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Foreword

Since the global COVID-19 pandemic hit, the
healthcare industry has increasingly struggled
to at-once serve the needs of patients, support
staff, and make ends meet without jeopardizing
long-term economic sustainability. Many
questioned where and how the management of
rare diseases would fit within the ever-evolving
and suddenly chaotic healthcare environment,
and how payers may react. However, despite the
immediate pressures of the pandemic, payers
stayed the course with their commitment to
finding prudent ways to connect patients to the
unique high-cost, innovative therapy options for
rare and orphan diseases.

Now, in the wake of the pandemic, the 2022
Alnylam Rare Disease Trend Report offers crucial
insights from U.S. payers on the potential
longer-term consequences of the extraordinary
global circumstances and prior market
challenges. The latest report explores the effect
of budget pressures on the desire for innovative,
aggressive approaches to management vs. the
investment and practicality of implementation.
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Payers aim to resourcefully manage and
future-proof their budgets to ensure funds

are available for next and new generations of
innovative rare disease therapies. Areas of much
discussion and interest include shifting medical
management via specialty pharmacy mandates,
managing risk through innovative contracting,
as well as how to balance the management of
product improvements and enhancements
(e.g., additional documentation and clinical
measures within prior authorizations) with
operational challenges for implementation.
Published to inspire open dialogue among
payers, providers, manufacturers, patient
advocacy groups, and patients, this report
serves to provide all stakeholders with a deeper
understanding of the urgent and emerging
access barriers that must be overcome to
improve patient outcomes. Possible solutions for
future consideration might include, but are not
limited to, data considerations, collaborations
among differing stakeholders, outcomes,
assurances, or new opportunities within the
rare disease space.
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Introduction

This report is intended to increase transparency

across the payer community on prevailing trends

in the management of rare disease products
and the potential impact of market dynamics on
payer priorities. Included among these are the
impacts of the COVID-19 pandemic aftermath,
the continuing emergence of novel therapies,
systemic issues affecting manufacturers and
payers, policy and pricing reform, outcomes-
based contracting and payment models, and
distribution models. Several central questions
answered within this report include:

« How have payer priorities shifted since the first
two editions of this report? (2020 and 2021)

» What management and reimbursement tools
are payers using or planning to use for rare
disease products?

« How do payers perceive innovative
reimbursement models in the market, and what
do they envision for future models?

« What trends will most influence payer decision-
making and engagement?

This report was sponsored and developed by Alnylam Pharmaceuticals, Inc. Alnylam is a
biopharmaceutical company leading the translation of RNA interference (RNAi) into a new
class of medicines for patients who have limited or inadequate treatment options.

By sharing critical insights and perspectives on
current and future management considerations,
the authors of this report aim to elevate the
discussion around rare disease products. With a
clearer understanding of how payers perceive,
evaluate, and prioritize the unique challenges
of rare disease and orphan drug management,
the healthcare industry as a whole can more
effectively and expeditiously work toward
mutually beneficial and sustainable treatment
and care solutions.

v



Key Findings

« Increased focus on rare disease management

- While most payer organizations do not use
differential management for rare and ultra-
rare disease, there is an increased focus on
products within this space. As the pipeline
for high-cost rare products continues to
expand, payers will be forced to adapt their
management approach directly affecting areas
such as benefit management, contracting
models, and distribution.

« Uncertainty regarding recent federal legislation

- Recent legislation such as the Inflation
Reduction Act and the AMP cap removal
will have broad implications to the
pharmaceutical space and will, therefore,
have an impact on rare disease products.
The IRA, specially, defines several changes
that are specific to orphan drugs, including
exemptions from Medicare price negations for
therapies that fall into this orphan category.
Payers are still unsure how such legislation will
drive changes to their internal organizational
policies, however, these policy changes will
likely be necessary as payers look to properly
react to these impending changes to the rare
disease space.

| 2022 Alnylam Rare Disease Trend Report

« Innovative contracting remains a challenging

area for payers

- While a select number of payers are currently
participating in innovative reimbursement
structures, these types of agreements are
still infrequent, specifically for rare disease
products. This hesitancy is caused by several
challenges such as difficulty measuring
outcomes and endpoints, challenges with
data collection, and lack of clear metrics that
define value. Most payers do agree, however,
that innovative contracts will become more
frequent in the near future, insinuating there
is an expectation for effective solutions to the
above challenges for rare disease drugs.
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Methodology

Alnylam Pharmaceuticals, Inc., sponsored

and developed this publication in partnership
with their vendor, Guidehouse. Alnylam is a
biopharmaceutical company focused on the
discovery, development, and commercialization
of RNA interference (RNAI) therapeutics. The
Commercial Health Group at Guidehouse, a
leading global consultancy that specializes in
life sciences across both the commercial and
public sectors, provided research services.

Survey Development

A survey was developed to capture payer
sentiment on the quantitative management of
rare diseases. The survey was designed to assess
current practices and perspectives, as well as to
gather information on anticipated changes over
the next five years and beyond. Taking 2022 as the
current health plan year, the survey specifically
delves into anticipated changes within the next
plan year (2023), the next 3-5 plan years (2024-
2028), and beyond (2028+).

The survey focused on the same payer-resonant
themes used to inform the report structure,
namely, benefit assignment and utilization
management, price reform and policy changes,
innovative contracting, distribution, and patient

)?/Alnylam*“ .

costs. No specific products were assessed,
although some may have been discussed
in interviews as examples to illustrate
themes or trends.

Potential respondents were screened for
participation (see “Participant Selection and
Demographics” below), and a total of 30 U.S.-
based medical and pharmacy directors meeting
the predefined eligibility criteria were recruited to
complete the survey and provided with the online
link. Guidehouse engaged a commercial vendor
on Alnylam’s behalf to recruit participants and
transfer the survey to an online format.

