted in very low levels of blood
pressure underwent deintensification of therapy, which was considered a “lost opportunity to reduce
overtreatment”.38 |t is still not clear if lowering systolic blood pressure in multimorbid and frail patients
does in fact lead to better outcomes3?, but a 2016 meta-analysis found that a higher systolic blood
pressure reduced the risk of mortality in frail patients aged over 70.3° Safe deprescription of
antihypertensive medication can therefore only be achieved with close monitoring of blood pressure
levels, which can be hard to accomplish in primary care, especially in elderly patients with low
healthcare access. In addition to this, the reliability of a single blood pressure measurement in a

consultation setting might not be enough for a physician to risk undertreatment of hypertension.38

Overall, it is clear from our results that the deprescription of cardiovascular preventive medications
increased with higher levels of cognitive impairment and dependency for activities of daily living, which
dovetails with the results from previous case-vignette based research.30. 40 This could also support the
idea that use of chronic preventive medications in general should be reconsidered for patients whose
life expectancy is limited.35

Considering that Portuguese elderly are particularly fragile4!, a focus on symptomatic relief is likely to
be of greatest value in this context.® This might explain why our findings show a lower rate of
deprescription of pain medication, in particular tramadol, in comparison with the original study.3° It could
be argued that the use of opioids in the elderly might not be appropriate, given the risk of adverse drug
events, like constipation, cognitive decline and delirium (mentioned in the Beers and STOPP criteria).
However, it is also true that multiple negative outcomes, like functional impairment, falls, slow
rehabilitation, and mood changes (depression and anxiety), can stem from persistent pain or its
inadequate treatment.42 Worth noting is the fact that patients with moderate-to-severe cognitive
impairment have been shown to be especially vulnerable to inadequate pain control.#3 This is because
pain has a subjective nature and is therefore normally assessed through patient self-reports, which are
evidently compromised in this kind of patients. Even so, our findings show that deprescription of pain
medication increased directly with cognitive impairment and level of dependency, which highlights the
tension that still exists between avoiding the risks of medications and providing access to therapies that
have a beneficial effect on quality of life.2”

The prescription of pantoprazole in this case was associated with the chronic intake of aspirin, however
the rates of deprescription of this medication in patients with CVD history remained high, despite aspirin
almost not being deprescribed. These rates were higher than those reported in other countriess® and
could be related to the release of new therapeutic recommendations by Infarmed in 2017, which shed
light on the risks associated with long-term use of proton pump inhibitors (PPI) and provided
recommendations on how to deprescribe them.4 A recent meta-analysis found that the evidence
supporting co-administration of PPIs in users of low dose aspirin with low hemorrhagic risk is rather

weak and that its benefits might not outweigh potential harms.45 It has also been shown that the
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achlorhydric environment provided by PPIls does not protect against aspirin-induced ulcers.#¢ In fact,
the 2021 ESC guidelines on cardiovascular disease prevention only recommend the use of PPls in
patients at high risk of gastrointestinal bleeding.4”

We found that, according to Portuguese GPs, the patients are the main barriers to deprescribing,
probably because they are t0o used to taking certain medications and believe that their stable condition
is dependent on the number of medications they take. It is understandably hard for patients to accept
that when they become older and sicker, they need less medications than before. This is further
aggravated by the fact that other doctors frequently tell patients that certain medications must be taken
forever. The patients’ lack of literacy in health highlights the importance of a patient-centered approach
to deprescribing.24 48 Only when patients are well informed on the benefits and risks of medications,
namely considering their age, and are included in the decision-making process, can deprescribing be
more successful and sustainable.18. 21, 49 |deally, patients should be informed of the likely duration of
treatment and the need for regular review of its appropriateness, right when a medication is first
prescribed.?. 50 That being said, time constraints, mentioned by 13.6% of GPs, clearly limit the feasibility
of this approach.15. 24

The second most reported barrier to deprescribing was the prescriber’s own beliefs, namely fear of
negative consequences of deprescribing, which aligns with the findings of previous studies.19.2451 The
fear that the patient would interpret deprescribing as a sign of being given up on was also mentioned
in various other studies?3. 51. 52, but was proven to be unfounded by a 2019 study of Swiss patients,
where no patient felt devalued as a consequence of the deprescribing offer.23 Although Swiss and
Portuguese populations are different, this is a sign that patients could be more open to the idea of
deprescribing that previously assumed. Clinical inertia, whereby the clinician is aware of the potential
harmful effects of medications but chooses not to act on this knowledge25, was also repeatedly reported
by Portuguese GPs. The belief that the patient is unlikely to come to harm by continuing the medication,
emphasizes the need for more robust evidence on the benefits of deprescribings3, as well as for clear
guidelines on how medications should be deprescribed in elderly patients.?. 26 Lack of actual training in
the area was also identified as a barrier to deprescribing. Even more so than guidelines, experience is
the key to recognizing when a specific medication is starting to be more harmful than beneficial in a
particular patient.

