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Purpose: To model the potential clinical and economic impact of blister-packaging medications for chronic conditions on medication
adherence and healthcare costs in a commercially insured population.

Methods: A health economic model was developed to evaluate the potential impact of blister-packaging chronic medications for
a commercially insured population. The chronic medication classes assessed were renin-angiotensin-system (RAS) antagonists, statins,
non-insulin oral antidiabetics, and direct oral anticoagulants (DOACs). The model was designed to reflect the perspective of
a hypothetical commercially insured health plan with 100,000 members, over a one-year time horizon. Literature-based or best
available epidemiologic references were used to inform the number of patients utilizing each medication class, the impact of blister-
packaging on the number of patients who become adherent, as well as the impact of medication adherence in a commercially insured
population on healthcare costs for each medication class assessed. Impact on costs was measured in total net healthcare costs, as well
as being stratified by medical costs and medication costs.

Results: Following the blister-packaging intervention, there were an additional 591 patients adherent to RAS antagonists, 1196
patients adherent to statins, 169 patients adherent to oral antidiabetics, and 25 patients adherent to DOACs. While pharmacy costs
increased, these costs were more than offset by the reduction in medical costs. Overall, the increase in patients adherent to therapy due
to blister-packaging led to a reduction in total healthcare costs of $879,312 for RAS antagonists (-$0.73 per-member per-month
(PMPM)), $343,322 for statins (-$0.29 PMPM), $78,917 for oral antidiabetics (-$0.07 PMPM), and $120,793 for DOACs (-$0.10
PMPM).

Conclusion: Blister-packaging chronic medications in a commercially insured population has the potential to reduce healthcare costs.
Future research is needed to confirm these findings in real-world settings and to fully understand the clinical and economic
implications of blister-packaging chronic medications.

Plain Language Summary: Patients not taking their medications as prescribed is common in the United States, leading to disease
progression, increased healthcare visits, and increased healthcare costs. Blister-packaging medications is an intervention shown to
increase medication adherence, or patients taking their medication as prescribed, and has been around for several decades. While there
is research and literature available that shows the impact that blister-packaging medications has on improving adherence, and there is
literature available that shows patients taking their medications as prescribed reduces healthcare costs, there is minimal literature
available that directly ties these two concepts together. As a result, we modeled from a hypothetical commercial insurance health plan
perspective what the impact would be of blister-packaging chronic medications on healthcare costs using the best available peer-
reviewed literature and epidemiologic data. This analysis found that for a commercially insured health plan with 100,000 members,
591 additional patients would become adherent to their renin-angiotensin-system (RAS) antagonists blood pressure medications, 1196
additional patients would become adherent to their statins, 169 additional patients would become adherent to their oral antidiabetics,
and 25 additional patients would become adherent to their direct oral anticoagulants (DOACs). Additionally, this would lead to
a reduction in healthcare costs for the health plan of $879,312 for RAS antagonists (-$0.73 per-member per-month (PMPM)),
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$343,322 for statins (-$0.29 PMPM), $78,917 for oral antidiabetics (-$0.07 PMPM), and $120,793 for DOACs (-$0.10 PMPM).

Keywords: medication adherence, medical cost offsets, healthcare costs, total cost of care, medication adherence packaging, blister-
packaging, blister-packing, self-insured

Introduction

Chronic disease prevalence in the adult population in the United States (US) remains significant, with data from 2018
indicating that 27.4% of adults aged 1844, 63.4% of adults aged 45-64, and 87.6% of adults 65 years or older had at
least one chronic condition.' Notably, 27.2% of the adult population had at least two chronic conditions, with prevalence
increasing with age.' Managing these conditions can be burdensome, and while numerous treatments are available,
adherence to medication regimens is a significant factor in treatment success.”