Recruitment & Fielding

Respondents were selected for relevant
expertise and involvement in rare disease
product evaluation. The agency informed
respondents that data and insights would be
aggregated, and respondent identities would
remain anonymous. The authors then selected
participants to ensure a mix of both medical and
pharmacy directors from a variety of health plan
types (e.g., commercial or managed Medicaid
affiliate), as well as a mix of stakeholders with
national and regional purviews.

All participants completed the survey from
September 12 to October 13, 2022. While survey
respondents may choose to participate in the
annual updates to the research, each sample

of respondents will be considered an
independent sample.

Participant Selection
& Demographics

Research participants were required to
meet specific qualifying criteria to ensure
integrity of responses across topics. Specific
prequalification criteria for payers included:

+ Current medical or pharmacy director employed
by a commercial or managed Medicaid payer, or a
pharmacy benefit manager;

+ Past experience and current active involvement
in policy development within the organization,
including experience in medical and utilization
management of policy development for rare
disease products at their organization; and

» Willingness and ability to discuss management
approach for rare disease products, such
as new product evaluations, pharmacy and
therapeutics (P&T) committee processes,
innovative reimbursement model composition
and implementation, and distribution network
determinations.




Follow-Up Interviews

Participants were interviewed in tandem

with the survey over a 16-day period from
September 14 to September 30, 2022. Fifteen
respondents participated in a 60-minute follow-
up interview to provide additional, qualitative
insight. Guidehouse researchers conducted all
interviews over the phone in a double-blinded
manner, such that no respondent knew the
company supporting the research and no
Alnylam employee knew which payers were
providing input. All interviewees provided
consent for using their responses in the
composition of this report.

Respondents who met all eligibility criteria and
completed the survey and follow-up phone
interview received honoraria according to

Fair Market Value calculations.

Data Analysis,
Reporting & Limitations

Guidehouse collected, analyzed, and reported
survey and interview responses. Data was
blinded and aggregated across the entire sample
of respondents.

Researchers had no way of validating survey
responses for accuracy regarding payer practices
or internal processes and operations. All
statements and opinions contained within the
report reflect responses received by included
payer participants and do not necessarily reflect
those of Alnylam or other reviewers.




2022 Alnylam Rare Disease Trend Report |

Participant Sample Profile

Stakeholders with a strong understanding of
rare disease management, representing payers
across the United States, were selected to
participate in primary research.

FIGURE 1: Participant Years of
Product Evaluation Experience

B 6+ Years
Of the survey participants, 67% had more than B 3-5 Years
six years of product evaluation experience
directly reviewing rare disease products and
indications (Figure 1). The remaining sample
has 3-5 years of experience (Figure 1). Of payers
sampled, 57% are medical directors and 43% are

pharmacy directors (Figure 2).

National commercial payers comprise 39%

of the sample, regional commercial payers,
43%, Medicaid managed care plans, 7%, and
pharmacy benefit managers (PBMs), 11%
(Figure 4). The majority of respondents (79%)
indicated their plans have integrated specialty
pharmacy capabilities, which is an important
consideration when evaluating distribution and
design trends (Figure 3).

FIGURE 2: Participant Sample Titles

Across the commercial, managed Medicare, and
managed Medicaid plans sampled, the majority
of spend is in medical benefit (57-60% of spend)
compared to pharmacy benefit (40-43% of
spend) (Figure 5).

B Medical Directors

B Pharmacy Directors

o AInylam || I R |1 I I



| 2022 Alnylam Rare Disease Trend Report

FIGURE 3: (left) Payer Sample Specialty
Pharmacy (SP) Capabilities

Il Integrated SP

Il No Integrated SP

Il Low Priority

FIGURE 4: (right) Research Sample Mix

National Commercial Plan Il
Regional Commercial Plan |l
Medicaid Managed Care 1l
Pharmacy Benefit Managers Il

FIGURE 5: Spending Allocation by Payer Mix

Commercial 43%

Medicare

Medicaid 42% 58%
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Rare Disease Landscape

Value Drivers to
Rare Disease Products

As the pipeline for rare disease products
continues to grow, so too does the pressure

on stakeholders to find the precarious balance
between the investment in time and resources
required to develop safe, effective life-changing
treatment options and the significant economic
burden of providing access to them. Despite this
tension, payers continue to prioritize addressing
unmet needs in rare diseases and, for the third
consecutive year of this report, the importance
of acknowledging unmet needs increased in
priority — moving from fourth-highest in 2020
to third-highest in 2021 to second-highest in
2022 (Figure 6). However, year over year, clinical
efficacy remains the ultimate value driver,
signaling to manufacturers a continued interest
and willingness to support proven innovations
for rare disease patient populations.

Currently, real-world evidence (RWE) factors little
into coverage and reimbursement decisions,

as it remains heavily dependent on availability,
quality, and study design. Yet, interestingly, RWE
increased significantly as a value driver, moving
from seventh overall most important in the 2021
trend report to fifth in the 2022 trend report. This

>?/Alny|am‘“ |1

reprioritization is consistent with the increased
emphasis among stakeholders, including global
regulatory bodies, on realizing the potential of
RWE to expedite the development and delivery
of innovative new therapies, while establishing
the longer-term clinical efficacy and durability of
effect of them. As the collection of RWE becomes
more consistent and reliable, payers expect

to leverage this data to accurately track and
monitor patient health. Itis likely that payers will
see RWE as an additive piece to their current set
of evaluation criteria. Widespread use of RWE
among payers to inform coverage decisions is
still quite limited and remains a challenging area
for payers and manufacturers.

