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Abstract

Purpose of Review—Medication adherence is critical for effective management of
hypertension, yet half of patients with hypertension are non-adherent to medications. In this
review, we describe and critically evaluate medication adherence interventions published in the
past 3 years for patients with hypertension.

Recent Findings—We identified 1593 articles and 163 underwent full review, of which 42
studies met the inclusion criteria. Studies were classified into eight categories: simplification of
medication regimen (e.g., fixed dose combination pills); electronic Health (eHealth) tools (e.g.,
text messaging reminders); behavioral counseling (e.g., motivational interviewing); healthcare
system changes (e.g., patient-centered medical home); patient education; multicomponent chronic
disease management program; home blood pressure monitoring; and financial incentives. Studies
utilizing strategies to simplify medication regimens, eHealth tools, patient education, and
behavioral counseling were most likely to report positive findings.

Summary—Interventions targeting patient behavior were more likely to be associated with
improvements in medication adherence compared to those targeting providers or the healthcare
system. eHealth tools show promise for augmenting behavioral interventions. A major limitation
of included trials was short study duration and use of self-report measures of medication
adherence. Future research should explore how complex interventions that utilize a combination
of evidence-based strategies and target multiple adherence behaviors (e.g., both day-to-day
medication taking and long-term persistence) may be efficacious in improving medication
adherence.
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Introduction

Methods

Hypertension is a major risk factor for cardiovascular disease (CVD), the leading cause

of death worldwide [1, 2]. Hypertension affects approximately one-third of individuals in
the United States (US) and approximately 1 billion individuals worldwide [2]. Recent data
utilizing the 1999-2018 US National Health and Nutrition Examination Survey, showed
that more than half of patients with hypertension (56.3%) have uncontrolled blood pressure
[3]. Medication adherence is at the cornerstone of effective treatment and management of
hypertension. Patients with high adherence (defined as medication possession ratio [MPR]
80-100%) to antihypertensive medications are 45% more likely to achieve blood pressure
control than those with medium (50-79%) or low adherence (< 50%) [4]. The economic
benefit of improved medication adherence parallels that of the reduced disease burden on
the health of the US population. High patient adherence levels are associated with lower
hospitalizations [5], reduced cardiovascular events [6], and the cost savings are significant

[71.

Medication adherence is commonly defined using the World Health Organization’s
description as “the extent to which a person’s behavior-taking medications, following a

diet, and/or executing lifestyle changes corresponds with agreed recommendations from

a healthcare provider” [8]. More recently, the definition has evolved to emphasize the
distinction between three key phases of medication adherence known as the ABC taxonomy:
(1) initiation of the prescribed regimen, which entails the initial uptake of the prescribed
medication; (2) implementation of the recommended treatment plan, which is the extent to
which the patient engages in taking the medication appropriately and in accordance with the
prescribed dose; and (3) persistence with medication-taking behavior, which encompasses
the length of time the patient takes the medication [9e, 10].

Despite research that has been dedicated to improving medication adherence in patients
with hypertension, rates remain suboptimal [11]. Prior systematic reviews indicate that
intervention approaches that use multiple strategies to improve medication non-adherence
are more effective than singular approaches [12]. For example, efficacious multicomponent
strategies include the use of electronic health (eHealth) applications and technology [13-
15], family and peer support [16], nurse or pharmacist-led behavioral counseling, [13, 17],
and partnerships with community-based organizations [18]. Despite the efficacy of these
approaches, there is lack of understanding of interventions that can effectively target the
complex and dynamic nature of medication adherence.

The aim of this review is to synthesize and critically review the updated literature (2017-
present) to facilitate greater understanding of efficacious intervention strategies that could
lead to sustainable changes in medication adherence among patients with hypertension.

Selection of Studies

In consultation with a medical librarian, we searched the PubMed, OVID Medline,
EMBASE, Web of Science, and Cochrane Central databases for results from January 1, 2017
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to March 17, 2020. Additional strategies included searching the bibliographies of eligible
articles and searching other systematic reviews and meta-analyses for relevant articles. The
concepts for medication adherence, hypertension, and prospective or cohort study designs
were included in the search with keyword synonyms. Studies were limited to adults at least
18 years of age and publications written in English. For a full search strategy, see Appendix
A

