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Purpose: Hypertension is a common comorbidity among type 2 diabetes mellitus (T2DM) patients, which increases the risk of 
cardiovascular diseases. Despite the proven benefit of angiotensin-converting enzyme inhibitors (ACEIs) and angiotensin receptor 
blockers (ARBs) in this population, poor medication adherence is prevalent, resulting in higher complications and mortality rate. 
Motivational interviewing (MoI) has demonstrated effectiveness in improving medication adherence and identifying barriers. This 
study aimed to assess and identify patient-reported barriers to adherence to ACEI/ARB from an MoI telephonic intervention conducted 
by student pharmacist interns.
Patients and Methods: This retrospective study was conducted within an MoI intervention customized by past ACEI/ARB 
adherence trajectories for nonadherent patients with T2DM and hypertension enrolled in a Medicare Advantage Plan. Adherence 
barriers were extracted from the interviewers’ notes by two independent researchers. Descriptive analysis was performed to summarize 
the overall frequency of barriers as well as across trajectory groups, identified from the initial and follow-up calls.
Results: In total, 247 patients received the initial MoI call from which 41% did not communicate any barrier for ACEI/ARB use 
despite having low adherence. About 59% of the patients reported at least one barrier during the initial call. The most common barriers 
included forgetfulness, discontinuation by physicians, side effects, multiple comorbidities, polypharmacy, lack of knowledge about 
disease/medication, and cost issues. The follow-up calls helped with uncovering at least one new barrier for 28 patients who previously 
communicated a different issue with their medication during the first call. Additionally, 18 patients with initial denial for having any 
barrier to adherence reported at least one barrier throughout the follow-up calls.
Conclusion: This study summarized patient-reported barriers to ACEI/ARB adherence from an MoI telephonic intervention 
performed among nonadherent patients. Identifying specific barriers for patients may help to further design tailored interventions 
that address the barriers and improve adherence.
Keywords: angiotensin converting enzyme inhibitors, angiotensin receptor blockers, adherence barriers, group-based trajectory 
modeling, motivational interviewing, polypharmacy

Introduction
Hypertension (HTN) is a common comorbid condition with type 2 diabetes mellitus (T2DM). According to a recent 
study on National Health and Nutrition Examination Survey (NHANES) 2017–2018, the prevalence of HTN in T2DM 
patients was ranged from 67.6% to 80.4%.1 HTN is a major, yet modifiable risk factor for cardiovascular disease (CVD) 
among diabetic patients.2 Atherosclerotic CVD—the leading cause of morbidity and mortality in T2DM population— 
includes acute coronary syndrome, myocardial infarction (MI), angina, coronary or other arterial revascularization, 
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stroke, transient ischemic attack, or peripheral arterial disease.2 CVD is the largest contributor to the direct and indirect 
costs of diabetes in the US healthcare system with an estimated $37.3 billion spending in cardiovascular-related 
complications associated with T2DM.3

Controlling blood pressure (BP) with antihypertensive pharmacotherapy is crucial in T2DM patients as it helps reduce 
risks of all-cause mortality, CVD events, heart failure, and microvascular complications.4–8 The American Diabetes 
Association (ADA) recommends angiotensin-converting enzyme inhibitors (ACEIs) and angiotensin receptor blockers 
(ARBs) as one of the first-line drug classes for managing HTN in individuals with diabetes due to their beneficial effects 
in lowering CVD events.3

Medication adherence is defined as “the extent to which a patient’s behavior matches the agreed recommendations from 
a healthcare provider.”9 The link between BP control and adherence to antihypertensive drugs is well established.10–12 

However, poor medication adherence continues to contribute to suboptimal BP control, hence resulting in increased risk for 
CVD, hospitalization, and cost burden, especially among older adults with multiple comorbid conditions.13–18 Proportion of 
days covered (PDC) is frequently used to measure medication adherence in the literature.19 It is also utilized by the Centers 
for Medicare and Medicaid Services (CMS) to measure adherence to ACEI/ARBs as it is one of the Five-Star measures in 
diabetic population. This Five-Star quality rating system is a program developed by CMS to evaluate beneficiaries’ 
experience with their health plan performance.20