Nonadherence to medications for chronic conditions has been linked to treatment failure, poor health outcomes,
increased healthcare resource utilization (HCRU), and greater healthcare costs.” Several studies have shown that in both
commercially insured populations and Medicare populations, patients adherent to medications for chronic conditions
have lower HCRU and healthcare costs.® ' Rates of nonadherence for chronic medications in the US have been reported
to vary in the literature, ranging from 20% to at least 32% for antihypertensives, 25% to 38% for statins, 20% to 35% for
noninsulin antidiabetics, and 24% to 46% for oral anticoagulants.®”'? Medication nonadherence, a pervasive challenge,
negatively impacts both patients and the healthcare system in the U.S.'®!” Consequently, payers are intensifying the
scrutiny of medication adherence metrics for different chronic conditions to enhance performance evaluation and provide
better healthcare quality.'® Different quality measures exist for payers to use to assess their own performance as well as
for individuals to assess different public health plans.'® The Pharmacy Quality Alliance (PQA) is an organization that has
created several validated quality measures of health plan performance, including measures for medication adherence.'®

Contributing factors of medication nonadherence include the complexity of the medication regimen, patient for-
getfulness, patients not understanding their condition and/or how their medication impacts their condition, running out of
refills and not being able to have their prescription filled by their pharmacy, forgetting to refill their prescription at the
pharmacy, high medication costs and many more.”® Considering the impact that medication adherence can have on
patient outcomes and healthcare costs, several initiatives have been developed to help promote adherence among
patients.’? Some of the interventions available that are tailored to help promote different factors associated with
medication nonadherence and have been shown to be successful in improving medication adherence include medication
adherence packaging such as blister-packaging or calendar packing medications, patient outreach initiatives by the
pharmacy or payer, prescriber outreach by the pharmacy or payer, medication therapy management (MTM) or medication
reconciliation, 90-day prescription fills, and pharmacist counseling.>**® Typically, multiple adherence interventions may
be implemented at the same time to help increase the odds of patients becoming adherent.

Blister-packaging or calendar packing medications is an intervention long-recognized for promoting medication
adherence, aiding patients in remembering to take their medication and reducing the complexity of medication regimens.
Studies have shown blister-packaging medications has led to increases in adherence rates and patients becoming
adherent.”?*2%3° For instance, one study by Zedler et al, a retrospective analysis of pharmacy dispensing data at over
3700 Walmart pharmacies in 49 states across the US from December 2006 through July 2009 of patients utilizing
angiotensin-converting enzyme inhibitors (ACEi) used a propensity-score matched analysis to assess the odds of patients
becoming adherent — defined as the proportion of days covered (PDC) greater than or equal to 80%. This study found that
prevalent users of ACEi who had their medications blister-packaged had 12% higher odds of being adherent compared to
those without blister-packaged medications (adjusted odds ratio (aOR): 1.12, 95% confidence interval (CI): 1.08-1.16).%

While there are studies that correlated blister-packaging with improved medication adherence for chronic conditions,
there is a gap in the literature regarding the economic impact of such packaging on HCRU. Therefore, the aim of this
study was to model the potential clinical and economic impact of blister-packaging medications for chronic conditions on

medication adherence and healthcare costs in a commercially insured population.
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Materials and Methods

Study Design

An economic model was developed to assess the potential impact of blister-packaging chronic medications for
a commercially insured population. The model took the perspective of a hypothetical commercially insured health
plan with 100,000 members, and the time horizon of the analysis was 1 year. Medication adherence was defined using the
PDC of 80% or greater,”' which is the definition used by the PQA for their medication adherence quality measures.'’
Discount rates were not applied to healthcare costs due to the short time horizon of the analysis.*® This economic model

followed best practices for building and reporting economic analyses.>* ¢

Medication Classes Assessed

This model’s objective was to evaluate medication adherence to chronically utilized medications in this population.
A thorough literature review revealed the impact of medication adherence on healthcare costs for the different oral
medication classes that the PQA has medication adherence measures for, with the exception of antiretrovirals that have
a different definition of adherence: PDC greater than or equal to 90%, and medications that are filled through specialty
pharmacy, specifically non-infused medications to treat rheumatoid arthritis and non-infused disease modifying therapies
for multiple sclerosis.'® After reviewing the literature available that was published within the last fifteen years, studies
were identified that allowed us to measure the impact of adherence on healthcare costs for renin-angiotensin-system
(RAS) antagonists,’ statins,® non-insulin antidiabetics,” and direct oral anticoagulants (DOACs).'® All studies examined
the impact of adherence to the medication of interest to healthcare costs, using an adherence definition of greater than or
equal to 80% PDC.”"*