Studies were eligible if they met the following criteria: (1) participants that had a

diagnosis of high blood pressure or hypertension or if they were taking an antihypertensive
medication; (2) there was an outcome assessment of adherence to antihypertensive regimens;
and (3) primary studies designed to increase medication adherence in adult subjects with a
diagnosis of hypertension. Both randomized and nonrandomized studies (e.g., did not report
control groups but did compare post-intervention adherence to baseline) were included.
Single and multicomponent intervention strategies as well as those that target different levels
of influence (e.g., individual or organization) were also eligible for inclusion. Intervention
strategies employed in the included articles were categorized using frameworks outlined in
previous reviews [19] of medication adherence. Studies with varied measures of medication
adherence (e.g., via self-report, pill count, electronic monitoring device, pharmacy refill
data) were included. Articles were excluded if they did not specify measures used to assess
medication adherence, or changes in adherence due to the intervention was not reported.

We excluded studies with cross-sectional designs, as we were interested in determining the
causal relationships between the intervention and medication adherence.

Two authors independently reviewed all titles and abstracts from the search. Each retrieved
citation was categorized as potentially relevant, not relevant, or as having insufficient
information to make a judgment. All authors independently reviewed the included articles.
The authors discussed any disagreements about inclusion in the review, with all differences
resolved by consensus. The primary author independently extracted data on study design,
methods, participant characteristics, study groups, and outcomes from the selected articles
using a [20-27] structured data collection form. Two of the authors independently reviewed
the extracted data for completeness before summarizing the included studies.

In total, 1593 articles were identified, of which 163 were extracted for full review. One
hundred twenty-one of these articles were excluded for the following reasons: the study
was cross-sectional, medication adherence was not assessed, adherence outcomes were not
reported specifically for patients with hypertension (e.g., outcomes were combined with
other chronic disease), there was no English translation available, and the publication was
limited to a conference abstract or a protocol paper. Thus, 42 studies were included in this
review. Table 1 shows the characteristics of the included trials. The most common study
designs included randomized controlled trials (7= 24) [14, 28, 29, 30e¢, 31, 32¢¢, 33-46]
and retrospective and prospective cohort studies (17 = 11) [47-55]. One-third (n7 = 14/42) of
the studies were conducted in the US [14, 18, 20-22, 35, 36, 40, 45, 47, 48, 55-57]. The
number of individuals per study varied widely ranging from 10 to 2,169,845 (median: 299).
The duration of follow-up ranged from 1 month-5 years (median: 6 months).
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Assessment of Medication Adherence

Medication adherence was commonly operationalized as the mean change in adherence
score between the pre- and post-intervention period. As shown in Table 1, the majority

of studies (57%; n = 24/42) used a patient self-report measure of medication adherence

to assess the primary outcome. While the validated Morisky Medication Adherence Scale
(MMAS) was the most commonly used measure (54%; n= 13/24), five studies (21%)
utilized novel self-report measures that were created for the purposes of their study [30ee,
41-43, 46]. Fourteen studies (33%) utilized pharmacy refill records to assess medication
adherence [22, 32¢¢, 39, 47-51, 53-55, 57, 58, 60+¢]. Medication adherence assessed via
pharmacy records was operationalized using either the MPR or the proportion of days
covered (PDC) metric. Three studies (7%) utilized an electronic monitoring device [33, 40,
56] and one (2%) used pill count [37]. Only three studies used a combination of assessments
(e.g., a self-report questionnaire plus pharmacy refill data) [32¢e, 40, 60e¢].

Overview of Intervention Approaches

About three-quarters (7= 29/42; 78%) of the interventions utilized a combination of
strategies to improve medication adherence. Eight categories of interventions were examined
across the 42 studies: nine studies (21%) tested an eHealth tool (e.g., text messaging
reminders; education delivered via a smartphone app) [14, 21, 32¢¢, 33-36, 56, 59]; eight
studies (19%) tested the effectiveness of simplifying the medication regimen (e.g., using
fixed-dose combination pills) [30ee, 31, 50-55]; eight (19%) tested behavioral counseling
strategies (e.g., motivational interviewing) [22-27, 37, 38]; five (12%) targeted changes

in the healthcare system (e.g., patient-centered medical home) [20, 40, 47, 48, 60+¢]; four
(10%) utilized patient education as the primary strategy [18, 28, 29, 46]; three (7%) tested

a multicomponent chronic disease management program [41, 42, 44]; three (7%) utilized
financial incentives to promote adherence [39, 49, 57]; and two (5%) utilized home blood
pressure monitoring. [43, 45]. Of these studies, 30 (71%) reported statistically significant
improvements in medication adherence attributable to the intervention [14, 18, 22-24, 26—
29, 30+, 31, 33, 34, 36-38, 41, 42, 46, 47, 49-55, 59]. Studies utilizing strategies to simplify
medication regimens, eHealth tools, patient education, and behavioral counseling were most
likely to report positive findings. Almost half (7= 19/42; 45%) of control groups were
characterized as usual care. Below, we review the studies and the impact on medication
adherence grouped by intervention category.