Group-based trajectory modeling (GBTM) is increasingly applied in adherence studies using health insurance 
administrative claims data due to its advantages over PDC. Compared to PDC that categorizes patients as adherent 
versus nonadherent with a single value estimate, GBTM illustrates longitudinal patterns of medication adherence.21–23 

Additionally, this method provides clusters of patients with similar medication-taking behavior over time, which could 
help in designing tailored adherence promotion interventions as these patients may share common characteristics and 
underlying barriers.21,24–26

Poor medication adherence is a multifactorial issue in HTN management. Medication costs, treatment regimen 
characteristics, disease conditions, patient–provider relationship, and psychosocial problems have been noted as impor
tant predictors of adherence.27 Understanding patients’ specific barriers to adherence to HTN pharmacotherapy is a 
necessary step in developing tailored interventions to improve adherence. Motivational interviewing (MoI) is an effective 
patient-centered intervention for improving adherence to chronic medications.26,28–30 This method helps patients with 
identifying barriers to adherence and exploring possible solutions through a supportive, collaborative, empathic and 
evocative conversation with a healthcare professional.31

This study aimed to assess and identify barriers to adherence to ACEI/ARB from an MoI telephonic intervention 
conducted by MoI-trained student pharmacist interns among T2DM patients enrolled in a Texas Medicare Advantage 
Plan (MAP).

Materials and Methods
Study Design and Participants
This study was conducted within a previous MoI intervention study, which was customized by past ACEI/ARB 
adherence patterns for nonadherent patients (aged ≥65 years) with comorbid T2DM and HTN enrolled in a MAP. 
Patients were excluded from this study if they had a diagnosis of dementia or had any contraindication for ACEI/ 
ARB use.

The MoI intervention study was designed in two phases as described below.

Phase I: Identifying Adherence Trajectory Patterns
Through the initial phase, a retrospective claims database analysis from a MAP was performed to identify patients with 
similar medication filling behavior patterns for ACEI/ARB using GBTM. The four trajectories identified were adherent, 
rapid decline, gaps in adherence, and gradual decline (Figure 1). Patients were randomly selected for the MoI telephone 
intervention study if they presented any of the 3 lower adherence trajectories. Details of this study and trajectory 
modeling have been published elsewhere.32
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Phase II: MoI Telephone Intervention
This prospective study was designed to contact patients in low adherence trajectory groups with phone-based MoI 
intervention calls during which barriers to adherence to ACEI/ARB medications faced by the patient and potential 
solutions were identified and discussed in a collaborative manner. A total of 250 patients were reached out for the 
intervention group. The intervention consisted of an initial telephone call plus up to five follow-up calls conducted by 
fourth year pharmacy students participating in 6-week rotations at the health plan, who had training in MoI and data 
confidentiality. After each call, the interviewers documented notes from the conversation as well as the barriers discussed 
with the patient in an established Excel sheet. The interviewers could record more than one barrier for each patient within 
a single call. If patients denied having any barrier to ACEI/ARB adherence in a call, it was recorded as “denial of 
barrier.” Post-intervention adherence was measured at months 6 and 12 and compared to the control group to assess 
effectiveness of the MoI intervention. During the initial call, participants were asked for a verbal consent to participate in 
the study using a script in accordance with all IRB requirements. Patients were allowed to leave the study if they no 
longer wanted to participate. Patients in the control group received usual care, which includes receiving a telephone call 
from a pharmacy technician as a refill reminder.

Current Study: Retrospective Assessment of Adherence Barriers
Following the completion of Phase II of the MoI intervention study, the de-identified data and interviewers’ notes from 
the calls were provided to the authors of the current study. The two authors (Z.M. and A.M.) independently reviewed the 
notes and documented adherence barriers identified from each call. If a patient reported the same barrier in a subsequent 
call(s), it was not double counted to avoid inflation of the count of barriers. Evaluations of both reviewers were 
compared, and any discrepancies were resolved by discussing it with a third reviewer (S.A.). The barriers with similar 
themes were collapsed to provide fewer meaningful categories.