- Medical Director, National Payer

FIGURE 6: Most Significant Factors for
Rare Disease Therapy P&T Review

Clinical Efficacy

Unmet Medical Need/
Patient Population

LN |

Safety Data

L L |

Durability of Effect

LD

Real World Evidence

LU |

Budget Impact

Decreasing Level of Importance

Cost-Effectiveness

Bl kN

Quality-Adjusted Life-Years

Patient-Reported Outcomes




Relative to non-rare diseases, payers consider
cost-effectiveness (CE) models as less important
for the evaluation of rare disease therapies. This
is often due to a lack of perceived credibility

in the CE evaluation if there is not a head-to-
head comparison for the rare disease product.
Typically, payers will use a value analysis or
internal analysis, which focuses on the actual
financial impact the product is expected to
have. However, the payer’s perspective on CE
evaluations is evolving and will likely change as
the volume of high-cost therapies grows over
the coming years for rare indications. As more
drugs enter the market, many payers expect
more reliance on CE models for the evaluation
of rare disease products. This expectation is
even greater as the industry begins to see more
situations with multiple therapies treating a
single indication.

| 2022 Alnylam Rare Disease Trend Report

- Pharmacy Director, Regional Payer

Payers place less importance on manufacturer-developed CE models, noting there is an assumption of
inherent bias. However, payers routinely look to model inputs to better inform or assess potential gaps
with internal assessments.

Rare vs. Ultra-Rare Disease Management

Similar to the 2021 rare disease trend report findings, the majority of payers either do not or minimally
differentiate the management of rare vs. ultra-rare diseases. This is likely due to the low prevalence of
patients in their plan receiving a rare disease therapy.

- Pharmacy Director, National Pharmacy Benefit Manager

Additionally, 82% of payers are not evaluating these patient populations differently. Despite the
defined differences in population thresholds, both categories are typically comprised of high-cost
therapies with high unmet needs, requiring similar levels of rigor with P&T decisions and establishing
management techniques. As a result, differentiating rare vs. ultra-rare vs. non-rare disease are not
likely to lead to significant cost savings. While payers acknowledge the need for unique management
of certain rare products, the difference in approach is made on a case-by-case basis, and is based on
factors outside of a rare or ultra-rare distinction (Figure 7).

I 1 2Anylam
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FIGURE 7: Please Indicate in Which Region(s) FIGURE 8: Management of Rare Diseases
Your Organization Serves Members

B More Active Management of Rare Disease I Increased Focus on Rare Disease Management
I More Active Management of Ultra-Rare Diseases Il Decreased Focus on Rare Disease Management
Il Rare & Ultra-Rare is Not Managed Differently Il No Change in Rare Disease Management
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- Medical Director, National Commercial Plan

- Medical Director, Regional Commercial Plan

Rare Disease
Management Processes

The management of rare disease products
continues to be a dynamic space within
healthcare, often forcing payers and providers
to shift their approach to the treatment of these
complex conditions. The 2022 rare disease trend
report revealed several significant changes

in management approach compared to the
2021 trend report. In 2021, only 10% of payers
reported an active management approach

to rare disease products.? In sharp contrast,
64% of payers reported an increased focus on
the management of rare, indicated products

in 2022 (Figure 8). Historically, payers viewed
their management techniques as sufficient for
both rare and non-rare indications. However,
this dynamic is shifting as high costs, specialty
requirements, and the need for specialty
pharmacy distribution are increasing. This
has led payers to adopt a more focused
management approach for rare products to
ensure coverage is appropriate and in line with
inclusion and exclusion criteria as defined in a
given clinical trial. Additionally, the limited
use of rare disease products remains a
challenge for payers, as they seek to cover
products that address patient needs, while
assisting patient access.

In 2020, 25% of survey respondents anticipated
establishing subcommittees focused on

rare management within the next five years,
and, in 2021, 17% anticipated developing

them in the next year, including citing the
COVID-19 pandemic as a potential reason for
delay. However, despite these year-over-year
expectations, and the recession of the pandemic,
the prevalence of rare disease subcommittees
did not grow in 2021 or 2022. Further, results
from the 2022 research shows most payers

| 2022 Alnylam Rare Disease Trend Report

express no expectation for this approach to
change in the future. The increased focus on the
management of rare disease products will not
typically occur through a specialized committee,
however, management of these products
commonly occurs on a case-by-case basis.

The majority of payers do not implement
differential management of rare and ultra-rare
diseases. This is likely due to the low prevalence
of patients receiving a rare disease therapy in
their plan.

Moreover, payers see their current management
techniques for non-rare products to be a sufficient
starting point for rare products. Differences in
management techniques are only implemented
according to the unique challenges a particular
orphan drug presents to the payer, such as high
cost and small patient population size. In these
unique situations, key opinion leaders and other
informative resources in the P&T committee
often inform the implementation of differing
management techniques and bridge knowledge
gaps regarding a rare disease product.

I )ZAInyIam“‘ 15
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Benefit Design & Utilization Management

Benefit Assignment

Rare disease continues to be an important
focus area for payers as they seek to navigate
the rapidly growing space, with an expanding
pipeline of specialized products situated within
complex treatment landscapes for smaller
patient populations. While payers recognize
certain rare conditions affect a smaller number
of patients more than others, they did not view
rare and ultra-rare diseases differently from a
management perspective. Ultimately, payers do
not utilize differential management approaches
for coverage and reimbursement decisions
based on these classifications.

Similar to the 2021 trend report findings, the
majority of payers are managing rare disease
products under the medical benefit, specifically
for gene-targeted therapies. Payers also
expected to increase the use of medical benefit
for rare disease products according to the

2021 report.? In 2022, 80% of payers reported
managing gene-targeted therapies through

the medical benefit, a 27% increase year over
year (Figure 9). Traditionally, management

via the medical benefit has allowed payers to
address challenges for rare disease drugs, such
as product complexity, administration, and
patient population. However, in stark contrast

>?/Alny|am\“ |1

to the 2021 trend report findings, respondents
to the 2022 survey noted an increasing shift

to pharmacy benefit for the management

of gene-targeted therapies.? The shift to the
pharmacy benefit for rare disease products
allows payers to better predict costs and more
easily manage products through traditional
utilization management techniques such as
prior authorizations, step therapy, and detailed
inclusion/exclusion criteria. Payers raised
concern about differential charge rates among
hospitals. As such, many plans are looking to
implement a specialty pharmacy to solve for this
cost uncertainty.