Simplification of the Medication Regimen

All studies reported a statistically significant improvement in medication adherence as a
result of simplifying patients’ anti-hypertensive regimen. Seven studies (78%) assessed
medication adherence using electronic pharmacy records (i.e., MPR, PDC). The most
common intervention strategy was changing patients’ antihypertensive regimen to a fixed-
dose combination pill to reduce the number of pills taken per day. All five studies examining
the effectiveness of a fixed-dose combination pill reported a positive effect on medication
adherence, as compared to the control group (i.e., single pill combination or multiple pill
regimen), regardless of the method of adherence assessment. One additional study compared
the combined effect of a low-cost pillbox organizer that was equipped with an alarm plus
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two health education classes versus usual care on self-reported medication adherence among
518 patients with hypertension [30e¢]. At 6 months, patients in the intervention group
reported small but significantly better medication adherence as compared to the control
group (mean difference 0.23, p=0.005).

eHealth Tools

Seven of the nine studies (78%) that tested the effectiveness of an eHealth intervention
reported significant improvements in medication adherence, as compared to a control
condition, regardless of the type of adherence assessment [14, 32¢¢, 33, 34, 36, 56, 59].
Five of the intervention strategies used a multicomponent Smartphone application (app);
two sent text messages that included educational content as well as medication reminders;
and one tested an ingestible sensor that contained the co-encapsulated antihypertensive
medicines. Most of the studies (83%) testing Smartphone apps reported significantly
better medication adherence in the intervention group. However, these studies also paired
the app with additional evidence-based strategies (e.g., nurse case management), making

it difficult to tease out the independent effect of the app on changes in medication
adherence. For example, Chandler et al. [36] tested the effectiveness of the SMASH

app, which included electronic medication trays with reminder signals, Bluetooth-enabled
blood pressure monitors, and motivation and reinforcement text messages to improve
adherence among 54 Latino adults with uncontrolled hypertension. As compared to the
attention control condition, (text messages that contained links to education and brief video
clips on lifestyle behaviors) participants randomized to the SMASH app exhibited greater
improvements in self-reported medication adherence (assessed through the 8-item MMAS)
across the 9-month study (mean change: 2.98, p< 0.001).

Behavioral Counseling Strategies

Seven of the eight (88%) studies that evaluated behavioral counseling strategies for
improved medication adherence reported positive findings [22-24, 26, 27, 37, 38]. The
individuals delivering the counseling differed across these studies; four interventions were
led by nurses, three by pharmacists, and one by a community health worker (CHW).

Three studies tested the effectiveness of home-based counseling for improved medication
adherence, of which all reported positive effects using both self-report measures (i.e.,
MMAS) and pill count [23, 26, 37]. For example, a nurse-led intervention showed that
monthly home visits, which included health education and counseling on healthy lifestyle
behaviors and medication adherence led to higher self-reported medication adherence at
6-months when compared to usual care (78.5% vs. 48.7%) [23]. Similarly, bimonthly home
visits by CHWSs, which consisted of blood pressure measurements, medication adherence
counseling, physician-directed dose-escalation, and scheduling of clinic appointments
resulted in a significant increase in the percentage of patients taking their medications at

12 months, as compared to the control condition (PDC: 74.9%, 95% confidence interval
[95 CI]: 70.2%—-79.0% vs. 61.4%, 95% CI 56.14-66.41%, p=.001) [37]. The remaining
positive studies utilized several evidence-based strategies in combination with nurse- or
pharmacist-led motivational interviewing to improve adherence including the distribution of
adherence aids (e.g., pillboxes), text messages reinforcing counseling content, inclusion of
family support, and regular check-in calls to monitor patient adherence behaviors.
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While one of the pharmacist-led interventions did not result in improved self-reported
adherence (assessed through the Medication Adherence Report Scale-5) in the total sample,
significant differences emerged when limiting the population to participants who reported >
3 barriers during the first counseling session (mean difference 0.84 [95% CI: 0.03 to 1.65], p
= 0.04) [25].

