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Introduction
ORAL ONCOLYTICS PLAY A MAJOR role in the treatment of patients with many
types of solid tumors and hematologic malignancies. To fully benefit from
these expensive therapies, patients need a high level of clinical and access
support. Medically integrated oncology pharmacies like Rx To Go—the in-house,
specialty oral oncology pharmacy for Florida Cancer Specialists & Research
Institute—are specifically designed to help patients navigate their difficult
cancer journey.

Despite abundant evidence that measures like medication possession
ratio (MPR) do not correlate with patients’ experiences while on oral cancer
oncolytics and do not accurately reflect their clinical outcomes, pharmacy
benefit managers (PBMs) use MPR as a performance/quality metric to evaluate
specialty pharmacies and assess direct and indirect remuneration (DIR) claw-
back fees. DIR fees were designed to be applied as a pharmacy performance
metric for chronic diseases (eg, hypertension, diabetes, high cholesterol)
measured under the CMS Star Rating System for Plan D sponsors. PBMs have
misapplied these performance metrics to oncology pharmacies, which do not
manage any patients with these chronic conditions.!

We at Rx To Go have identified the following predictive markers of successful
management of patients on oral oncolytics. They are:

e enrollment into a patient management program under pharma-
cist supervision;
e time to first fill;

e MPR and proportion of days covered (PDC) as measurements of
continuous fills;

e persistence on therapy;

e  patient satisfaction score;

e prescriber satisfaction score; and
e drug waste management program.

We advocate using a multifaceted approach to evaluate pharmacy services. We

demonstrate the value of this type of approach, with data from our implemen-
tation of quality performance metric scorecards, drug performance scorecards,
and patient and provider satisfaction surveys. We also describe how a workflow
strategy, the Rx To Go drug waste management program, efficiently reduces
patient and payer costs while averting potential treatment issues that might
impact patient health outcomes.

We call on PBMs, plan sponsors, and the Pharmacy Quality Alliance to work
with the broader oncology specialty pharmacy community to develop specific
performance metrics for oral oncolytics. All the stakeholders should collaborate
to develop a set of metrics applicable to in-house and other specialty pharma-
cies that dispense oral oncolytics.

Background
Historically, CMS developed DIR fees to create a mechanism “...to preserve the
competitive nature of the Part D program by ensuring a level playing field for
Part D sponsors regardless of their contractual arrangements with” PBMs.2 CMS
had envisioned DIR fees as a way to increase transparency on total drug cost.
However, as the PBMs began their mass mergers in recent years, they have
twisted the DIR concept away from CMS’ original intent to increase their own
profits. For example, they have reduced the transparency of DIR fee calculations
and the accuracy of drug reimbursement rates.! As a result, the Medicare Part
D program and its beneficiaries (mostly patients 65 years and older) are expe-
riencing increased prescription-related expenses,® and pharmacy providers are
losing money when PBM reimbursement of prescriptions is significantly lower
than what they paid for the drug.**
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DIR fees not only increase out-of-pocket drug
cost for Medicare beneficiaries, but they also speed
the beneficiaries’ entry into the Medicare coverage
gap, especially when they are prescribed high-
cost specialty medications like oral oncolytics.>®
This further increases total Medicare spending.

To avoid reporting these DIR fees to CMS, PBMs
mask them by calling them network variable rates,
network rebates, and pharmacy performance
payments. These are clawback fees imposed by
PBMs on pharmacy providers well after price
negotiation, point of sale, and medication dispensa-
tion. This also means that patients have co-pays on
the full transaction price to the pharmacy without
seeing the co-pay reduction benefit from the DIR
clawbacks. Thus, patients on Medicare enter the
coverage gap much quicker and they face subse-
quent catastrophic 5% co-pays for the rest of the
calendar year based on full pharmacy transaction
cost at the time of claim adjudication.!

PBMs impose these performance-based DIR fees
on pharmacy providers under numerous quality
metrics categories, with higher scores rewarded
by lower DIR fees. The logic of these performance
metrics remains unclear since PBMs assess them
in relation to certain maintenance medications
for some chronic conditions (eg, high cholesterol,
hypertension, diabetes, depression) but include DIR
fee calculations against the gross reimbursement for
all prescriptions received by pharmacy providers,
not just the assessed maintenance medications.
These fee schemes have further fueled increasing
drug costs and boosted PBM profits.

PBMs have found the high cost of oral oncolytics
to be an attractive target for their DIR fee tactics.
This is despite the lack of any evidence-based
rationale for applying irrelevant metrics—those
developed for medications that, for instance,
control diabetes or high cholesterol—to evaluate
dispensation of oral oncolytics used by patients with
cancer who face unique risks of disease progression,
morbidity, and mortality, as well as treatment and
disease-related adverse effects (AEs).

Another problem is that the quality metrics PBMs
use to assess pharmacy providers differ depending
on the PBM, making it even more difficult to attain
high scores. In addition, the imposed performance
DIR fees are typically assessed months after the
drugs are dispensed and claims are submitted
by pharmacy providers. The ensuing clawbacks
of millions of dollars from pharmacy providers
under the umbrella of DIR fees has become
the norm for PBMs.