Finally, it is important to underline the need for better communication between healthcare professionals,
in particular between GPs and other specialist physicians. In the same way that other specialists are
potentially more informed about treatment guidelines of specific diseases, GPs have a clearer and more
holistic view of the patient. It is undoubtedly important to maintain the prescriptions made by other

healthcare professionals, but it should never be more important that the principle of doing no harm.
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Implications for research and practice

We suggest researchers explore clinical cases with medication lists including antidepressants,
anxiolytics and sedative hypnotics, frequently used by Portuguese patients. It would also be very

interesting to analyse the barriers to deprescribing in Portugal, but from the patients’ point of view.

Conclusion

With this study, we showed that Portuguese GPs are conscious of the need to deprescribe in elderly
multimorbid patients and are willing to do so in clinical practice. We also presented the main barriers to
deprescribing experienced by Portuguese GPs, which will hopefully contribute to the development of

tools to overcome these difficulties.
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Supplementary file | — Online Survey

0) Consentimento informado

Caro Colega,

Este questionério destina-se a realizagéo de um estudo no &mbito da Tese de Mestrado da Faculdade de Medicina
da Universidade de Coimbra, que tem como objetivo perceber quais os fatores que influenciam a decisdo de

desprescricéo dos Médicos de Familia em Portugal.

Este esta dividido em 3 partes:
A. Caracteristicas do Médico de Familia e frequéncia com que desprescreve no doente polimedicado
B. trés vinhetas clinicas de doentes idosos com multimorbilidade e polimedicados, com introdugcdo de um
fator modificador — histéria de evento cardiovascular nos Gltimos 3 anos.
C. Questdes sobre a percegao do participante quanto as barreiras/dificuldades na desprescricéo na pratica

clinica

Solicito assim a sua participagdo no preenchimento deste questionario, com uma duragdo total de

aproximadamente 25 minutos. Por favor, leia atentamente e responda a todas as questdes de forma honesta.

A participag@o nesta investigagdo tem um caracter voluntario, pelo que pode negéa-la ou decidir interromper o
preenchimento do questionario, a qualquer momento, se assim o entender. Todos os dados recolhidos sdo
anoénimos, confidenciais e servirdao exclusivamente para fins de investigagéo cientifica. Ao submeter a sua

resposta esta a autorizar a recolha e tratamento de dados para os fins visados por esta investigacao.

Se pretender algum esclarecimento sobre este estudo, por favor ndo hesite em contactar-me pelo e-mail:

gabimcesilva97 @gmail.com

o Declaro ter lido e compreendido este documento e aceito participar neste estudo e permito a utilizagéo
dos dados que de forma voluntaria fornego, confiando em que apenas serdo utilizados para esta

investigacao e nas garantias de confidencialidade e anonimato que me séo dadas pela investigadora.

A) Informacao base
1. Idade
Sexo (Feminino / Masculino)
Grau de carreira médica (Interno/Especialista)
ARS

P 0D

ARS Norte

ARS Centro

ARS Lisboa e Vale do Tejo
ARS Alentejo

ARS Algarve

®© o o0 T o
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f.  ARS Acgores
g. ARS Madeira
5. Unidade Funcional

a. USF-A
b. USF-B
c. UCSP

n° de anos de pratica
Quantos doentes vé em média em consulta por semana? (presencial e ndo presencial)
Viu pelo menos 5 pessoas por semana com multimorbilidade no tltimo ano?

a. Sim

b. N&o (critério de exclusao deste estudo)

B) Vinhetas Clinicas
Vamos apresentar-lhe 3 vinhetas clinicas de doentes semelhantes: todos apresentam a mesma idade,
comorbilidades e medicagéo habitual. Em cada caso sera apenas alterada a condigao fisica e cognitiva e o grau

de dependéncia de terceiros.

Caso 1

Paciente 1, 82 anos de idade:

Histéria social: carpinteiro reformado, vive sozinho com a mulher em casa. Prepara a sua medicagao
independentemente, vai ao supermercado e faz alguns trabalhos em casa e no jardim. O casal ndo necessita de
qualquer ajuda de terceiros.