Statistical Analysis
Demographic and clinical characteristics of the patients including baseline adherence trajectory groups were summarized 
using mean (SD) or frequency (percentage). Descriptive analysis was performed to summarize the overall frequency of 
the first call barriers as well as across each trajectory groups. Additionally, barriers reported within the initial calls were 
compared with those identified throughout the follow-up calls to determine whether the follow-up conversation helped 
uncover new barriers. All statistical analyses were conducted using SAS 9.4 (SAS Institute, Cary, NC).

Results
Patient Characteristics
A total of 247 patients successfully completed at least one call. Figure 2 describes the number of patients participated in 
the initial and follow-up calls. The baseline demographic and clinical characteristics of the participants are presented in 
Table 1. The mean (SD) age of the patients was 72.06 (9.28) years, and about 60% were female. Majority of the patients 
(89%) were prevalent users of ACEI/ARB medications (were prescribed ACEI/ARB medications prior to the study) and 
49% were low-income subsidy beneficiaries.

Trajectories %
Rapid Decline (RD) 12.6
Adherent 58.5
Gaps in Adherence (GA) 12.2
Gradual Decline (GD) 16.6
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Figure 1 Baseline adherence trajectory groups.
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Initial Calls
After reviewing the notes from the initial calls made to 247 patients, 41% did not communicate any barrier for ACEI/ 
ARB use despite having poor adherence. About 59% of the patients reported at least one barrier including forgetfulness 
(42.6%), discontinuation by physicians (12.9%), side effects (10.3%), multiple comorbidities/polypharmacy (8.4%), lack 
of knowledge about disease/medication (6.5%), cost issues (5.8%), and family issues (4.5%). In the rapid decline 

247 patients received 
the 1st call

177 patients received at 
least one follow-up call

2nd call:
N=177

3rd call:
N=108

4th call:
N=71

5th call:
N=43

6th call:
N=31

Figure 2 Motivational interviewing intervention flowchart.

Table 1 Baseline Demographic of Patients Who Received the Intervention

Variable Intervention, N=247

Age, mean (SD) 72.06 (9.28)

Sex, n (%)

Female 148 (59.92)

Male 99 (40.08)

Health plan, n (%)

Low-income subsidy 122 (49.39)

No subsidy 125 (50.61)

Prescriber specialty, n (%)

General 211 (87.92)

Specialty 29 (12.08)

Refill type, n (%)

≥90 days 219 (88.66)

<90 days 28 (11.34)

Comorbidities

Myocardial Infarction

Yes 4 (1.62)

No 243 (98.38)

(Continued)
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trajectory group, forgetfulness was the most frequent barrier (38.3%) followed by denial of barrier (36.2%), lack of 
knowledge about disease/medication (6.4%), and multiple comorbidities/polypharmacy (6.4%). In the gaps in adherence 
group, denial of barrier was mostly reported (42.5%), followed by forgetfulness (25.5%) and side effects (8.49%). 

Table 1 (Continued). 

Variable Intervention, N=247

End-Stage Renal Disease

Yes 3 (1.21)

No 244 (98.79)

Depression

Yes 31 (12.55)

No 216 (87.45)

Congestive Heart Failure

Yes 26 (10.53)

No 221 (89.47)

Stroke

Yes 10 (4.05)

No 237 (95.95)

Coronary Artery Disease

Yes 65 (26.32)

No 182 (73.68)

Number of Other Medications on Index Date

>2 71 (28.74)

≤2 176 (71.26)

Previous Hospitalization

≥1 27 (10.93)

None 220 (89.07)

Prevalent Users

Yes 219 (88.66)

No 28 (11.34)

Regimen Complexity, Mean (SD) 4.22 (4.28)

CMS Risk Score, Mean (SD) 1.50 (0.99)

Adherence trajectory

Rapid decline, n (%) 47 (19.03)

Gradual decline, n (%) 98 (39.68)

Gaps in adherence, n (%) 102 (41.30)

Abbreviations: CMS, The Centers for Medicare and Medicaid Services; SD, standard deviation.
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Among patients with gradual decline in adherence, denial of barrier (38.5%), forgetfulness (20.2%) and discontinuation 
by physicians (13.5%) were the most prevalent barriers, respectively. The barriers with lower frequencies included 
multiple comorbidities/polypharmacy, lack of knowledge about disease/medication, cost issues, family issues/affected by 
a disaster, physician/pharmacy communication issue, transportation barrier, lack of organization or routine, and physician 
adjusted dose. Table 2 describes the barrier distributions across trajectories.