Furthermore, the CMS Star Rating criteria that
PBMs utilize to evaluate pharmacy provider perfor-
mance include adherence measures, such as MPR
and PDC, but don't include the key performance
criteria (eg, immediate time to fill, dose adjust-
ments, patient education, patient adherence to
therapy) that oncology practices use to assess their
own performance. In its 2018 position statement on
PBMs and their impact on cancer care, the American
Society of Clinical Oncology (ASCO) said:

“... CMS should instruct contractors and
PBMs to discontinue application of current Star
performance ratings and related DIR clawbacks on
oncology dispensing physicians and practice-based

pharmacies, instead of relying on measures and
standards that are more appropriate to the specialty.
Star performance ratings were not intended for
this purpose and, as currently structured, are not
appropriate for oncology practice. Both flat and
percentage-based fees unfairly disadvantage cancer
care providers without demonstrably improving
quality or patient outcomes.”®

We argue that measuring MPR does not correlate
well with patients’ experiences while on oral cancer
oncolytics and does not accurately reflect their
clinical outcomes. Instead, we at Rx To Go advocate
using a multifaceted approach to evaluate pharmacy
services. To demonstrate the value of this type of
approach, we share data from our implementation
of Quality Performance Metric (QPM) scorecards,
drug performance scorecards, and patient and
provider satisfaction surveys. We also describe how a
workflow strategy, the Rx To Go drug waste manage-
ment program, efficiently reduces patient and payer
costs while averting potential treatment issues that
might impact patient health outcomes.

What Unique Challenges Are Posed

by Oral Oncolytics?

Considerable advances in the early detection,
diagnosis, and treatment of many types of solid
tumors and hematologic malignancies have
converted some cancers into chronic diseases,
allowing patients to live longer with proper
management.” Oral oncolytics play a major role
in the treatment of patients with many types of
cancers such as breast cancer, prostate cancer,
non-small cell lung cancer (NSCLC), chronic
myelogenous leukemia (CML), and chronic
lymphocytic leukemia (CLL).%° As adjuvant
therapy or to control advanced disease, some
patients must continue taking oral anticancer
medications for years, potentially for their entire
lives. Self-administered oral targeted agents have
nearly supplanted the use of clinic-administered
intravenous chemoimmunotherapy as early-line
therapies for many patients with CLL and CML.1%!!

Compared with intravenously administered
medications, advantages of oral oncolytics include
convenience and flexibility in timing and admin-
istration, less use of health care resources, and
potentially better quality of life. Disadvantages
include decreased opportunities to interact
with health care providers, burden on patients
(and/or their caregivers) to maintain adherence,
monitoring for and managing AEs, and the need
to promptly communicate with providers when
concerns arise. Patients on oral oncolytics require
extensive education and periodic reinforcement
to make sure they adhere to the prescribed dosing
regimen, know how to monitor and respond
to symptoms of emerging toxicities (ie, how to
manage them and when to contact the provider),
and understand which other drugs, foods, bever-
ages, and alternative therapies have the potential to
cause drug-drug interactions.

For assorted reasons, many patients do not fill
the prescription they receive (noninitiation), do not
take the drug as prescribed (nonadherence), or do
not continue long-term use of the medication (early
discontinuation).® Suboptimal use of prescribed

oral medications can negatively impact patient
outcomes and result in higher health care utilization
and costs.®'213 Examples of negative impacts on
outcomes in patients with cancer include:

* lower efficacy;

e disease flare-ups;

e early cancer progression;

*  more toxicity, if taking higher doses than
prescribed; and

e decrease in quality of life, if disease is
not controlled.

Barriers to adherence to oral oncolytics include
low health literacy and limited knowledge on the
part of patient and/or caregiver; variability and
limitations of insurance coverage; the complexity
of administration instructions; AEs (including rare
but potentially life-threatening ones); and high
out-of-pocket expenses.'*'¢ For example, a retro-
spective analysis of adults who had oral oncolytics
newly prescribed to them at a tertiary cancer
center reported that lack of insurance (and type of
insurance), pharmacy transfers, and cost assistance
program, were significantly associated with longer
time to receipt of the prescribed medication.'® This
study reported mean time-to-receipt of approxi-
mately 16 days for patients with no insurance and
9 days for patients with Medicare compared with 4
days for patients with commercial insurance.

Successful outpatient management of patients
requiring long-term treatment with oral oncolytics
requires patient-centered, multidisciplinary
coordination and collaboration that integrate
pharmacist involvement in patient education, AE
monitoring, and management to improve treatment
adherence.!!!

Oral oncolytics are costly, and the majority of
public and private health care/medical insurance
payers rely on PBM centralized mail order pharma-
cies (eg, Express Scripts, OptumRX, CVS Caremark)
to process and fulfill prescription claims.!” However,
delivery of oral medications to patients via a central-
ized, mail order pharmacy is inadequate because
of potential delays caused by communication
challenges (for patients and providers), processing
and transit times; fragmentation of care provision;
inadequate patient follow-up and monitoring; and
inadequate research on financial assistance options
for patients.'®?° These limitations are particularly
harmful to the unique challenges faced by patients
with cancer who require treatment initiation as well
as long-term therapy with oral oncolytics. In-house,
medically integrated dispensing (MID) pharmacies
offer a viable, streamlined alternative to serving
this population.

What Are In-House or MID Pharmacies?

An MID or in-house pharmacy model is defined as
a dispensing pharmacy within an oncology center
of practice that promotes a patient-centered and
multidisciplinary team approach, which results in
highly coordinated quality care and better patient
outcomes.?"?? Providing continuous, patient-cen-
tered, multidisciplinary, coordinated quality care is
a key goal of all cancer care because it essential for
optimizing patient outcomes.
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The advantages of using in-house or MID phar-
macies over centralized mail order pharmacies to
dispense oral oncolytics include?:

e immediate, unlimited access to electronic
health records (EHRs), protected under
the Health Insurance Portability and
Accountability Act of 1996, allowing timely
information gathering and communication
with the prescriber’s team;

e costsavings, because of the ability to quickly
respond to prescription holds and changes in
dosing (thus limiting drug waste);

e immediate verification of insurance coverage;

e support and help to research finan-
cial assistance;

e opportunities to ensure that patients
complete and receive prescription
refills on time;

e integration of prescription information with
other patient information (eg, test results, use
of other drugs);

e availability of a pharmacist to individualize
patient education, monitoring, and follow-up
to improve safety, adherence, and persistence;

e streamlined and more accessible
communication; and

* increased patient and prescriber satisfaction.