FIGURE 9: Pharmacy vs. Medical Benefit
Management of Orphan Drugs

Il Managed via Medical Benefit
Bl Managed via Pharmacy Benefit

Il Even Distribution via Medical
and Pharmacy Benefit

- Medical Director, Regional Payer
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FIGURE 10: Determining Factors for Benefit Assignment (Future)
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FIGURE 11: Determining Factors for Benefit Assignment (Future)
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FIGURE 12: Site of Care Policy FIGURE 13: Coverage of Home
Development for Orphan Drugs Infusion Services
Il SOC Policies Established 4% Il Home Infusion Services
for 3+ Years 14% 4% Offered Prior to COVID-19

Il SOC Policies Recently
Established (<2 Years)

Il No SOC Policies, But Will
Establish Next Year

Il No SOC Policies, But Will
Establish in 3-5 Years

Il No Plans to Establish

Il Home Infusion Services
Added Due to COVID-19

Il No Home Infusion Services,
But Considering as a Benefit
in the Future

Il No Home Infusion Services
and Not Considering as a
Benefit in the Future at

SOC Policies This Time

Site of Care Policies

allow patients the ability to access specialty therapies in a convenient and
Site of care policies remain essential to access for many rare-indicated affordable setting. An example of this would be coverage of home infusion
products. Utilizing less expensive sites of care to lower the cost of services. The vast majority of payers (92%) surveyed currently offer home
administration for specialty drugs has proven to be a valuable tool for infusion services, while 4% of respondents are considering developing
providing effective and affordable treatment to patients in need. Similar this service as a benefit in the future (Figures 12 and 13). Administration
to findings from the 2021 rare disease trend report, the use of site of care of specialty products outside the conventional hospital setting will likely
policies for the administration of specialty therapies is continuing to increase the use of specialty pharmacies. This shift will impact the current
increase.? The use of these policies grew over the past 3-5 years, as the buy-and-bill model, and result in the increased use of white bagging (the
COVID-19 pandemic escalated their adoption among payers. Traditional distribution of medications from a specialty pharmacy directly to a provider
settings of care, such as hospitals, oftentimes carry higher costs associated for administration), further lowering the financial risk for payers. As payers
with the administration of rare disease products. Payers expressed a continue to navigate the post-COVID-19 healthcare landscape, changes to
desire to reduce these costs through flexible site of care policies that benefit design will be necessary to effectively manage rare disease products.
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Utilization Management

Despite the changing environment taking place
in the rare disease space, payers continue

to leverage similar utilization management
techniques across rare and non-rare-indicated
products. Given the increased attention from
payers in this area (64% of payers report
increased focus on rare disease management),
certain management tools — i.e., step therapy,
prior authorization, and clinical documentation
— are seen as more impactful than others
(Figure 14). Specifically, the use of specialty
pharmacy mandates is expected to grow in

the next 3-5 years, bypassing traditional buy-

and-bill models. This shift will allow payers to
better control their distribution models. Several
factors are likely to influence whether payers
decide to mandate specialty pharmacy use for

a given rare disease product, such as inpatient
vs. outpatient administration. However, cost
remains at the forefront of the minds of payers
as health plans are beginning to push back on
provider organizations, such as hospitals, due to
the increased bill charges for specialty products.
Increased specialty product mandates will
allow payer organizations to ensure specialty
pharmacy organizations, not the provider, hold
a drug title, further controlling costs and helping
provide higher value for plan members.

FIGURE 14: Current vs. Future Frequency of Utilization Management Tools

Non-Rare

3-5 Years

Currently

Currently

Rare Ultra-Rare

3-5 Years Currently 3-5 Years
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“Providers are going to see continued
pushback from health plans
regarding the administration of
high-cost rare disease products. The
contract of the specialty pharmacy
holds the title. Often, our plan’s
incentives are not aligned with a
hospital-owned specialty pharmacy
and billing charges can exceed past
what is owed. We want a specialty
pharmacy that is offering the highest
possible value to our members.”

- Medical Director, Regional Payer

Il Step Therapy

W PA

Il Clinical Documentation
Il SP Mandate

Il SOC Mandate
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- Pharmacy Director, National Payer.

Impact of Health
Technology Assessments (HTA)

Payers report moderate use of HTAs for rare disease products and expect
little change with this approach in the coming years. Specifically, 64% of
payers report a moderate influence of external HTA reports, and 57% report
moderate influence in 3-5 years (Figures 15 and 16). This is likely due to
the impact of published studies and internal analysis. Typically, small
organizations utilize HTAs to make decisions, while large organizations use
HTAs to inform or reinforce current policy or decision-making. Many payers
currently use external HTAs as a confirmation of internal processes and
conclusions surrounding a given therapy. Since the 2021 trend report, payer
priorities impacting P&T processes remain largely unchanged aside from
the higher ranking of importance listed for RWE. Additionally, payers noted
that some U.S.-based organizations, such as Institute for the Clinical and
Economic Review (ICER), may be more influential during the pricing and
contracting phase.?

Rare Disease Carve-Quts

In select, usually unique instances, such as a high-cost specialty drug
administered in a hospital setting, stakeholders implement carve-out
payments for rare disease products to reduce the potential cost burden

>?/Alny|am\“ |1 |

FIGURE 15: Impact of External HTAs to Rare Disease
Management Decisions: Current

Il Significant Influence
Il Moderate Influence

Il Insignificant Influence

FIGURE 16: Impact of External HTAs to Rare Disease
Management Decisions: 3-5 Years

Il Significant Influence
B Moderate Influence

B Insignificant Influence
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FIGURE 17: Proportion of Rare Disease Carve-Outs of Fully Insured Employer Groups

50%

Il Currently Carve Out Rare Disease Products
Il Anticipate Carving Out Rare Disease Products in Next Plan Year

32%

Il Anticipate Carving Out Rare Disease Products in Next 3-5 Years
Il No Plans to Carve Out Rare Disease Products

10%

_ .

associated with these products. Overall, however, rare disease carve-outs
from employer groups are uncommon today as rare products still
represent a smaller portion of overall payer spend. With the pipeline for

rare disease products rapidly growing, payers will be forced to evolve their
approach. Half of t.he respondents (50‘?/0) stated they do not have F)ltans _ Medical Director, Regional Payer
to carve out rare disease products, while 32% responded they anticipate

carving out rare disease products in the next 3-5 years (Figure 17).