Follow-Up Calls
Throughout the follow-up calls, 28 patients expressed at least one new barrier, different from the barrier identified from 
the initial call. Moreover, 18 patients who denied having any barrier in the first call communicated at least one barrier 
from the second call (up to the sixth call). The new barriers identified from the follow-up calls are summarized in Table 3 
and mostly included forgetfulness, lack of knowledge about disease/medication, and family issues/affected by a disaster.

Discussion
This retrospective study was nested within a previous MoI intervention project with the aim of identifying patient- 
specific barriers to ACEI/ARB adherence from the phone calls made by student pharmacist interns. Findings revealed 
that about 41% of the patients failed to report any barrier despite having low adherence to ACEI/ARBs. Furthermore, 
forgetfulness was the most frequent barrier in the study population. Studies have shown that HTN patients believe 
forgetfulness and unintentional skipping of doses are important reasons for their nonadherence, particularly in older 
adults.33–38 Also, a previously conducted study among Medicare Advantage Plan members taking statins, oral antidia
betics, ACEIs, and ARBs similarly found forgetfulness and denial as the most common patients’ barriers.39 

Nonadherence has been classified as “intentional” vs “unintentional” in the literature.40 Although forgetfulness is 
considered an underlying cause for “unintentional” nonadherence, it may predict future “intentional” nonadherence as 
research showed forgetfulness could be a proxy for reduced motivation, low belief in the treatment and perceived need 
for the medication.40–44 Therefore, a patient-centered intervention such as MoI would be an effective method to assess 
patients’ beliefs about the medications and address potential reasons for both types of nonadherence.41 Potential solutions 

Table 2 Barriers to ACEI/ARB Adherence Identified from the Initial Call, in Total and Across Trajectories

Barrier Total,  
n (%)

Rapid Decline,  
n (%)

Gaps in Adherence,  
n (%)

Gradual Decline,  
n (%)

Denial of barrier 102 (39.69) 17 (36.17) 45 (42.45) 40 (38.46)

Forgetfulness 66 (25.68) 18 (38.30) 27 (25.47) 21 (20.19)

Discontinued by physician 20 (7.78) 2 (4.26) 4 (3.77) 14 (13.46)

Side effect 16 (6.23) 1 (2.13) 9 (8.49) 6 (5.77)

Multiple Comorbidities/Polypharmacy 13 (5.06) 3 (6.38) 4 (3.77) 6 (5.77)

Lack of Knowledge About Disease/Medication 10 (3.89) 3 (6.38) 2 (1.89) 5 (4.81)

Cost issues 9 (3.50) None 5 (4.72) 4 (3.85)

Family Issues/Affected by a disaster 7 (2.72) 1 (2.13) 2 (1.89) 4 (3.85)

Physician/Pharmacy Communication Issue 5 (1.95) None 3 (2.83) 2 (1.92)

Transportation Barrier 4 (1.56) 1 (2.13) 1 (0.94) 2 (1.92)

Lack of organization or routine 4 (1.56) 1 (2.13) 3 (2.83) None

Physician Adjusted Dose 1 (0.39) None 1 (0.94) None

Note: The percentages were calculated based on column totals. 
Abbreviations: ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker.
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to help patients with forgetfulness include integration of medication-taking into daily routines, using pill boxes and 
organizers, and reminder phone calls from family, friends, or pharmacists.33,36

Another important finding from this study was that about 18% of the patients with initial denial for having any issue 
with their medication communicated at least one barrier and 20% uncovered a different new barrier during the follow-up 
calls. These results highlight the value of MoI-based interventions in improving adherence compared to traditional 
informative approaches, which only provide advice and education to patients above 65 years old with a chronic disease.45 

In fact, one of the key characteristics of MoI interventions that contribute to unraveling medication adherence barriers is 
development of empathy and collaboration between patients and providers and creating a supportive conversation in 
which patients feel more engaged in the process of care and have higher intrinsic motivation towards change instead of 
feeling externally imposed.45 Furthermore, in line with previous studies, results from the current study support the notion 
that a greater number of patient encounters (ie, follow-up calls) during MoI could increase the probability of having an 
impactful intervention.45,46 Although almost all the initial calls were completed before the pandemic, a number of follow- 
up calls were made after the COVID-19 outbreak, which could have had an impact on the barriers and patients’ 
responses.