Research has demonstrated the benefits of the
in-house dispensing model over traditional mail
order pharmacies. For example:

e A 2019 retrospective study found that
in-office dispensing of oral oncolytics reduces
monetary waste—as assessed in terms of
returned medications, therapy discontinua-
tion, and dose adjustments—compared with
mail order pharmacy dispensing.?*

e A 2021 retrospective study reported that
patients who filled their prescription for
oral oncolytics at an internal health-system
specialty pharmacy had better PDC, MPR,
and time to treatment compared with
patients who filled their prescriptions at
external specialty pharmacies.?

How Is Adherence Used as a Quality Metric
for Specialty Pharmacies?

Defining adherence

The World Health Organization has defined adher-
ence to long-term therapy as the extent to which a
person’s behavior (eg, taking medication, following
a diet, enacting lifestyle changes) corresponds

with agreed-upon recommendations made by a
health care provider.?® Specifically pertaining to

the taking of medications, adherence is generally
considered to be the process by which patients
take their medications as prescribed in terms of
timing, dosing, and frequency.'>?’ Patient adherence
includes 3 major phases: initiation (or failure to
begin treatment), implementation (or incomplete
dosing), and persistence, or continuation of
treatment.?® Adherence rates reported in studies

of oral anticancer therapies commonly range from
46% to 100%, but they can dip as low as 33% for

various reasons, including the types of cancer, study
population, and adherence measure used.®**

Adherence is a dynamic process and the threshold
for what is sufficient adherence to optimize clinical
benefit and minimize AEs is not easily defined.?"2%3
In patients with chronic conditions, deviations from
optimal adherence may be frequent and can include
isolated/sequential omissions, drug holidays, and
compensatory overdosing.?”*° Factors that impact
adherence include®?"°3!:

* disease characteristics (eg, type,
severity, duration);

e patient characteristics (eg, clinical character-
istics, social and familial environment);

e treatment characteristics (eg, type of drug,
drug pharmacology, toxicities); and

e provider/health care system (eg, lack/type
of insurance, relationship with provider,
duration of visits).

In patients with cancer specifically, many factors
at the individual, cultural, and system levels affect
adherence to oral oncolytics.®?

Measuring adherence

Adherence can be assessed using direct measures
(eg, directly observed therapy, testing urine and/

or blood for biomarkers) and indirect measures
(eg, self-reporting/patient diaries, electronic pill
bottles, pill counts, pharmacy data, administrative
claims data, clinical response).® This report focuses
on the use of administrative claims data to monitor
drug adherence.

Monitoring drug adherence using administrative
claims data is a type of analysis that makes many
assumptions and cannot account for several
important caveats (Table 1).32

MPR and PDC are measures of adherence often
used in studies that analyze only administrative
claims data (Table 2%2-35), MPR is the most common
measure used to estimate medication nonadher-
ence; the next most common measure is PDC.3¢
Definitions of MPR and cutoff points that are used
to define nonadherence often vary among studies,
making it difficult to compare results. As Canfield
and colleagues* noted in their critique of MPR and
PDC use in specialty pharmacy practice, “Although
adherence metrics may serve as an internal
benchmark to compare the progress of a program
within an organization, caution is warranted for
using them as an external benchmark to compare
organizations.” In the rest of this white paper, we
will focus on MPR.

Using MPR as a quality metric
As summarized in the Introduction, much has been
said about how PBMs’ DIR fees have driven up costs
for Medicare, patients, and pharmacy providers
(including retail pharmacies, specialty pharmacies,
and physician-run medical practices that have retail
pharmacies or dispensing facilities).>461737-41 A ]ess
discussed but also very impactful facet of this issue
is the use of MPR as a quality indicator for pharma-
cies dispensing oral oncolytics.>*#

A threshold of MPR greater than or equal to
0.80 (ie, 80% or more) is considered to indicate
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TABLE 1. Examples of Assumptions
and Limitations Related to Using Administrative
Claims Data to Monitor Drug Adherence

Assumptions Limitations

* Refill prescription
patterns correspond
to patient medication-
taking behavior

* Does not identify partial
adherence

¢ Does not identify barriers for
detected adherence

e Patients are taking the
medication exactly
as prescribed

* Cannot account for temporary
intentional holds followed by dose
adjustments

 Cannot consider prescriptions
obtained outside the system

* Provides incomplete record (eg, if
provider verbally tells the patient
to discontinue drug)

TABLE 2. Adherence Terms and Measures
Derived From Administrative Claims Data

Term  Definitions

Days' supply obtained divided by the refill interval or
fixed interval®

Ratio of total days’ supply to number of days of study

MPR participation per participant (may exceed 1.0/100%)*
[Sum of days’ supply in time frame] divided by [number
of days in time frame] multiplied by 1003
Quantity dispensed divided by number of days supplied
from each filled prescription®
Total days’ supply divided by number of days

PDC  of study participation (capped at 1.0 and multiplied

by 100 to obtain percentage).®

[Sum of days covered in time frame] divided by
[number of days in time frame] multiplied by 1003

MPR, mediation possession ratio; PDC, proportion of days covered.

that patients are adherent to their prescribed
medication.*-** However, MPR may be impacted
by many variables that administrative claims data
are not designed to track (Table 3). Negative impact
on MPR falls into 2 categories: controllable and
uncontrollable. Controllable negative impacts can
be avoided with good patient education, consistent
follow-up, and AE management support. Examples
of uncontrollable negative impacts include disease
progression, the need for drug holidays, and
hospitalizations.