Population
Epidemiologic data of a commercially insured population was used to analyze the percentage of patients on each
medication class assessed. For patients utilizing RAS antagonists, we first identified the number of patients in the
population diagnosed with hypertension using antihypertensive therapy from the prevalence of hypertension by patient
age.”’ This approach estimated that 31.2% of patients would have hypertension in a commercial health plan (Figure 1).**
Subsequently, the percentage of hypertension patients who utilize RAS antagonists (50%)° was identified to calculate
the number of patients in the health plan who would be utilizing RAS antagonists (15.6%).

Since statins are used for numerous conditions in addition to hyperlipidemia, the number of patients on statins was
directly determined. Starting with the prevalence of statin utilization in the United States and focusing on those with
private/commercial insurance (53% of 92 million),* the prevalence of statin users within the commercially insured
population®® was calculated to be 26.15%.

For patients utilizing oral antidiabetics for type II diabetes mellitus (T2DM), the prevalence of adults aged 18—44 with
T2DM was 3%, while 14.5% for patients aged 45-64 had T2DM.*' The prevalence of T2DM was matched by the mean
breakdown of age per commercial health plan®® to determine that 6% of the health plan has a diagnosis of T2DM.
The percent of T2DM patients who utilize antidiabetic therapy was identified (82.7%)** as well as the percent who do not
utilize monotherapy insulin (84.6%).* This led to 4.04% of the health plan utilizing non-insulin antidiabetic therapy.

In estimating the prevalence of DOACs use, the model focused on patients with atrial fibrillation (AFib) and patients
with venous thromboembolism (VTE). While DOACs are indicated in additional conditions,***’

identify the epidemiological data to analyze their utilization in those other conditions. Although this may lead to an

we were unable to

underestimation in this model, AFib and VTE are likely the two most indicated conditions of DOAC use. For patients
with AFib, the estimated prevalence of working aged patients 18-64 with AFib was 0.83%.* After age distribution
adjustments for the health plan,® it led to a prevalence of 0.63% of the entire health plan population. Considering that
half of patients with AFib are on DOACs (50%),*’ this suggests that 0.315% of the population received DOACs for
AFib. The incidence of VTE within the commercial population was established at 0.214% for patients aged 25-64.%°
Adjusting this to represent the incidence for the entire health plan population (0.163%), this was multiplied by
the percent of patients with VTE who utilize DOACs (92%),”" to get the percent incidence of the population utilizing
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Baseline Population (Hypothetical Commercial Health Plan with 100,000 Members)

Patients with T2DM:
6.0%; n=6,000 RN
10.844%;

Patients with hypertension:

31.9%; n=31,871 Patients with high cholesterol

Population On Medications of Interest

Patients with hypertension on RAS Patients on a statin Patients with T2DM on oral
antagonist 26.2%; n=26,153 antidiabetic
50%; n=15,935 d 67.3%; n=4,038

Patients Adherent in Baseline Period
RAS antagonist: Statins: Oral antiadiabetics:
68.4%; n=10,900 61.9%; n=16,187 65.2%; n=2,633

Internvention: Blister-

packaging medications
Impact: 12% Increase in
Patients Adherent

Patients Adherent Post Blister Packaging Intervention

RAS antagonist (72.2%): n=11,251 Statins (66.5%); n=17,382 Oral antiadiabetics (69.4%); n=2,801
New Adherent Members n=591 New Adherent Members: n=1,196 New Adherent Members: 169

Figure | Patient Identification Flowchart of a Hypothetical Commercially Insured Health Plan for Patients on RAS Antagonists, Statins, Oral Antidiabetics, and/or DOACs.
Abbreviations: AFib, Atrial Fibrillation; DOACs, Direct Oral Anticoagulants; RAS, Renin-Angiotensin-System; VTE, Venous Thromboembolism.