Health System Changes

Two of the five (40%) studies that tested the effectiveness of changes to the health system
reported a positive effect on medication adherence, as assessed by the PDC metric [47,
60+¢]. The studies varied greatly in their approaches to change the health system. In

one study, receiving care in patient-centered medical homes (PCMH, e.g., use of patient
tracking, care management, self-management, and electronic prescribing) was associated
with significantly higher medication adherence among patients initiating medications for
hypertension than in non-PCMH sites (mean difference: 3.2% [95% CI: 2.2 to 4.2%]) [47].
Adoption of the chronic care model in primary care practices that also included subsidies
for out-of-pocket payments, health education and counseling services, and a community
campaign to encourage early detection and treatment of hypertension led to greater
persistence with anti-hypertensive medications over a 12-month period among older adults
with hypertension (mean increase of 2.2 days with medications per month in intervention
versus control sites) [60e]. Alternatively, there was no effect on medication adherence
among patients receiving care in accountable care organizations in the Medicare Shared
Savings Program. [48] Two studies that utilized electronic health record-based medication
management tools and counseling by ancillary clinic staff (i.e., nurses, medical assistants)
also reported no effect on medication adherence [20, 40].

Patient Education

All four studies that utilized patient education as the primary intervention strategy reported
a positive effect on medication adherence [18, 28, 29, 46]. A common feature of the

studies was tailoring the intervention content to meet the needs of the participants. For
example, Harvin et al. [18] developed a faith-based self-management education curriculum
that included prayer, Scripture reading, and journaling. In another study, Delavar et al.

[28] developed a self-management education curriculum that was personalized to the
participant’s level of health literacy. Another common feature was the inclusion of face-to-
face educational sessions that were supported by additional sessions delivered via telephone
or email. It is important to note all four studies assessed medication adherence using a
self-report measure and had an average study duration of seven weeks.

Chronic Disease Management Program

Two of the three studies (67%) that evaluated the effectiveness of chronic

disease management programs for hypertension control reported statistically significant
improvements in medication adherence [41, 42]. In one study, patients in the intervention
condition designated a family member to supervise their medication taking and provide
reminders to regularly take their blood pressure as well as attend healthcare appointments
[41]. Patient-family pairs also attended health education sessions at the clinic and could
receive educational text messages on hypertension control and prevention. At the 12-month
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follow-up, patients in the intervention group were almost twice as likely to report being
adherent to their medications than those in the usual care group (odds ratio [OR]: 1.7

(95% CI: 0.9-3.3). The other positive trial included a multi-component chronic disease
management program comprised of tailored hypertension care management, blood pressure
monitoring, stress reduction activities, and referral to a dietician [42]. At 6-months, patients
in the intervention group reported better mean adherence (3.77 £ 1.19) than those in the
usual care group (5.80 £ 2.43, p< 0.001; note: lower scores indicate better adherence).

A main difference between the positive trials and the trial reporting no effect was the
inclusion of an enhanced control group in the latter group. In the negative trial, patients in
the control group received access to free antihypertensive medications, home blood pressure
monitoring, and to the extended healthcare team (e.g. Dietician, Nurse) potentially diluting
any intervention effect [44].

Home Blood Pressure Monitoring

None of the studies that examined home blood pressure monitoring (HBPM) as the primary
intervention strategy were associated with improvements in medication adherence. This
included studies that utilized HBPM alone as well as those that included HBPM in
combination with patient education. A common design feature among these studies was

the inclusion of an enhanced usual care condition (e.g., receipt of education pamphlets),
which may have limited the ability to detect differences between the study groups.

Financial Incentives

One of the three (33%) studies that tested the effectiveness of financial incentives reported
positive effects attributable to the intervention [49]. In this study, a multilevel intervention
consisting of copayment reductions and physician incentives resulted in significant
improvements in medication adherence (assessed using the MPR metric) and persistence
with antihypertensive medications (assessed as the receipt of medication refills within a
specified period) at 12 months (6.3% and 8.3% increase in adherence and persistence
respectively, p<.001) [49]. Alternatively, implementation of a value-based formulary
resulted in significantly lower member expenditures for antihypertensive medications (-$4
per member per month [95% CI: -5 to —3]) among individuals enrolled in an employer-
sponsored health plan but it had no effect on medication adherence [57]. Similarly, a clinical
decision support (CDS) tool [7] that was designed to prompt provider’s selection of cost-
effective antihypertensive medications had no effect on medication adherence in patients
with newly diagnosed hypertension (intervention PDC: 57.7%; control PDC: 52.8%; p=
0.70) or those with established hypertension (intervention PDC: 72.1%; versus control PDC:
70.7% p = 0.36), as compared to a basic CDS tool that did not recommend medications
based on cost-effectiveness [39].