Access to financial assistance from the start is
crucial for supporting adherence to therapy and
avoiding financial toxicities caused by burdensome
out-of-pocket expenses. Patient-centric approaches,
multidisciplinary approaches, and working with
the patient’s caregiver or family all contribute to
better patient care.

Lingering questions about the applicability of
MPR analyses include:

e Can MPR measurements be applied equally to
every type of cancer (or other chronic disease)
based on severity of the treated condition?

¢  Can MPR account for the different pharmaco-
logic characteristics of agents used?

e Can MPR account for the severity of the
treated condition?
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TABLE 3. Scenarios That Could Positively or Negatively Affect MPR dieticians—to provide exceptional customer service
for patients and caregivers. Rx To Go benefits for
Positive impact Negative impact patients include coordination with their provider,
Single fill only (MPR = 100%) * Delay in starting the first dose because HCP wants to see the patient in the office monitoring and review of clinical laboratory values,
oGl (e aefidieies to review the treatment plan, potential AEs, and/or discuss combination therapy to therapy support, and adherence monitoring, as
before the start of the next cycle) coordinate care well as services related to insurance coverage,
oS SR ies el cniaElk ¢ Delay in a subsequent cycle due to critical lab results; dose decrease (resulting in extra billing, medication costs, and financial assistance.
pills in hand), pending imaging (eg, PET, CT); unplanned hospitalization and/or surgery, . .
medication holds or drug holidays due to medication AEs, and Figure 1 ?hOWS the breakdown of payers for patients
) o enrolled in Rx To Go.
e Patient forgets to take medication
. HCF’ did not educate patient and caregivers on proper medlgatlgn use (eg, patient takes QPM Scorecards
1 pill/dose instead of 4 pills/dose, ending up with extra medications 3-4 weeks later).
Patient and caregivers need education on proper usage, and refill will be postponed Our Rx To Go overall pharmacy QPM scorecard
according to supply in hand. tool (Table 4) expands upon the standard metrics
* Patient is hoarding medication to save money (due to out-of-pocket co-payment), required by the accreditation bodies and reflects the
resulting in extra pills. most essential points of successful pharmacy opera-
. Duhe to advanced age and/or comorbii conldition(s), the patient is forgetful and not tion: time to first fill, MPR, PDC, adherence program
adherent to prescribed dosage and schedule. patient enrollment, and patient and prescriber
AE, adverse event; HCP, health care professional (or provider); MPR, medication possession ratio. (customer) satisfaction metrics. This QPM scorecard

applies only to pharmacy performance. The Rx To
Go Quality Management committee reviews these
metrics at the end of each quarter.

FIGURE 1. Rx To Go Payer Breakdown 2021 Time to first fill involves multiple factors from
different services we provide; these range from
benefits verification, prior authorization, and
patient financial assistance to the initial shipment
and contact with the patient. These services

B Medicare Part D, 61% are important because they influence how fast

a patient can start therapy and assist patients

with any financial hardship that occurs in their

M Medicare Part B, 5% cancer journey. The ideal goal of time to first fill is

within the first 4 to 7 days of the first prescription

submitted to the pharmacy. Rx To Go’s adherence

Other (self-pay, vouchers), 3% program is important in that it educates patients on

what to expect; describes how to manage drug- and

disease-related AEs, and why it is crucial to address
any issues sooner rather than later; and provides
frequent reassessments with the patient and the
patient’s chart. Addressing AEs as soon as possible
can help to improve patient persistence in therapy
and achieve desired clinical outcomes.

In 2013, Rx To Go designed and implemented a

Private, 29%

M Medicaid, 2%

TABLE 4. Rx To Go Overall Pharmacy QPM Scorecard (4 quarters of 2021)

Metric

_ pharmacist-led patient education and AE manage-
Average prescriber satisfaction score (from all categories; rated on a 1-5 scale)? ment program that proved to be a highly successful.
Patients on a new drug enrolled into adherence program® 81% 88% 89% 89% Khrystolubova and colleagues*® published an

analysis of the program’s impact on the manage-

MPR 78% 78% 7% 78% ment of patients taking oral afatinib (Gilotrif) for the
o 78 i e s treatment of EGFR-mutated NSCLC in a real-world
Time to first fill (referral to ship date), calendar business days <4 <4 <4 <4 community oncology clinic. The findings show
Average patient satisfaction score 94% 95% 96% 95% the value of pharmacist-led continuous follow-up,
support, and education reinforcement to reduce
e e o e O O sty e e AEs and help patients stay on treatment, supporting
‘;Sgss\ﬁieslil‘%-enroll =85% of patients into the adherence (patient management) program. Per Board of Pharmacy, patients have the right to refuse pharmacist patients adherence to therapy.
Patient and prescriber satisfaction surveysA
Customer satisfaction surveys are a crucial tool
What Data Support Our Multifaceted Performance Scorecards help create health-out- to obtain feedback and to engage patients and
Alternative to MPR? comes analyses with a focus on improving clinical prescribers. These surveys are key for evaluating
Instead of relying solely on MPR as the quality programs and ultimately our main metrics. These Rx To Go performance from the perspective of
metric for specialty pharmacy performance, we at important tools and program are discussed in the the patients and prescribers who use our services.
Rx To Go advocate using a multifaceted system to following sections. Although these tools are primarily numeric, they
comprehensively evaluate the services we provide include sections that allow survey responders to
to patients with cancer who are receiving treatment ~ Rx To Go as an in-house specialty pharmacy input comments.
with oral oncolytics. Thus, to better define and case study Our goal at Rx To Go is to maintain an average
assess how we care for patients, we have developed Rx To Go is accredited by 3 specialty pharmacy patient satisfaction score of 95% or higher and an
tools such as patient and prescriber satisfaction organizations and is designated as an extension of average prescriber satisfaction score of at least 4.5
surveys, pharmacy QPM scorecards, and our drug practice—with full access to patients’ EHRs and to on a 1-to-5 scale. There is no industry-standard goal
waste management program. In addition, Drug a multidisciplinary team of physicians, nurses, and to describe perfect patient satisfaction. We chose to
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hold ourselves to very high standards by aiming for
at least 95% patient satisfaction. As reported, the

Rx To Go patient satisfaction score is multilayered
and encompasses net promoter score, satisfaction
on the level of financial responsibilities (eg, patient
financial assistance), patient counseling and
knowledgeable pharmacist staff, customer service
(eg, empathy), and timely medication deliveries. The
Rx To Go provider satisfaction score assesses clinical
support, professionalism, customer service, and
timely communications.