Saude geral: boa condicéo fisica e cognitiva. MMSE 28/30

Antecedentes pessoais: Lombalgia cronica, hipertenséo arterial; ndao fumador, sem histéria de eventos
cardiovasculares e sem histéria familiar de doenca cardiovascular.

Valores laboratoriais: Dislipidémia (c-LDL 146,9 mg/dl); Fungbes renal e hepéatica normais tendo em conta a
idade do doente, hemograma sem alteracdes. As Ultimas tenses arteriais sistolicas medidas oscilaram entre 130

a 140mmHg.

Medicacao diaria:
e Aspirina 100mg id
e Atorvastatina 40mg id
e Enalapril 10mg id
e  Amlodipina 5mg id
e Paracetamol 1g 3id
e Tramadol 50mg 2id
e Pantoprazol 20mg id

Neste caso clinico, considere o doente:
e com boa condicao fisica
e totalmente independente
e sem défice cognitivo

e com baixo risco de eventos cardiovasculares
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1. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
2. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id

o Amlodipina 5mg id

o Paracetamol 1g 3id

o Tramadol 50mg 2id

o Pantoprazol 20mg id

Considere agora que o Paciente 1 teve um enfarte agudo do miocardio ha 3 anos.

3. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
4. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id

o Amlodipina 5mg id

o Paracetamol 1g 3id

o Tramadol 50mg 2id

o Pantoprazol 20mg id

Caso 2

Considere agora o Paciente 2, que difere unicamente do Paciente 1 nos seguintes aspetos:

Histéria social: Vive também sozinho com a mulher, que tem boa condigéo fisica e cognitiva. No entanto, esta a
tornar-se cada vez mais dependente; as tarefas da casa sao feitas pela sua mulher; necessita de ajuda de terceiros
para higiene pessoal, para se vestir e despir e para preparar a sua medicagéo.

Saude geral: ritmo da marcha tendo vindo a diminuir significativamente ao longo dos anos, instavel em

ortostatismo. Esquecimento e défice de atengéo crescentes nos ultimos meses. MMSE 22/30.

Considere por isso este doente:
e com capacidade fisica reduzida
e cada vez mais dependente nas atividades de vida diarias
e com défice cognitivo moderado

e com baixo risco de eventos cardiovasculares

5. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
6. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id
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o Amlodipina 5mg id
o Paracetamol 1g 3id
o Tramadol 50mg 2id
o Pantoprazol 20mg id

Considere agora que o Paciente 2 teve um enfarte agudo do miocardio ha 3 anos.

7. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
8. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id

o Amlodipina 5mg id

o Paracetamol 1g 3id

o Tramadol 50mg 2id

o Pantoprazol 20mg id

Caso 3

Considere por fim o Paciente 3, que difere dos anteriores nos seguintes aspetos:

Histéria social: Vive com a sua mulher num lar de idosos.

Saude geral: Caminha muito pouco, com auxilio de um andarilho. Necessite de apoio diario para higiene pessoal
e para se vestir e despir. Desorientado no tempo e no espaco. Perda ponderal involuntéria de 8kg nos Ultimos 2
meses. MMSE 12/30

Considere por isso este doente:
e com capacidade fisica muito reduzida
e completamente dependente nas atividades de vida diarias
e com défice cognitivo grave

e com baixo risco de eventos cardiovasculares

9. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
10. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id

o Amlodipina 5mg id

o Paracetamol 1g 3id

o Tramadol 50mg 2id

o Pantoprazol 20mg id

Considere agora que o Paciente 3 teve um enfarte agudo do miocardio ha 3 anos.
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11. Desprescreveria ou reduziria a dose de um/varios medicamento(s)? Sim/Nao
12. Qual medicamento desprescreveria ou reduziria?

o Aspirina 100mg id

o Atorvastatina 40mg id

o Enalapril 10mg id

o Amlodipina 5mg id

o Paracetamol 1g 3id

o Tramadol 50mg 2id

o Pantoprazol 20mg id

C) Barreiras a desprescricao

1. Qual a sua percegao sobre a necessidade de desprescri¢gao nos seus doentes?

a. Nada necessario / Pouco necessario / Neutro / Necessario / Muito necessario

2. Tendo em conta a sua experiéncia, os doentes mostram-se recetivos a possibilidade de desprescricao?

a. Discordo totalmente/ Discordo / Nao concordo nem discordo / Concordo / Concordo totalmente

3. Tendo em conta a sua experiéncia, quais considera serem as principais barreiras/dificuldades a

desprescricao?
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