Additionally, 39% of organizations that do not carve out rare disease

products today may use carve-outs in the future. Many small-to-mid-size

payer organizations are particularly interested in using carve-outs as an

effective cost-management tool.

- Medical Director, Regional Payer
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FIGURE 18: Off-Label Access of Rare Disease Therapies by
Therapeutic Area (Current)

Oncology

Cardiovascular NEEA 25%

Central Nervous System 25% 36% 36%

Blood or Bleeding Disorders 36%

Digestive Disorders IR 29% 43%

54%

14%

Respiratory Rare Disease AN

Endocrinological Disorders [NESZS 32%

Hl Often M Sometimes M Rarely [ Never

- Medical Director, National Payer
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FIGURE 19: Off-Label Access of Rare Disease Therapies by
Therapeutic Area (Future)

Oncology

Cardiovascular 21% 21% 54% 4%

Central Nervous System 25% 36%

Blood or Bleeding Disorders 21% 36% 36% 7%
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Off-Label Use

While off-label use for rare disease products
remains uncommon, payers expect this

to change in the coming years as complex
treatment options continue to evolve for
specialized patient populations.

Many payers noted that off-label use typically

is considered when a practitioner petitions its
use for a patient. Given the complex treatment
landscape, off-label use is more common in
certain therapeutic areas, particularly oncology,
in which patient prognosis depends critically
on the urgency of treatment timing. Because of
this, leading cancer research organizations like
the National Comprehensive Cancer Network
(NCCN) often release guidelines allowing for
off-label use in this therapeutic space (Figures
18 and 19).2 However, many other therapeutic
areas require two peer-reviewed publications,
rendering off-label use less common. Still, many
payers expressed an expectation for future off-
label use of rare-disease products to increase in
coming years given compendium support. This
reliance on physician expertise and verifiable
medical literature to guide payers’ decision-
making process will be critical.

“We allow for non-oncology off-label use
based on compendium support.”
- Medical Director, National Payer
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Payer-Driven Policy Change

Many legislative policy changes have broad
implications to the pharmaceutical space

and are not typically specific to rare disease.
That said, larger policies without specific rare
disease initiatives can cause a ripple effect on
the rare disease space, such as legislative pieces
with changes that would apply across all drug
management and reimbursement. Generally,
pharmacy and medical directors remain aware
that approved policy changes often significantly
alter or shape their operations, benefit designs,
reimbursement structures, payment policies,
and a host of other activities within their
purview. As such, payers are generally focused
on finalized legislation that directly affects their
management of orphan drugs.

However, as policy proposals make their way
through legislative committees and entities, they
often undergo many iterations before they are
finally approved or dropped. Understanding this
conventional process, pharmacy and medical
directors surveyed stated they invest little time
in tracking the day-to-day developments of
proposals within the rare disease space and
noted little impact on coverage decisions or
other changes prior to policy approval. Instead,
they rely on internal public policy teams to
monitor proposals and reactively address
finalized policies as relevant and necessary.

>?/Alny|am*“ .

“We do monitor current policy
changes occurring within this space
for rare and non-rare indications.
However, we will typically look

to larger payer organizations for
guidance regarding best practices
on how best to react to larger pieces
of legislation rather than taking an
active approach’.

- Medical Director, Regional Payer

As policy change proposals come to fruition
and become finalized, payers place more focus
on these pieces of legislation. In the 2022

trend report, survey respondents consistently
discussed the potential impacts of two recently
approved proposals: the average manufacturer
price (AMP) Medicaid rebate cap removal,?
which goes into effect January 1, 2024, and the
Inflation Reduction Act (IRA) of 2022,*° both
passed by the U.S. Congress.

As designed, the AMP cap removal could
significantly lower a drug manufacturer’s
potential profitability, since it removes the cap on
rebates manufacturers pay Medicaid when they
raise the price of a drug at a rate that outpaces
inflation. The rebate cap was previously set at
100% of the AMP. With the removal of this rebate

cap, some manufacturers paying inflationary
penalties for price increases could be required to
pay Medicaid rebates that exceed their AMP.

Respondents also expressed interest regarding
how the new IRA legislation could have an
impact on the rare disease space. This legislation
will impact several areas of pharmaceutical
payment and distribution, including Medicare
price negotiations of certain drugs, mandatory
rebates paid by manufacturers for price increases
that outpace inflation, Part D benefit design,
delays to the Trump administration’s rebate rule
to the year 2032, and a temporary increase in
biosimilar reimbursement. The IRA specifically
outlines the definition of which drugs are
exempt from Medicare price negotiations. These
exemptions include orphan drugs with one
orphan designation and one orphan indication
associated with that designation. Rare disease
drugs that do not fall within these parameters
would remain subject to potential Medicare
price negotiations. Payers were most focused on
the Medicare price negotiations piece of the IRA
legislation when considering impact to the rare
disease space. However, payers were uncertain
regarding the exact downstream implications
the IRA will have on orphan drugs, aside from the
specific language outlined in the act.




“The description of a wait-and-see approach
is spot on. There are so many actual and
potential changes currently being proposed
that changes more specific to rare-indicated
products are going under the radar. Many
recent policy changes, such as the Inflation
Reduction Act, were impactful. However, it is
not clear how these policies directly affect the
rare disease space”.