DOAC:s for VTE (0.150%). Incidence was used instead of prevalence for VTE because secondary treatment is initiated
after an event and while some patients may continue anticoagulation therapy indefinitely, others are treated for only a set
time.>> Combining these figures, the total utilization rate of DOACs for both AFib and VTE in the health plan was
calculated at 0.465%.

Adherence Rates and Impact of Intervention

This model examines the effect of blister-packaging chronic medications. The impact of the intervention is a 12%
increase in patients becoming adherent based upon the Zedler et al retrospective pharmacoepidemiology study which
analyzed data from a national pharmacy chain from December 2006 through July 2009.%* The baseline rates of adherence
in the model for each medication was taken from the average rates of patients being adherent to said medication class in
the studies utilized to assess impact of adherence on healthcare costs. This equated to adherence rates of 68.4% for RAS
antagonists,7 61.9% for statins,® 65.2% for oral antidiabetics,” and 54.4% for DOACs."°

Healthcare Costs

Regarding costs, the model evaluated the impact of medication adherence on medical costs, pharmacy costs, and total
healthcare costs for all four medication classes. For RAS antagonists, adherent patients had a reduction in monthly
medical costs of $162, an increase in monthly pharmacy costs of $42, and a net reduction in monthly total healthcare
costs of $124 per patient.” For statins, adherent patients had a reduction in medical costs of $73 per month, an increase in
pharmacy costs of $50 per month, and a net reduction in total healthcare costs of $24 per month per patient.® Patients
adherent to oral antidiabetics saw a monthly decrease in medical costs of $53 per patient, a monthly increase in pharmacy
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costs of $32, and a net decrease in total monthly healthcare costs of $39 per patient.’ Lastly, adherent patients on DOACs
saw a monthly reduction in medical costs of $711 per patient, a monthly increase in pharmacy costs of $344 per patient,
and a net monthly decrease in total healthcare costs of $396 per patient.'® All costs in the model were adjusted to 2024
US dollars using the US medical Consumer Price Index (CPI).””

Sensitivity and Scenario Analyses

Model sensitivity and uncertainty was assessed via sensitivity and scenario analyses. One-way sensitivity analyses
were conducted for all input parameters, with the upper and lower bounds of the analysis being supported by peer-
reviewed literature where applicable, or plus/minus 20% where peer-reviewed literature was not able to be identified
for upper and lower bounds. The inputs for the one-way sensitivity analyses are available in Supplemental Table 1.

Scenario analyses were performed to examine the impact of varying health plan sizes on the net impact of total
healthcare costs for plans with member sizes of 10,000 members, 25,000 members, 50,000 members, 75,000 members,
and 150,000 members.

Results

In the model, prior to blister-packaging there were an estimated 10,660 patients adherent to RAS antagonists, 16,187
adherent to statins, 2633 adherent to oral antidiabetics, and 253 adherent to DOACs. Following the initiation of blister-
packaging for these medications, there were an additional 591 patients adherent to RAS antagonists, 1196 patients
adherent to statins, 169 patients adherent to oral antidiabetics, and 25 patients adherent to DOACs.

Annual pharmacy costs increased by $298,848 for patients on RAS antagonists, $717,634 for patients on statins,
$65,562 for patients on oral antidiabetics, and $105,019 for patients on DOACs (Table 1). Conversely, annual
medical costs decreased by $1,151,850 for patients on RAS antagonists, $1,042,448 for patients on statins,
$107,125 for patients on oral antidiabetics, and $216,815 for patients on DOACs. Overall, the increase in patients
adherent to therapy due to blister-packaging led to a reduction in total healthcare costs of $879,312 or $0.73 per-
member per-month (PMPM) for patients on RAS antagonists, $343,322 or $0.29 PMPM for patients on statins,
$78,917 or $0.07 PMPM for patients on oral antidiabetics, and $120,793 or $0.10 PMPM for patients on DOACs
(Figure 2).