Conclusions

The implementation of the recent blood pressure guidelines has led to an increase in the
prevalence of hypertension from 72.2 million to an estimated 103.3 million US adults

[1]. In addition to this increase in prevalence, the changes resulted in an increase of 11.0
million Americans who are recommended for antihypertensive medications [1]. Given the
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high proportion of patients with hypertension who exhibit poor medication adherence, [61]
identifying effective strategies to improve adherence will be especially critical for reducing
the clinical and economic burden of CVD.

The aim of this review was to provide a synthesis and critical review of recent

interventions targeting medication non-adherence in patients with hypertension. We
reviewed 42 articles published between 2017 and 2020, and identified eight categories

of interventions: (1) simplification of the medication regimen; (2) eHealth tools; (3)
behavioral counseling strategies (4) health care system transformation; (5) patient education;
(6) chronic disease management; (7) HBPM; and (8) financial incentives to promote
adherence. Similar to previous reviews, our findings indicate that tailored intervention
strategies as well as those that simplify patients’ antihypertensive regimen and utilize
evidence-based behavioral counseling approaches were associated with improvements in
medication adherence, regardless of the type of adherence measure. eHealth interventions
that incorporated other evidence-based strategies (e.g., adherence reminders, educational
and motivational messaging) were also effective in improving medication adherence.
Alternatively, intervention strategies that targeted healthcare providers or the broader health
system, utilized HBPM, and chronic disease management programs were less effective at
improving medication adherence.

While not a new intervention approach, the largely positive results of utilizing a fixed-dose
combination pill to improve medication adherence are not surprising. Previous studies

have noted the multiple benefits of using fixed-dose combination pills as it represents

a simple and cost-effective intervention strategy that is also acceptable to patients with
hypertension [62, 63].The three major challenges to widespread use of this approach are
decreased availability, inability to quickly and easily titrate medications for patients who
are not reaching their blood pressure goal, and the out of pocket costs for the patients [64].
Despite these limitations, fixed-dose combination pills offer several significant advantages
for clinical outcomes because of their positive effect on medication adherence. For example,
one of the included studies found that patients receiving combination pills had significantly
lower rates of mortality and hospitalization for heart attack, heart failure, or stroke than
those prescribed single pills due to better medication adherence [22].

Tailored interventions and those that use behavioral counseling strategies aimed at educating
or mativating patients to improve medication adherence have been well described in the
literature [19, 65, 66]. While there was significant heterogeneity both across and within
all eight intervention categories included in this review, a vast majority of trials utilized
some form of behavioral counseling that was conducted by a nurse, medical assistant,
CHW, or a pharmacist. Like previous studies, many of these counseling strategies were
aimed at educating patients about hypertension and adopting self-management behaviors,
as well as addressing barriers to adherence to antihypertensive medications. While not all
the counseling-based interventions reported significant effects on medication adherence,
common characteristics of the positive trials included utilizing face-to-face encounters,
motivational interviewing, and addressing patient-specific barriers to medication taking.
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Individualized instruction and tailored self-management support were additional key features
in many of the trials, especially those utilizing patient education or an eHealth tools

as their primary intervention. The patient education interventions, while varied, were all
positive and went beyond providing written material to patients. Notably, among the 42
interventions in our review, only one trial utilized a classroom-based educational format
[29]. Instead, the included interventions utilized a variety of efficacious strategies such

as Teach Backto enhance comprehension. The trials also utilized a variety of methods

to deliver tailored education and counseling to patients including one-on-one in-person
meetings, via telephone, eHealth tools, and were conducted in both community-based and
home settings.

The success of eHealth tools in improving medication adherence in our review stems from
the ability of Smartphone apps to tailor the intervention to the patient and easily incorporate
co-interventions such as HBPM, counseling, reminders, and motivational and educational
text messages. The benefits of the traditional models of hypertension management based on
the provider and clinic visit are now augmented by the use of telemedicine delivered through
eHealth tools. This synergistic approach to hypertension management was best demonstrated
through the intervention by Zare et al. [59], which utilized a Smartphone app in combination
with case management to significantly improve adherence in patients with hypertension.