In 2020 and 2021, Rx To Go maintained a median
95% (range, 94%-96%) overall patient satisfaction
score, with lower scores for satisfaction with
financial assistance (range, 88%-94%) and timely
deliveries (range, 93%-96%). Our prescriber satisfac-
tion score remains above 4.5.

Drug Waste Management Program

Another example of Rx To Go’s successful oper-
ations is the drug waste management program.
Prevention of drug waste not only reduces patient
and payer costs, but also averts potential treatment
issues that might impact patient health outcomes.
As noted by ASCO:

“There is growing concern that PBMs may be
contributing to costly waste in cancer care. ASCO
members have described situations in which a PBM
sent the wrong dosage or type of medication or
sent medication directly to a patient’s home, only
to have it expire before they are able to get to their
physician’s office. Each mistake and wasted vial of
cancer medication represents an important expense
for a cancer patient and a lost opportunity for
appropriate treatment.”®

The tactics that we at Rx To Go use to prevent
drug waste include detailed review of all new
prescriptions upon their receipt from a provider and
final review of every order (including refills of the
original prescription) before shipment to the patient
(Figure 2). These reviews are performed by a team
of highly trained registered nurses and pharmacists.
Table 5 summarizes several case studies that
illustrate the effectiveness of the process we use to
minimize and prevent drug waste.

Drug Performance Scorecards As a Tool to
Improve Pharmacy Performance

A patient’s cancer journey is often unpredictable.
From tackling treatment issues to addressing
financial barriers, we at Rx To Go wanted to be
able to showcase our ability to provide the same
or better level of service than other specialty
pharmacies. Thus, in addition to the overall
pharmacy QPM scorecard, Rx To Go developed
and incorporated into practice individual Drug
Performance Scorecards, which summarize clinical
outcome metrics as well as analyses of persistence
on therapy and reasons for discontinuation. These
drug-specific metrics allow our pharmacy to
measure goals and outcomes, and to identify chal-
lenges. Here, we summarize the Drug Performance
Scorecard data for 3 oral oncolytics—dasatinib
(Sprycel), palbociclib (Ibrance), and ibrutinib
(Imbruvica)—prescribed to Medicare patients
enrolled in Rx To Go over the course of 4 quarters
(July 2020-June 2021).

Dasatinib scorecard

During the 12-month analysis period, approximately
47% of Medicare patients enrolled in Rx To Go
received dasatinib prescriptions (Table 6). On
average per quarter, 6 new patients started dasatinib
therapy and Rx To Go filled an average of 65% of all
the scripts received. The remaining orders that were
received were transitioned to manufacturer-spon-
sored free medication programs or transferred to
another specialty pharmacy. Due to selection of
different treatment options, patients’ preferences,
and other external circumstances, 1% of orders were
canceled/discontinued before the patient began
taking the drug.

The average time to first fill for any new dasatinib
order was approximately 3 days. Among all the
patients who were serviced by Rx To Go during
the 4 studied quarters, only 10% were discharged
from the pharmacy. This included 24 patients who
discontinued because of a clinical or other reason,

5 patients who were discharged to the manufacturer
for free drug, and 1 patient who was transferred to
another specialty pharmacy. Among the 24 patients
who were discontinued for a clinical or other reason,
4 patients died, 5 left the practice, 1 had disease
progression, 1 followed National Comprehensive
Cancer Network recommendations, and 14 experi-
enced AEs. Of the 14 patients who discontinued due
to AEs, 85% discontinued due to pleural effusion
and 15% discontinued due to peripheral edema,
lack of energy, and/or diarrhea. Overall, Rx To Go
maintained an average MPR of 97%, average PDC of
94%, and average length of therapy of 38 months for
patients with dasatinib prescriptions during each
analyzed quarter.

Palbociclib scorecard

During the 12-month analysis period, approxi-
mately 64% of Medicare patients enrolled in Rx To
Go received palbociclib prescriptions (Table 7).
On average, we had 34 new patients on palbociclib
each quarter and were able to fill prescriptions for
67% of these patients per quarter. As mentioned
for the dasatinib analysis, the remaining

received orders were transferred to manufactur-
er-sponsored free drug programs or to another
specialty pharmacy.

The average time to first fill for any new palbo-
ciclib order was approximately 4 days. Among all
patients to whom Rx To Go dispensed palbociclib
during the 4 analyzed quarters, only 14% were
discharged from our pharmacy. The discharged
patients included 127 patients who discontinued
palbociclib due to a clinical or other reason, 59
patients who were discharged to the manufacturer
for free drug, and 5 patients who went to another
specialty pharmacy.