- Pharmacy Director, National Pharmacy Benefit Manager

)



26

2022 Alnylam Rare Disease Trend Report |

Innovative Contracting

Participation in
Innovative Contracts

The strength of clinical outcomes and overall
cost of a therapy continue to drive payer interest
in innovative contracts. Innovative contracting
for the purpose of this report can refer to a
variety of agreements, including but not limited
to outcomes-based agreements (OBAs) and
value-based agreements (VBAs). Participants in
the 2021 survey described OBAs as those that
typically align rebating with measurable clinical
endpoints, and VBAs as those that typically tie
financial measures to nonclinical measures

such as utilization and metrics used to inform
payment schedules.? However, most participants
in the 2022 report did not draw a distinction
between the terms (Figure 20), noting that,
whatever term is used, contract specifics depend
on the organization and stakeholder type.

As seen in the 2021 trend report, payers saw
innovative contracting as a means to mitigate
the financial risk associated with high-cost rare
disease therapies and enable patient access to
them. Year over year, the number of payers who
anticipated using innovative contracting models
in the future more than doubled — from 20% in
2021 to 53% in 2022 (Figure 21).2 The overall rise

)?/Alnylam*“ |1

in spend across specialty drugs and all
rare disease categories is driving the
continued shift toward further adoption of
innovative contracting.

Despite the rising interest, payers and
manufacturers will face the traditional
implementation challenges associated with
innovative contracting, including determining
data measures, collection methods, and
responsibility of data collection and analysis,
among others. For example, a lack of agreeable
measurable endpoints oftentimes can stymy an
agreement that might seem attractive to both
parties. The rate at which interest converts to
action will be a key indicator as to when the
value of risk mitigation outweighs the many
implementation challenges within and outside
of payers’ management or control.

Innovative Contracting
Value Detractors

Several adoption barriers for innovative
contracting remain within this space (Figure
22). Determining how to measure clinical
outcomes and determine which endpoints are
most useful continues to be an obstacle for
payers and manufacturers. Payers will require

FIGURE 20: Differentiation
Between Outcomes-Based vs.
Value-Based Contracts

21%

21%

Il Payer Differentiates Between Outcomes-
Based and Value-Based Contracts

Il Payer Does Not Differentiate, But Plans to
Employ Differential Contracts in the Future

Il Payer Does Not Differentiate, and Does
Not Plan to Employ Differential Contracts
in the Future

FIGURE 21: Anticipated Participation in
Innovation Reimbursement Models

Il ncreased
Participation

Il No Change

Il Decreased
Participation



FIGURE 22: Barriers to Innovative Contracting in Rare Disease

Current

Future
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Difficulty Measuring Outcomes & Endpoints

Challenges With Data Collection & EHR Implementation

Lack of Clear Metrics to Define Value

Administrative Challenges With Tracking Utilization

Provider Participation is Limited

Distribution Challenges With Specialty Pharmacy Contracts

Low Disease Prevalence Rate/Small Patient Population

Legislative/Regulatory Policy

Limited Clinical Evidence

I Barrier
I Not a Barrier
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a greater volume of clinical data to support
decision-making along with the consensus
among all stakeholders on the most valuable
metrics. Additionally, the administrative burden
associated with data collection and electronic
health record (EHR) implementation may
prevent many payers from pursuing innovative
contracting, as the responsibility for each

of these areas can be unclear and cumbersome
for the assigned party. Manufacturers continue
to seek the use of innovative contracts as a
viable alternative to traditional buy-and-bill
reimbursement models. However, in order for
payers to adopt these types of contracts more

broadly, the above challenges must be overcome.

“We don’t have an appetite for
value-based agreements in the rare
disease space. However, this decision
is based on cost and achievable
clinical endpoints. The only value-
based agreements for rare diseases
we have are within the cell and gene
therapy space.”

- Pharmacy Director,
National Pharmacy Benefit Manager

>7/Alny|am*“ .

“This is not a big focus for us. We
have not been successful here yet in
terms of identifying a value-based
agreement that is actually worth

it. This is true of rare and non-rare
indications. The cost would be the
number one driver here.”

- Pharmacy Director,
Regional Managed Care Organization

Innovative Contracting
Value Drivers

Currently, innovative contracting use is limited,
and mainly used for high-cost, high-risk cell and
gene therapies. Traditionally, the majority of
innovative contracting agreements have applied
to non-rare indications, leaving payers unsure of

what success looks like for rare disease products.

While progress has been made within the rare
disease space, best practices for innovative
contracting models have yet to be defined or
mutually accepted among stakeholders. Still,
payers are interested in them and foresee them
becoming more common in the future.

Controlling costs remains the primary
motivation among payers for pursuing
innovative contracts (Figure 23). Historically,
large national health plans have been most
likely to work with manufacturers to align on
innovative contracts for many higher-cost
therapies, including cell and gene therapy,
though these contracts have been less common
within the rare disease space. However,
innovative contracting agreements could offer

a solution for smaller regional plans with less
budgetary resources, giving them the ability to
share cost risk and ultimately offer coverage

to their members for higher-cost specialty
therapies. Before payers will increasingly adopt
innovative contracting agreements, survey
participants noted it is critical for manufacturers
and payers to align on successful models for
determining, defining, measuring, and tracking
clinical outcomes. Further, payers anticipate the
administrative burden associated with long-term
patient data monitoring for rare disease clinical
outcomes will become more streamlined and
less expensive as more innovative contracts

are adopted.




FIGURE 23: Highest Impact Factors for Pursuing

Innovative Reimbursement Contracts

Lack of Clear Metrics to Define Value 68% 21% 11%

Administrative Challenges With Tracking Utilization 64% 29% 7%

Provider Participation is Limited 50% 32% 18%

Distribution Challenges With Specialty Pharmacy Contracts 46% 25%

25% 4%

Low Disease Prevalence Rate/Small Patient Population 29% 50% 21%

Legislative/Regulatory Policy 29% 36% 36%

Limited Clinical Evidence QJEXS 43% 36% 7%

“We do currently engage in
innovative contracting. However,
itis less common in the rare disease
space. In many cases, this is due to
the inability to collect long-term
patient data. If this data were to

be more readily available, agreeing
on patient outcomes would be much
easier, making it much more likely
for us to pursue these types

of agreements.”