The model input that demonstrated the largest sensitivity was the impact of blister-packaging on patients becoming
adherent (RAS antagonists: -$0.42 PMPM to -$1.05 PMPM,; statins: -$0.19 PMPM to -$0.38 PMPM; oral antidiabetics:
-$0.04 PMPM to -$0,09 PMPM; DOACsS: -$0.08 PMPM to -$0.12 PMPM) (Table 2). The percent of health plan on each
medication class, as well as the reduction in total health care costs per adherent patient, and the percent of patients
adherent pre-implementing blister-packaging varied between medication class for second through fourth most sensitive

inputs.
Table | Impact of Blister-Packaging Medications on Healthcare Costs
RAS Antagonists | Statins Oral Anti-Diabetics | DOACs
Impact per month medical cost -$95,987 -$86,871 -$8927 -$18,068
Impact per year medical cost -$1,151,850 | -$1,042,448 -$107,125 | -$216,815
Impact per month pharmacy cost $24,904 $59,803 $5464 $8752
Impact per year pharmacy cost $298,848 $717,634 $65,562 $105,019
Impact per year total healthcare cost -$73,276 -$28,610 -$6576 -$10,066
Impact per year total healthcare cost -$879,312 -$343,322 -$78917 | -$120,793
PMPM Impact total healthcare cost -$0.73 -$0.29 -$0.07 -$0.10
Abbreviations: DOACs, Direct Oral Anticoagulants; PMPM, Per-Member Per-Month; RAS, Renin-Angiotensin-System.
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$0.80
$0.60
$0.60
$0.40
$0.25
$0.20 o $0.09
) $0.00 —_— |
g el B
g ($0.20) ($0.09)  ($0.07) ($0.10)
o ($0.18)
= ($0.40) ($0.29)
($0.60)
($0.80) ($0.73)
($0.87)
($1.00) $0.95)
($1.20) Ty . . T "
ntagonists Statins Oral Antidiabetics DOACs
m PMPM Medical Costs ($0.95) ($0.87) ($0.09) ($0.18)
= PMPM Pharmacy Costs $0.25 $0.60 $0.05 $0.09
m PMPM Total Healthcare Costs ($0.73) ($0.29) ($0.07) ($0.10)

Figure 2 Impact of Blister-Packaging on Per-Member Per-Month (PMPM) Healthcare Costs.
Abbreviations: DOACs, Direct Oral Anticoagulants; PMPM, Per-Member Per-Month; RAS, Renin-Angiotensin-System.

The scenario analysis of varying health plan sizes showed variations in reductions in healthcare costs for plans from
10,000 members to 150,000 members ranging from $87,931 to $1,318,968 for RAS antagonists, $34,332 to $514,983 for
statins, $7892 to $118,376 for oral antidiabetics, and $12,079 to $181,190 for DOACs (Table 3).

Table 2 Variability of the Model per-Member per-Month Results Assessed in the One-Way
Sensitivity Analyses

Input Lower Bound | Upper Bound
RAS Antagonists
Percent of Health Plan on RAS Antagonists -$0.59 -$0.88
Percent of RAS Antagonists Adherent Pre Blister-Packaging -$1.05 -$0.42
Percent Increase in Adherence from Blister-Packaging -$0.31 -$1.28
Impact on RAS Total Healthcare Costs -$0.59 -$0.88
Statins
Percent of Health Plan on Statins -$0.23 -$0.34
Percent of Statins Adherent Pre Blister-Packaging -$0.38 -$0.19
Percent Increase in Adherence from Blister-Packaging -$0.12 -$0.50
Impact on Statins Total Healthcare Costs -$0.23 -$0.34
Oral Antidiabetics
Percent of Health Plan on Oral Antidiabetics -$0.05 -$0.08
Percent of Oral Antidiabetics Adherent Pre Blister-Packaging | -$0.09 -$0.04
(Continued)
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Table 2 (Continued).