The role of the provider in improving medication adherence was addressed in few trials

in our review. Interventions focused on changing provider behavior around medication
selection, transforming health care systems, and implementing chronic disease management
programs such as the chronic care model. These interventions were not as successful as the
interventions that were more closely associated with changing patient behavior. The majority
of interventions that used financial incentives such as a value-based formulary or copayment
reduction did not have positive findings. A possible reason for the mixed results may be

that the actual behavior changes patients needed to make in order to be adherent to their
medications were too far downstream from the intervention itself.

Despite our comprehensive search strategy, there are limitations that should be considered.
First, our review was limited to articles written in English language that were published
between 2017 and 2020. While we conducted an extensive search of the literature, it is
possible that we did not identify all articles that described an experimental study whose
main goal was to improve medication adherence among hypertensive patients. Finally,

the included studies used a variety of methods for measuring and reporting medication
adherence therefore, our findings may not be generalizable to all populations.

This review highlights potential areas for future research. Reasons for non-adherence are
often multifactorial and patients’ adherence patterns may change in the short and long-

term. A major limitation of many of the trials included in our review was the narrow
conceptualization of medication adherence. Most interventions treated medication adherence
as a singular behavior by either dichotomizing the outcome using an arbitrary threshold of
80% or reporting a mean score to a self-report survey [67]. This falls short of the recent
guidelines, which recommends use of the ABC taxonomy for the measurement and reporting
of medication adherence in clinical trials [68+¢]. Without this comprehensive assessment, it
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is difficult to understand the mechanisms by which interventions are increasing medication
adherence. Prior research has shown that even short periods of non-adherence can

affect clinical outcomes. For example, one study demonstrated that fluctuations in the

time antihypertensive medications were taken within a 7-day period in addition to short-
term lapses in adherence behaviors had significant negative effects on blood pressure
readings [69].This study underscores the importance of designing targeted interventions

that address the multiple behaviors that comprise patients’ use of and persistence with taking
antihypertensive medications. Future research endeavors should prioritize exploring these
behavioral fluctuations and potential mechanisms further.

The broad application and positive effects of behavioral counseling strategies in the current
review shows a continued acceptance and adoption of this approach. This growing evidence-
base supports the widespread dissemination of behavioral counseling across a variety of
settings and methods of delivery. Evaluating the cost-effectiveness of this approach will be
vital to widespread use and sustainability; however, none of the included studies examined
cost-related outcomes related to behavioral counseling for improving adherence.

Development and refinement of eHealth tools that prioritize bridging the gap between
patients and providers is another potential area for improving the quality of hypertension
care through the delivery of tailored adherence messages and support. The ongoing
challenge of eHealth tools rests in developing ways to seamlessly deliver these technologies
in an inclusive manner, so that even the most vulnerable groups can take advantage of

its benefits [70]. It is expected that as technology becomes ubiquitous in the delivery

of healthcare, medication adherence interventions will be able to provide more tailored
solutions that support patients across all three phases of medication adherence.
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Appendix A.: Review Search Strategy

(((“hypertension”[MeSH Terms] OR hypertension[Text Word]) OR blood pressure[ Text
Word]) OR (“blood pressure”[MeSH Terms] OR “blood pressure determination”[MeSH
Terms] OR “arterial pressure”[MeSH Terms])) AND (“Medication Adherence”[Mesh] OR
“medication adherence”[tw] OR “medication nonadherence”[tw]) AND (((clinical[Title/
Abstract] AND trial[Title/Abstract]) OR clinical trials as topic[MeSH Terms] OR clinical
trial[Publication Type] OR random*[Title/Abstract] OR random allocation[MeSH Terms]
OR therapeutic use[MeSH Subheading]))
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“Medication Adherence” [Mesh] OR adherence[tw] OR nonadherence[tw] OR ...
adherence, adherent, compliance, compliant, noncompliant, noncompliance, nonadherence,
nonadherent

AND ((((((((((hypertension[MeSH Terms]) OR hypertension[Text Word]) OR blood
pressure[Text Word]) OR blood pressure[MeSH Terms])

AND (((((Prospective Studies[MeSH Terms]) OR Cohort Studies]MeSH Terms]) OR
Followup Studies[MeSH Terms]) OR Longitudinal Studies[MeSH Terms]) AND Cross
Sectional Studies|[MeSH Terms])
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