- Pharmacy Director,
National Managed Care Organization

Il Highly Impactful

B Moderately Impactful
Il Minimally Impactful
Il Not Considered

“We do have some interest in using
value-based agreements
specifically within the cell and
gene therapy space due to the high
upfront cost these drugs present to
our organization.”

- Pharmacy Director,
Regional Managed Care Organization

| 2022 Alnylam Rare Disease Trend Report

Stakeholders Engaging
in Innovative Contracting
Discussions

Similar to findings in the 2021 report,
manufacturers most often initiate conversations
on innovative reimbursement structures,

and employers and providers are least

likely to initiate these conversations.? While
payers will often engage in conversations
regarding innovative contracting initiated by
the manufacturer, they remain reluctant to
proactively suggest innovative contracting due
to administrative burdens. Payers are, however,
showing an increased appetite for value-based
agreements due to limitations associated with
traditional cost-controlling methods. The ability
to leverage multiple competitors against one
another for lower net pricing is less likely within
the rare disease space. Most orphan drugs do
not have a true head-to-head comparator due to
biomarker differences or subpopulations. These
challenges could result in payers becoming more
receptive to innovative contracting strategies as
means to reducing cost.
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Impact of

CE Analysis, CE Policy, & Price Reform

Impact of CE Analysis
& CE Policies

Payers do not consider CE analysis to be a

core component of their rare disease therapy
management process and do not use such
assessments to inform medical policy. Generally,
a CE assessment serves to confirm internal
analysis or as ancillary evidence to help validate
the overall P&T process. Smaller regional plans
with tighter budget restrictions are more likely to
consider CE assessments as an important piece
of supplementary evidence that better informs
P&T decision-making. National plans with larger
budgets view these assessments as an added
layer of validation to a completed analysis and
place less emphasis on their overall importance
to the P&T decision-making process when
compared to smaller health plans.

Overall, CE assessments typically lack direct
comparisons within the rare disease space

due to the small number of treatment options.
Without multiple comparators, payers noted it
would be difficult for these CE assessments to
drive decision-making. Payers also expressed
skepticism regarding the accuracy, and therefore
value, of CE models for negotiations and
management decisions. This skepticism can

2 >7/Alny|am*“ .

often be traced to model authorship. The majority of payers have a preference for, and place more
trust in, third-party-generated models, such as those produced by ICER, over manufacturer-generated
ones.> However, most payers focus primarily on unmet need, efficacy, and safety for rare disease
products, with demonstrated cost savings serving as a secondary value driver.

“In the end, our internal analysis will be most important regarding P&T
decision-making. However, we do use CE assessments and reports generated
from third-party organizations like ICER. Although, it’s important to point out
that these reports do not directly inform medical policy decisions.”

- Medical Director, Regional Payer

Price Reform & Pricing Policy Change

Given frequent changes in Centers for Medicare and Medicaid Services (CMS) pricing and policy
proposals, pharmacy and medical directors are generally less aware of externally driven proposed
pricing reforms until they are approved. However, payers are proactively considering policy strategies
that support cost savings, such as innovative contracting, and the advancement of ultra-rare drug
development in the rare disease space. Nearly 61% of payer respondents are currently considering
implementing innovative contracting for orphan drugs (Figure 24). While these pricing agreements
carry a series of challenges, as discussed in the prior policy-driven policy section (see p. 10), payers
view the future use of these agreements as highly likely.

Another area of interest to payers is strengthening the requirements for evidence generation. Sixty-
one percent of payers reported the need to better clarify evidence expectations within the rare disease
space (Figure 29). Currently, a gap exists between payers and manufacturers regarding best practices
for evidence generation for highly complex rare disease products, such as orphan drugs. As guidelines
regarding the collection and monitoring of evidence data becomes more consistent, endpoints such
as patient-reported outcomes and quality-adjusted life years will become easier to measure and agree
upon, and may lead to an increase in innovative contracting agreements.




In addition, payers reported several other

policy implementation considerations aimed

at reducing prices for rare disease products.
These include case agreements, volume-based
contracts, indication-based pricing, and the
expansion of outcomes-based contracts

(Figure 25). As the number of high-cost orphan
drugs introduced into the market continues

to rise in the next 3-5 years, price reform will
continue to be integral to the rare disease space.

| 2022 Alnylam Rare Disease Trend Report

FIGURE 24: Policy Implementation Considerations —
Encouraging Ultra Rare Drug Development

Use Value-Based Pricing and
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FIGURE 25: Policy Implementation Considerations — Reducing Prices for Rare Disease Products

Volume-Based Contracts
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Manufacturer-Payer

Partnering on Systemic Issues

Manufacturers and other stakeholders in the healthcare industry point to
the potential of payer-manufacturer partnerships as a possible solution
for addressing systemic issues to access for rare disease therapies. For
example, together, payers and manufacturers could leverage risk-based
innovating contracting agreements to manage costs, coordinate

education and outreach, implement administration and administrative
processes to streamline and expedite diagnosis, treatment, and continuity
of care, as well as initiate data-sharing mechanisms to collect and leverage
RWE for safety and efficacy metrics and benchmarking analysis, among
other opportunities.

While roughly half of sampled payer organizations engage in payer-
manufacturer partnerships, these partnerships are typically not specific to
rare disease (Figure 26). Of the payers currently involved in partnerships
with manufacturers, the majority say the partnerships have had a positive
or neutral impact within their organization. Additionally, many payers note
a particular interest in partnerships targeting rare disease therapies, but
add they currently are not typically focused on partnerships within the rare
disease space (Figures 27 and 28). Only 7% of payers report having at least
one rare-disease-focused payer-manufacturer partnership in place.