Of the patients who were discontinued due to a
clinical or other reason, 15 patients died, 79 had
disease progression, 10 left the practice, 2 had
other comorbidities, and 20 had AEs. Permanent
discontinuation associated with an AE occurred
in 20 of 1352 (1.4%) patients receiving palbociclib
during the 4 quarters. Most of these AEs were
cytopenias, fatigue, and diarrhea. In contrast,
permanent discontinuation associated with AEs
occurred in 9.7% of palbociclib-treated patients in
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the PALOMA-2 trial*” and 4% of palbociclib-treated
patients in the PALOMA-3 trial.*®

Reflecting the high enrollment rate in the Rx To Go
adherence program, the average length of therapy
for each patient was an impressive 22.5 months.
Other metrics indicating high adherence included
the high MPR (98%-99%) and PDC (95%-98%) rates,
as well as other benchmarks showcased in this
scorecard. We believe that every element is a factor
in providing care of exceptional quality to every
patient at Rx To Go.

Ibrutinib scorecard

Among patients prescribed ibrutinib, Rx To Go
serviced about 76% of the Medicare population and
we admitted approximately 42 new patients each
quarter (Table 8). The average time to first fill from
order receipt was 4.2 days.

Approximately 7% of patients were discontinued
due to a clinical reason, an insurance mandate, or
a free drug program. This included 139 seasonal
patients and those who discontinued due to disease
progression, death, AEs, leaving the practice, or
observation. Observation in this disease state was
defined as a patient who, based on their age/comor-
bidities, discontinued after obtaining an adequate
response for a minimum of 12 months. Our Rx To
Go patient population is much older and has more
comorbidities compared with participants in most
clinical trials. Currently, 8% of our patients are
being observed.

Thirty-four percent of patients had discontinued
ibrutinib due to an AE such as cytopenias, bleeding,
diarrhea, fatigue, edema, hypertension, and atrial
fibrillation. Twenty percent of patients discontinued
due to disease progression and 18% of patients had
died, 14% of patients had left the practice, and 6% of
patients were seasonal.

Applications of Scorecards
The Rx To Go pharmacy QPM scorecards that we
have developed help demonstrate, in a real-world
scenario, pharmacy excellence in helping patients
navigate their difficult cancer journey. As a special-
ized pharmacy, we successfully provide timely
prescription deliveries, patient-centric support,
patient financial support, and provider support,
ensuring that no disruptions in treatments occur.

Our Rx To Go Drug Performance scorecards help
to identify challenges and to improve interventions
and processes; thus, improving on persistence
on therapy is defined as the act of continuing
treatment for the prescribed duration.* The 3 oral
oncolytics discussed in this article are associated
with a high risk of AEs, which result in more than
20% of patients experiencing dose interruptions and
discontinuation. With these scorecards’ provision of
persistency data, reasons for discontinuation, and
the percentage of patients who have enrolled in the
Rx To Go adherence program, we are able to show-
case Rx To Go’s practice success. We also continue to
learn and improve from these metrics. Identifying
the clinical reasons for discontinuations based on
AEs provides opportunities to enhance Rx To Go
patient management programs.

Patient persistence of therapy is the most
desirable metric upon which to measure adherence
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FIGURE 2. Rx To Go Drug Waste Prevention Process Prior to Order Shipment

COMMUNICATIONS

INTERVENTIONS FOR
CONFIRMED DISCREPANCIES

* Detailed evaluation of patient EHR to ensure * |f discrepancies exist between most recent
order to be shipped is aligned with most recent provider plan and current order set to ship, clarify
provider plan with provider

¢ Assessment for drug-related toxicities to * Communicate with provider about patient tolerance
ensure prescriber is aware of any manufacturer or compliance issues

recommendations related to hematologic and

: ¢ Communicate with patient regarding issues and
nonhematologic adverse effects

changes of orders
* Includes review of:

» current regimens;

» recent provider notes;

» laboratory results;

» imaging and other test results;

» recent hospitalizations; and

» notes from other specialists

EHR indicates electronic health record

TABLE 5. Rx To Go Case Studies in Drug Waste Management

P . : P e £l
Diagnosis rescrlbe.d reglme.n rescription on file EHR chart review findings?
at the point of refill at pharmacy
Cabozantinib (Cabometyx) * EHR reviewed by care plan nurse and discrepancy identified.
RCC Sgilr;?of?g{jz;;i 24 Cabozantinib oral * Provider had not notified pharmacy of treatment discontinuation.
cycles (per NCCN RCC tablet 40 mg * New shipment of another order of cabozantinib scheduled before
guideline v2.0) discrepancy identified.
Pancreatic Olaparib (Lynparza) * EHR reviewed by care plan nurse and discrepancy identified.
300 mg orally twice daily . . " . . .
cancer for 28 days x 24 cycles Olaparib oral tablet * Provider had not notified pharmacy of treatment discontinuation.
:)eﬁj::atlc (per NCCN pancreatic cancer 150 mg ¢ New shipment of another order of olaparib scheduled before
guideline v6.0) discrepancy identified.
* EHR reviewed by care plan nurse and discrepancy identified.
cML No regimen added to EHR Dasatinib oral tablet ¢ Provider had not notified pharmacy of treatment discontinuation.
dasatinib (Sprycel) Dimg * New shipment of another order of dasatinib scheduled before
discrepancy identified.
Pembrolizumab (Keytruda) Lenvatinib 20 mg/day ~ * EHR review by care plan nurse
200 mg IV, lenvatinib
Renal cell (Lenvima) 20 mg orally daily (10 mg x 2) capsules * Grade 3 hepatotoxicity (provider noted improvement in overall
for 21 days x 12 cycles Qb disease burden after 6 cycles; no indication of liver metastases)
* EHR reviewed by care plan nurse and discrepancy identified.
Polycythemia  Ruxolitinib (Jakafi) orally twice  Ruxolitinib * Myelosuppression at 10 mg noted.
vera daily for 28 days 10mg PO BID * Provider notes indicated dose reduction, but new prescription not
received by pharmacy.
* EHR reviewed by care plan nurse and discrepancy identified.
Capmatinib (Tabrecta) orally Capmatinib 150 mg * Provider notes indicated worsening shortness of breath and no
NSCLC A . ! id fi itial itis: advised :
twice daily 2 tablets BID strong evidence ot interstitial pneumonitis; advisea stopping
capmatinib. Thoracentesis with pleural cytology performed and
patient was to follow up after results.
Capecitabine 150 mg ¢ EHR reviewed by care plan nurse and discrepancy identified.
L and 500 mg tablets,
FeE] cmnesr C'apeC|ta'1b|.ne (Xeloda) orally Monday-Friday every ¢ Provider notes indicated progressive severe diarrhea and
with radiation therapy 7 days x 5 weeks placed capecitabine on hold. Patient hospitalized for diarrhea,

(total 1650 mg BID) abdominal pain, and fever.