Despite differences in adherence patterns, similar barriers were reported among the different trajectory groups. Given 
the small sample size, this study was not powered enough to detect significant differences in barriers. However, patients 
with gaps in adherence trajectory reported side effect as a barrier to ACEI/ARB adherence more frequently than the other 
groups. Discussing common adverse effects of ACEI/ARBs and providing potential solutions and educating about 
serious events that need immediate discontinuation may address some of the concerns for such patients. During the 
intervention, patients were encouraged to discuss side effects with their physician and not stopping them on their own as 
switching to a different medication could solve the side effect for patients and prevent from treatment nonadherence.

Although we had less than 10% of the study population reporting physician’s discontinuation of therapy as the reason 
for nonadherence, majority of the cases fell within the gradual decline group. Physician recommended discontinuation 
should not be considered as nonadherence as the patient is following doctor’s order. However, in this study, we were 
unable to verify if the medication was actually discontinued by the physician. Future work should examine the link 
between what patient says and the physician order.

Although about half of the patients had low socioeconomic status in this study, cost issue was not prevalent (less than 
5%). In this Medicare Advantage Plan, patients with limited income and resources were eligible for receiving assistance 

Table 3 New Barriers to ACEI/ARB Adherence Identified from the Follow-Up Calls

Barrier Patients With Different Initial Barrier 
(N=28) n (%)

Patients With Initial Denial 
(N=18) n (%)

Forgetfulness 12 (38.71) 13 (65)

Lack of Knowledge About Disease/ 
Medication

5 (16.13) 2 (10)

Family Issues/Affected by a disaster 5 (16.13) None

Side Effect 3 (9.68) 2 (10)

Medication Cost/Affordability 3 (9.68) None

Physician/Pharmacy 

Communication Issue

2 (6.45) 1 (5)

Multiple Comorbidities/ 

Polypharmacy

1 (3.23) None

Transportation Barrier None 2 (10)

Note: The percentages were calculated based on column totals. 
Abbreviations: ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker.
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to help them with prescription drug costs, which may have explained why cost issues were not a concern for adherence in 
this patient population. Other barriers found in this study were in line with previous findings.28,37–39,47–49

Limitations
Findings of the current study should be interpreted in light of several limitations. First, this study used a small sample of 
patients from a MAP, which limits the generalizability of the barriers to other health insurance plans across different 
regions. Also, the limited sample size did not allow statistical comparisons for the barriers across trajectory groups or the 
number of intervention calls. Second, although the student pharmacist interns were trained to record any barrier identified 
from the calls, they may have been biased towards reporting only barriers from a list created by the investigators before 
the intervention based on the literature. Third, the role of caregivers in assisting patients with their medications and 
addressing barriers was not assessed in this study. Future studies can explore and identify adherence barriers from 
caregivers of older adults and evaluate the effect of interventions solely targeted at caregivers.

Conclusion
This study identified patient-reported barriers to ACEI/ARB adherence among high-risk patients ≥65 years old from an 
MoI telephonic intervention conducted by student pharmacist interns. Using MoI interventions with multiple patient 
encounters may help with uncovering patient-specific barriers and developing a more individualized approach, even in 
nonadherent patients with initial denial for having any issues with their medication. Educating patients on different ways 
to overcome forgetfulness as the main barrier reported among older adult population is of high importance.

IRB Approval
The study was approved by the institutional review board at the University of Houston and is compliant with the 
Declaration of Helsinki. Participants receiving the intervention consented to participation using a script in accordance 
with all NIH human subject ethical guidelines and the University of Houston IRB requirements for recruitment and 
informed consent.
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