While the potential of such partnerships seems clear for the rare disease
space, payers report that implementing them currently is no easy feat.
For example, data-sharing and research partnerships aimed at better
identifying patient outcomes and improving the overall cost of care
requires mutually agreed upon areas of focus, which is highly selective
and subjective to both parties’ interests, as well as the infrastructure for
data collection, management, and analysis, which largely does not exist.
For reference, these systemic challenges are similar to those seen with
innovative contracting (see “Innovative Contracting,” p. 26).
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Further, the perceived merit of and interest in such partnerships differs
based on organization type. As they rarely see the value in them to their
organization, national payers expressed strong resistance to these types of
partnerships. While manufacturer-payer partnerships do exist among these
larger national plans, most organizations viewed these partnerships with
hesitancy, citing concerns with transparency among parties. Medical and
pharmacy directors representing national plans noted they did not feel these
partnerships typically benefited the payer. This viewpoint, however, was not
true for other stakeholder types. Pharmacy benefit managers and smaller
regional health plans, which generally have fewer resources than large plans,
shared a more neutral and receptive position. Moving forward, small and
regional payers will be most likely to evaluate the benefits of partnering with
manufacturers to address systemic access-to-therapy barriers.

“A good partnership in this space would be focused on
treatment algorithms, patient identification, projection
of costs, and having a small team to pilot an approach,
alongside continuity of care.”

- Pharmacy Director, Regional Managed Care Organization

“We are involved in data sharing (we have a hub that
includes data for our specialty pharmacy, that is
accessible to manufacturers). Data includes distribution
and delivery information, patient adherence, etc.”

- Pharmacy Director, National Pharmacy Benefit Manager




FIGURE 26: Current Participation in FIGURE 27: Level of Impact These
Payer/Manufacturer Partnerships Partnerships Have Had Within
Your Organization
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FIGURE 28: Current Interest in
Manufacturer/Payer Partnerships
That Are Exclusively Targeted Toward
Systemic Issues Within Rare Disease
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FIGURE 29: Current And Future Anticipated Use of Open Distribution Networks for Rare Disease Products

Next Plan

Year 54% 46%
3-5 Years
5+ Years 44% 56%

FIGURE 30: Future Anticipated Use of Closed Distribution Networks for Rare Disease Products

Next Plan
[0)
Year 4%

3-5 Years

5+ Years 96% 4%
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Distribution Models

When comparing preferences for open vs. limited
distribution models, most payers agreed that
open distribution for rare disease products is
preferred. This is especially true of rare disease
products that require the use of a specialty
pharmacy. Limited distribution can introduce
challenges with patient access, such as higher
costs for drugs being provided to patients
through non-covered out-of-network specialty
pharmacies (Figure 29). Additionally, payers
can often experience contracting challenges
when working with out-of-network pharmacies.
Potential delays in contract negotiations

with these specialty pharmacies could result

in complications to access, such as patients
receiving their medications late. Due to these
drawbacks associated with limited distribution
networks, most payers prefer an open network
for rare disease treatments.

This preference, however, is expected to shift,
with over 60% of respondents anticipating an
increased use of limited distribution networks
for rare disease products in the future (Figure
30). This was primarily true of payers who have
implemented or plan to implement specialty
pharmacy mandates through an integrated
specialty pharmacy.

The use of mandates through a limited

network would allow payers to ensure that
in-network pharmacies can provide needed
medications to patients. This would help
alleviate concerns surrounding patient access
associated with open distribution models, while
enabling payers to better manage expensive
rare disease therapies. This trend has remained
consistent over the past two years. Over 67% of
payers in 2020 reported a likely shift to limited
distribution networks for rare disease products
and nearly 60% of payers in 2021.1 Nearly

80% of payers in 2022 surveyed have already
implemented an integrated specialty pharmacy,
further reinforcing the expectation that payers
will prefer this distribution method for rare
disease products in the future because it allows
greater control over utilization management
(Figure 31). While payers expressed the
preference for distribution of orphan drugs
through an integrated specialty pharmacy,
payers noted this remains a difficult process to
implement, since manufacturers and regulatory
bodies can significantly impact the eventual
distribution of a pharmaceutical product.

| 2022 Alnylam Rare Disease Trend Report

“We anticipate that integrated
specialty pharmacies will be the
preferred distribution method of
rare disease drugs. Limited
distribution networks seem to make
the most sense for orphan and
ultra-orphan products. The goal
being to avoid ‘buy and bill’ for
these high-priced treatments.”

- Medical Director, Regional Payer

“We prefer high-cost orphan
drugs to be available through our
specialty pharmacy. However, this
doesn’t always happen. We do
mandate specialty pharmacy for
certain products, however, not very
successfully. Outpatient use,
self-administration, geographic
factors, all impact whether or not
we will successfully implement
specialty pharmacy mandates for
a rare disease drug.”

- Medical Director, Regional Payer
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Conclusions

The research for the third annual Alnylam

Rare Disease Trend Report was conducted in
September and October of 2022, during the
aftermath of the COVID-19 pandemic. Similar

to previous reports, payer survey findings

show that key value drivers for evaluating rare
disease therapies continue to include efficacy
and safety, level of unmet need in the patient
population, and durability of effect. However,
while clinical efficacy and unmet need remained
a driver for P&T review in both 2020 and 2021,
real-world evidence in rare diseases elevated

in importance. Additionally, payer survey data
show that utilization management techniques
do not typically differ between rare and non-
rare indications. Instead, payers emphasize that
management differs on a product-to-product
basis. Most payers agree that innovative
contracts will become more frequent in the next
3-5years, insinuating there is an expectation
for an effective solution in the pipeline for

rare disease products. The Rare Disease Trend
Report is designed to assist commercial payers
in the U.S. in understanding key trends and by
benchmarking rare disease drug management
practices against industry peers. In the next
issue, the report will continue to track the
potential long-term implications of COVID-19
and other policy efforts that may be coming
down the pipeline.
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