® Document discrepancy

Recall order from dispensing queue if:
» therapy is discontinued due to disease
progression; or
» provider wants to change dosing due to
intolerance or need to escalate; or

» treatment is on temporary hold (eg, drug holiday,
procedure, hospitalization)

Units (tablets or

Intervention capsules) and costs
(WAC) saved

* Care plan nurse clarified discrepancy

with provider. Units: 30

* Provider confirmed change and Cost: $21,662.80
requested order be discontinued.

e Care plan nurse clarified discrepancy )
with provider. Units: 120

* Provider confirmed change and Cost: $14,448.89
requested order be discontinued.

e Care plan nurse clarified discrepancy )
with provider. Units: 30

* Provider confirmed change and Cost: $15,160.86
requested order be discontinued.

* Care plan nurse advised provider of
package insert indication to hold/ Units: 60
reduce dose.

e Provider put a hold on the Cost: $19,687.20
medication refill and will reevaluate.

* Care plan nurse clarified discrepancy
with provider. Units: 60

* New prescription dose change
obtained and processed to replace Cost: $15,577.20
order set to ship.

* Care plan nurse clarified discrepancy )
with provider and patient. Units: 112

* Patient confirmed hold on medication gt $19,978.56
and asked that shipment be stopped.

* Care plan nurse clarified discrepancy  jpjts; 75 (500 mg)

with provider. and 25 (150 mg)
 Provider confirmed that medication
should be on hold. Cost: $3728.25

All AEs were reported to MEDWATCH. (AEs in patient receiving combination therapy were reported to MEDWATCH as possibly contributed by both agents.)

AE, adverse effect; BID, twice daily; EHR, electronic health record; IV, intravenous; NCCN, National Comprehensive Cancer Network; NSCLC, non-small cell lung cancer; PO, by mouth; QD, daily; RCC, renal cell carcinoma; WAC, wholesale acquisition cost.
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TABLE 6. Dasatinib Drug Performance Scorecard Summary (July 2020-June 2021)

Metrics Q3’20 Q420 Q121 Q221 Average

Patient volume

% of Medicare patients enrolled in Rx To Go 46% 44% 48% 48% 47%

Metrics and adherence

Time to first fill (referral to ship date), calendar business days 4 2 2 4 4
MPR 97% 97% 96% 97% 97%
PDC 93% 94% 94% 93% 94%
Length of therapy for active patients, months 37 37 38 39 38
Adherence program enrollment (new patients) 83% 60% 75% 86% 76%
Discontinuation, % of total patients

Patients who discontinued drug 12% 10% 8% 8% 10%
Patients referred to free drug program 3% 0% 1% 3% 2%
Patients transferred to another specialty pharmacy 0% 1% 0% 0% 0.25%

MPR, medication possession ratio; PDC, proportion of days covered; Q, quarter.

TABLE 7. Palbociclib Drug Performance Scorecard Summary (July 2020-June 2021)

Metrics Q320 Q420 Q121 Q221 Average

Patient volume

% of Medicare patients enrolled in Rx To Go 67% 66% 63% 61% 64%

Metrics and adherence

Time to first fill (referral to ship date), calendar business days 4 4 3 4 4
MPR 99% 98% 98% 98% 98%
PDC 98% 97% 95% 98% 97%
Length of therapy for active patients, months 21 22 23 24 23
Adherence program enrollment (new patients) 95% 81% 90% 92% 90%
Discontinuation, % total patients

Patients who discontinued drug 12% 14% 15% 16% 14%
Patients referred to free drug program 3% 4% 6% 4% 4%
Patients transferred to another specialty pharmacy 2% 0 0 0 0.5%

MPR, medication possession ratio; PDC, proportion of days covered; Q, quarter.

TABLE 8. Ibrutinib Drug Performance Scorecard Summary (July 2020-June 2021)

Metrics Q320 Q420 Q121 Q221 Average

Patient volume

% Medicare patients enrolled in Rx To Go 77% 77% 75% 73% 76%

Metrics and adherence

Time to first fill (referral to ship date), calendar business days 3 4 5 5 4
MPR, % 99% 98% 97% 98% 98%
PDC, % 95% 97% 95% 95% 96%
Length of therapy for active patients, months 26 27 27 29 27
Adherence program enrollment (new patients), % 96% 83% 89% 100% 92%
Discontinuation, % of total patients

Patients who discontinued drug 6% 8% 6% 7% 7%
Patients referred to free drug program 0 0 1% 1% 0.5%
Patients transferred to another specialty pharmacy 0 0 1% 1% 0.5%

MPR, medication possession ratio; PDC, proportion of days covered; Q, quarter.

on therapy and outcomes. Typically, the only
available benchmark for patient persistence on
therapy in oncology would be a clinical trial, but
the populations enrolled in clinical trials are often
different from real-world populations and they vary
state by state. Many of the patients we service at Rx
To Go would never be enrolled in drug clinical trials
because of comorbidities or previous therapies. In
the real world, we treat all comers. According to
our health outcomes studies, the Rx To Go patient
population is, on average, approximately 10 to

12 years older than populations usually enrolled

in interventional clinical trials. To address these
challenges, pharmacies like ours must mobilize
and create clinical programs and additional patient
support that may not be factored at all into the
clinical trials. Examples of additional support
include financial assistance, oncology-trained
dietitian services, and assistance with addressing
drug-induced adverse reactions. These actions
help us keep patients on effective therapy as

long as possible.