Input Lower Bound | Upper Bound
Percent Increase in Adherence from Blister-Packaging -$0.03 -$0.12
Impact on Oral Antidiabetic Total Healthcare Expenditure -$0.05 -$0.08
DOACs
Percent of Health Plan on Statins -$0.08 -$0.12
Percent of Statins Adherent Pre Blister-Packaging -$0.12 -$0.08
Percent Increase in Adherence from Blister-Packaging -$0.04 -$0.18
Impact on Statins Total Healthcare Costs -$0.08 -$0.12

Abbreviations: DOACs, Direct Oral Anticoagulants; RAS, Renin-Angiotensin-System.

Table 3 Scenario Analysis Assessing Impact of Varying Health Plan Size on Total
Healthcare Costs

Health Plan Size | RAS Antagonists | Statins Oral Antidiabetics | DOACs

10,000 -$87,931 -$34,332 -$7892 | -$12,079
25,000 -$219,828 | -$85,831 -$19,729 | -$30,198
50,000 -$439,656 | -$171,661 -$39,459 | -$60,397
75,000 -$659,484 | -$257,492 -$59,188 | -$90,595
150,000 -$1,318,968 | -$514,983 -$118,376 | -$181,190

Abbreviations: DOACs, Direct Oral Anticoagulants; RAS, Renin-Angiotensin-System.

Discussion

This economic analysis modeled the potential impact of increased adherence for a commercial population for several
chronic medications on healthcare costs based on peer-reviewed literature. The intervention led to adherence gains and
showed a significant reduction in annual health care costs for major drug classes, filling a gap in the literature
underscoring the potential impact of blister-packaging chronic medications on healthcare costs for commercially insured
patients.

While not modeled in this study due to missing background rates of HCRU, the four studies included in the analysis
of impact of medication adherence on healthcare costs also showed significant reductions in HCRU. In the analysis of
RAS antagonist utilization, they found that after adjusting for demographic and clinical covariates, patients adherent to
RAS antagonists had a significant reduction in inpatient use (adjusted risk ratio (aRR): 0.612, 95% CI: 0.607-0.617) and
a statistically significant but minimal clinically meaningful impact on outpatient use (aRR: 0.995, 95% CI:
0.994-0.997). In the analysis of statin utilization, it was noted that patients adherent to statins had a significant reduction
in inpatient utilization (aRR: 0.756, 95% CI: 0.749-0.762) and a statistically significant increase but minimal clinically
meaningful impact on outpatient use (aRR: 1.009, 95% CI: 1.007—1.010).® The analysis of oral antidiabetics found that
adherent patients had a significant reduction in inpatient utilization (aRR: 0.834, 95% CI: 0.819-0.850) but a significant
increase in outpatient use (aRR: 1.036, 95% CI: 1.032-1.039), although the cost ratio for outpatient expenditures had
a significant reduction (adjusted cost ratio (aCR): 0.974, 95% CI: 0.970-0.978).° Included in a publication separate from
the one assessing impact of adherence on healthcare costs, the authors of the study evaluating DOAC adherence showed
that nonadherence to DOACSs had a significant increase in ischemic stroke at 6 and 12 months (adjusted hazards ratio
(aHR): 1.818, 95% CI: 1.240-2.667; aHR: 2.077, 95% CI: 1.112-3.879) and a significant increase in VTE (deep-vein
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thrombosis and pulmonary embolism) at 6 and 12 months (aHR: 2.120, 95% CI: 1.189-3.780; aHR: 5.386, 95% CI:
1.780-16.296), while having nonsignificant impact on major bleeding at 6 and 12 months (aHR: 1.056, 95% CI:
0.815-1.368; aHR: 0.883, 95% CI: 0.574—1.358)."

Assessing the potential impact of medication adherence packaging with blister-packaging medications for chronic
utilization, this model primarily focuses on the health plan payer perspective. However, health plans generally do not
directly fund such interventions. A practical approach is through self-insured integrated delivery networks (IDN)/health
system.>® In this scenario, the health plan is also the health system that could implement blister-packaging medications in
their outpatient pharmacy for both employees who fill their prescriptions at the health system, as well as patients in the
system. For a self-insured employer, unused healthcare costs would be able to be reinvested back into the company.®
Additionally, by providing an intervention for employees to help promote adherence, employers could potentially see an
improvement in quality of life and productivity from employees as research has shown that patients with improved
adherence not only results in improved health outcomes,” ''*® but also improvements in quality of life (QoL) and
productivity.’”%® Another potential option is for retail pharmacies engaging in value-based contracts with pharmacy
benefits managers (PBMs) potentially pursuing blister-packaging medications to help improve adherence rates for their
patients, leading to higher reimbursement rates. An additional opportunity is for self-insured retail pharmacies or self-
insured PBMs with mail-order pharmacies, who could pursue blister-packaging chronic medications for their employees
as well as their patients.