Conclusions

As described in this paper, we at Rx To Go have
identified the following predictive markers of
successful patient management in our in-house,
medically integrated, specialty oral oncology
pharmacy practice:

e enrollment into patient management
program under pharmacist supervision;

e time to first fill;

e  MPR and PDC as measurements of
continuous fills;

e persistence on therapy;

e patient satisfaction score;

e  prescriber satisfaction score; and

e drug waste management programs.

Reporting more than MPR is essential to ensure
that our Rx To Go pharmacy is providing care of
exceptional quality, especially in oncology. MPR
can be used to assess uninterrupted service during
patient treatment but cannot encompass the
complexity of patient care in oncology. Additional
data such as persistency and length on therapy
allow us to measure the quality of our interventions.
Expanding on persistency data allows us to explore
reasons for dose interruptions, changes, and
discontinuation. The QPM and drug performance
scorecards are a good way to display the real-
world positive outcomes of all Rx To Go pharmacy
interventions, from the prescription journey to the
patient journey on their medications. In the future,
this multimetric scorecard approach might serve
as a standard way of benchmarking Rx To Go with
other high-performing specialty pharmacies.

Our drug waste management program ensures
that drug refills are based on a patient’s current
clinical picture and disease state, as determined
in collaboration with prescribers and utilizing
immediate EHR access. Our multilayered patient
and prescriber satisfaction surveys assess how well
we perform in providing customer service to our
patients and prescribers. ¢
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A Call to Action: Oncology Practices—and Patients—Need Performance Measures

for Managing Oral Therapies

Natasha Khrystolubova, RPh, BPharm, BCOP; Ray Bailey, RPh; Roger Orr, PharmD, BCOP; Lucio N. Gordan, MD; and Trista Auger, RPhT, CPhT

STARTING WITH THE FIRST oral targeted therapy, imatinib (Gleevec),
introduced in 2001," oral targeted agents have evolved into a mainstay
of cancer therapeutics. Novel drugs and new indications for existing
drugs continue to be approved, offering hope for patients with certain
cancer subtypes. These oral oncolytics are very expensive compared
with other specialty medications and must be handled and managed
with great care and efficiency. Waste-mitigation strategies must be
applied to ensure that the drug is not lost due to poor anticipation of
some variables in patient care.

Measuring how well an in-house specialty pharmacy in an oncology
clinic delivers these services could highlight an important quality indi-
cator to payers and to patients. Unfortunately, as we show in “Defining
Appropriate Quality Performance Metrics for Pharmacies Dispensing
Oral Oncology Therapies,” pharmacy benefit managers (PBMs) use the
medication possession ratio (MPR) as a quality metric despite its lack
of relevance to oncology practices. In turn, the MPR is used to assess
direct and indirect renumeration (DIR) clawback fees, which cause
financial harm both to practices and to patients.

As Florida Cancer Specialists and Research Institute has demon-
strated, patients with cancer cannot fully benefit from these novel
therapies without high-level clinical and access support. Medically
integrated oncology pharmacies like ours, Rx To Go, help patients
navigate payer roadblocks to access, mitigate the myriad of
financial toxicities these patients face as more and more cost is
shifted to them.

Once we have successfully helped patients gain access, our clinical
work begins. Rx To Go clinicians use drug-specific, structured oral
adherence pharmacy care plans to help patients’ compliance with the
prescribed regimens. Further complicating matters, patients are often
prescribed to take these oral oncolytics in combination with intravenous
drugs. Coordinating the timely delivery of a prescription-benefit oral
drug with a clinic-administered regimen is difficult. Medically integrated
oncology pharmacies such RxtoGo are best positioned to help patients
and clinic staff navigate these challenges.

Of note, because pharmacists do not have provider status and
cannot bill for clinical services, all the services that specialty pharmacies
provide are value-added and at great expense to the practice, which
relies on prescription dispensing margins. However, ever-increasing
DIR fees have been steadily eroding these margins, as progressively
more is required of us to help patients with cancer gain access to their
prescribed medications and achieve good outcomes.

The DIR fee structure was not designed to evaluate pharmacy
dispensing of the oral oncolytics that are critical for patients with
cancer. Instead, DIR fees were designed to be applied as a pharmacy
performance metric for chronic diseases (eg, hypertension, diabetes,
high cholesterol) measured under the CMS Star Rating System for Plan
D sponsors.?® Nevertheless, PBMs have misapplied these performance
metrics to oncology pharmacies, which do not manage any patients
with these chronic conditions.

To make matters worse, PBMs use inadequate, simplistic claims-based
metrics like MPR to justify DIR clawback fees** charged to specialty
pharmacies like Rx To Go. As demonstrated in this issue, MPR alone is a
very poor metric for measuring the clinical performance of a pharmacy
serving patients being treated with oral oncolytics.

We call on PBMs, plan sponsors, and the Pharmacy Quality Alliance
to work with the broader oncology specialty pharmacy community to
develop specific performance metrics for these oral therapies. Further-
more, performance metrics should reward high-performing pharmacies,
not penalize them as the current DIR clawbacks do. We have suggested
several such metrics. More discussion and collaboration among all
stakeholders are needed to develop a set of metrics applicable to
in-house and other specialty pharmacies that dispense oral oncolytics.
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