Self-insured IDNs or health systems that implement blister-packaging chronic medications may also see health
benefits for their patients not seen in this specific model which may lead to reduction in health care costs and/or
reduction in lost reimbursement due to value-based contracting for health outcomes. Value-based contracting (VBC) has
increased in recent years tying reimbursement for medical and pharmacy costs to outcomes.®’ ® The Centers for
Medicare & Medicaid Services (CMS) has a Hospital Readmissions Reduction Program (HRRP), which is an initiative
to improve quality of care for Medicare patients and reduces reimbursement to hospitals for patients who are readmitted
within 30 days for the conditions or procedures of acute myocardial infarction (AMI), chronic obstructive pulmonary
disease (COPD), heart failure (HF), pneumonia, coronary artery bypass graft surgery, and/or elective hip or knee
arthroplasty.®? Several studies have shown that medication nonadherence is a contributing factor to rehospitalization in
some patients.®**® While no studies were able to be identified showing the impact of blister-packaging on 30-day or 90-
day rehospitalization in these conditions, blister-packaging has been seen to help promote improved medication
adherence which makes it plausible that blister-packaging may have a potential impact on reducing readmissions,
although future studies would need to study this possibility.

One important limitation exists in the study used in the model evaluating the impact of adherence to oral antidiabetics,
which is that the study was conducted before some newer antidiabetic agents came to market (sodium-glucose
cotransporter-2 (SGLT2) inhibitors, glucagon-like peptide 1 (GLP-1) agonists) or were very new to market and had
low adoption rates during the study period (dipeptidyl peptidase 4 (DPP-4) inhibitors).® These medications are now
included as potential first-line options in the treatment of T2DM.®” Additionally, these medications have shown to have

68,69

significant clinical benefits on cardiovascular outcomes and are recommended as first-line treatment options for

cardiovascular patients both with T2DM’® and without T2DM.”"”? Due to the superiority of these newer agents,

specifically SGLT?2 inhibitors and GLP-1 antagonists, on diabetes and cardiovascular outcomes,®*°

it is plausible that
the increasing adherence to these agents would result in an even larger reduction HCRU and healthcare costs. However,
all of the agents in the three newer classes of medications as of now are brand name medications compared to the generic
alternatives of the older classes of oral antidiabetics included in the study and would likely lead to an increase in
pharmacy costs with increased adherence. Additionally, specific medications within each of the three newer classes have
agents that have been among the largest price increases of medications in the US over the last 5 years.”” " It is difficult
to determine what the overall impact of increased adherence to these newer medications would mean on total healthcare
costs with the likely reduction in medical costs and increase in pharmacy costs, as future studies needed to assess this
impact. In addition, newer policies and regulations such as the Inflation Reduction Act and the California drug price
transparency law among others may affect the overall healthcare cost by influencing pricing and access. However, the
exact direction and full impact of these initiatives remain unknown at this time.
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While blister-packaging is a highly effective intervention at promoting medication adherence, other interventions co-
exist, such as patient outreach initiatives by the pharmacy or payer, prescriber outreach by the pharmacy or payer,
medication therapy management (MTM) or medication reconciliation, 90-day prescription fills, pharmacist counseling.
Although these interventions have demonstrated varying rates of improvement in medication adherence, there is limited
data on their impact on economic outcomes.?' Future studies, such as cost-effectiveness analyses and/or budget impact
analyses are needed to assess the financial implications of implementing these differing initiatives.

When interpreting the results, it is important to use caution when estimating the overall impact for increased
adherence to all four classes of medications evaluated in this model. The conditions for which these medications are
indicated have some overlap in populations as all four classes have cardiovascular impacts. The most prevalently used
risk calculators are the 10-year American College of Cardiology (ACC)/American Heart Association (AHA) cardiovas-
cular risk assessment in adults;’® CHADS, predicting risk of stroke and thromboembolism in AFib;”® CHA,DS,-VASc
for risk of stroke and thromboembolism in AFib.*® Factors determining risk of cardiovascular events include impact of
cholesterol, blood pressure, diabetes, and prior events. Statins are the standard therapy for patients with T2DM even in
patients without hyperlipidemia as primary prevention of cardiovascular events.”” Additionally, statin utilization in
T2DM is a quality measure by PQA for appropriate medication use.'® Moreover, for those patients with T2DM and
chronic kidney disease, RAS antagonists are recommended as treatment to prevent progression of disease and reduce
cardiovascular events.®' An analysis of the Quintiles Electronic Medical Record research database from July 2014
through June 2015 found that among patients with T2DM, 82.1% had hypertension, 77.2% had hyperlipidemia, and
67.5% of patients had both hypertension and hyperlipidemia.®* In the study examining DOAC utilization, 49% of
patients were on statins, and 48% of patients were on RAS antagonists.'” It is expected that patients with these comorbid
conditions becoming adherent to their pharmacologic treatment would receive a greater benefit in health outcomes and
costs impact than a patient with a single condition would receive; however, it likely would not be the same as combining

the effects of multiple classes together.

Limitations

This analysis has several limitations exist beyond those already mentioned. One limitation relates to the impact of blister-
packaging medications as it was assessed in a study conducted of only ACEi. While this analysis assessed RAS
antagonists which includes ACEi, it also includes RAS antagonists consisting of angiotensin-II receptor blockers
(ARBS), statins, oral antidiabetics, and DOACs. While these remaining medications were not evaluated in the study, it
seems reasonable to assume the impact would carry over to most medications that are dosed once daily. For medications
dosed twice daily, the specific impact remains uncertain. The one-way sensitivity analysis attempted to highlight the level
of wvariability and uncertainty in this input by varying the potential impact. As with all economic models, there is
uncertainty in the actual impact of the intervention on the outcomes modeled in the analysis, and future studies are
needed to examine the impact in real-world settings. However, this model shows the potential impact based upon the best
available peer-reviewed literature tying the impact of blister-packaging on increasing patients becoming adherent to the
impact on adherent patients reducing healthcare costs. An additional limitation, which is seen in all pharmacoepidemiol-
ogy adherence studies, is that the measure of adherence is based upon prescription dispensing claims, without verifying
correct medication use or timing.®® Despite this limitation, the studies in the analysis used a validated definition of
adherence of 80% PDC, and showed reduction in healthcare costs and HCRU with this definition.”'® An additional
limitation of the study is that it used a 1-year time horizon. While this time horizon helps demonstrate the short-term
impact on healthcare costs, which is most relevant to commercial payers due to the potential of beneficiaries switching
plans in the commercial market, it does not fully capture the potential long-term benefits and/or impacts. Another
limitation of this analysis was that it only included the impact of blister-packaging four different medication classes
(RAS antagonists, statins, oral antidiabetics, and DOACs). We were unable to find data in the literature to model the
potential impact of blister-packaging other chronic medications, and therefore the results of this analysis are only
generalizable to the medication classes assessed.
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Conclusion

Blister-packaging medications has been shown to improve medication adherence, and adherence to medications for
chronic conditions has also been shown to reduce HCRU and healthcare costs. This economic analysis estimated the
potential impact of blister-packaging chronic medications on adherence and healthcare costs in a commercially insured
population, indicating reductions of $0.73 PMPM for RAS antagonists, $0.29 PMPM for statins, $0.07 PMPM for oral
antidiabetics, and $0.10 PMPM for DOACs. Future research is needed to confirm these findings in real-world settings
and fully understand the economic implications of blister-packaging chronic medications.
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