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October 15, 2019

Steven D. Pearson, MD, MSc

President

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor

Boston, Massachusetts 02109

Dear Dr. Pearson:

The Asthma and Allergy Foundation of America (“AAFA”) thanks the Institute for Clinical and Economic
Review (“ICER”) for the opportunity to comment on ICER’s proposed updates to the 2020 Value
Assessment Framework. AAFA appreciates ICER’s willingness to engage with us and to better understand
patients’ perspectives. We believe that thoughtful inclusion of patient experience data is essential to
accurately reflect the true impact, and therefore “worth,” of new and evolving treatments. We offer the
following comments on the current proposal:

Modified Social Perspective: In our initial comments in response to the Framework’s revisions, we urged
ICER to include the modified societal perspective as part of the base analysis to more accurately reflect
the patient perspective. Particularly but not solely in the context of food allergies, direct medical costs
are just one component of the impact, and focusing on direct medical costs for the base case analysis
with a modified societal perspective in the sensitivity analysis seriously misrepresents the value of a
treatment for any food allergy. We understand that the direct medical costs are of interest to many
stakeholders (payers, in particular) and should be explicitly reported. However, we agree with the
Second Panel on Cost Effectiveness that cost-effectiveness analyses should report two reference case
analyses, one on the health care perspective and another the societal perspective, and produce an
impact inventory to aid in decision-making.!

We appreciate that ICER acknowledged and responded to this input from AAFA and other commenters.
However, we are disappointed that ICER proposes to continue to use the health system perspective for
its default base case. ICER notes only one category of exceptions:

e As per our methods adaptations for treatments of ultra-rare diseases, however, when the
societal costs of care for any disease are large relative to the direct health care costs, the societal
perspective will be included as a co-base case, presented directly alongside the health care
sector perspective analysis.

! Sanders GD, Neumann PJ, Basu A, et al. Recommendations for Conduct, Methodological Practices, and Reporting
of Cost-effectiveness Analyses: Second Panel on Cost-Effectiveness in Health and
Medicine. JAMA. 2016;316(10):1093-1103
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We are concerned that this application of a societal perspective is both unduly narrow (limited only to
ultra-rare diseases) and vague (societal costs “large relative to” healthcare costs). Using a societal
perspective as one of two reference case analyses for all treatments where relevant societal data is
available would provide a more robust and meaningful approach.

Customized Data Sets: As ICER noted in the draft proposal, multiple stakeholders argued for the
inclusion of real-word evidence in ICER’s analyses. AAFA had been one of these stakeholders; we argued
that, when available, real-world healthcare data, including claims and enrollment data sets, should be
used to estimate the potential patient population and treatment effectiveness. We appreciate that ICER
is committing to continuing to use high-quality real-word data where available, and that ICER proposes to
identify opportunities to generate new real-world evidence when appropriate.

Sensitivity analyses: In our earlier comments, we encouraged ICER to run sensitivity analyses using
multiple scenarios when appropriate. As noted in our asthma letter, we found that when we combined
variables to assess a range of scenarios, relatively modest changes in ICER’s cost and utility assumptions
had a significant impact on cost per QALY. We appreciate that ICER has proposed adding a section on
“Controversies and Uncertainties” to the cost-effectiveness section of its reports in order to reflect
alternative assumptions and models proposed by stakeholders, including but not limited to a
manufacturer. However, we remain concerned that ICER’s approach will not sufficiently reflect the
sensitivity of its models to multiple overlapping variables. In addition to the important step of identifying
“Uncertainties” in its model, ICER should proactively run sensitivity analyses that reflect the impact of
multiple variables. This information should be presented in a way that is clear and accessible to
stakeholders.

Caregiver Burden: As AAFA has commented on multiple occasions, food allergies affect a whole family —
as do nearly all health conditions. As we noted in the peanut allergy treatment letter, analyses should
reflect not only potential diminished burden on caregivers, but should also reflect potential quality of life
gains attributed to the caregiver, in order to reflect the true societal value of treatment. We encouraged
ICER to fully reflect caregiver burden and potential benefits of interventions for caregivers in future
analyses.

In the current proposal, ICER acknowledges such concerns, but argues that data on caregiver quality of
life is limited and has key areas of uncertainty, including which family members to consider in such an
analysis, and whether caregivers adjust to their burdens over time. Given the importance of caregivers
and the enormous value of their quality of life along with the whole family’s quality of life, AAFA
respectfully requests that ICER take a stronger stance on caregiver quality of life research, perhaps
developing collaborations — as ICER proposes to do with regard to real-world-evidence overall —to define
research needs and to generate knowledge in this area. In the meantime, we strongly support ICER’s
proposal to use caregiver utility impact data when available.

Conclusion
ICER has an opportunity to expand its inclusion of the patient perspective and to lower both economic
and quality of life costs for patients and their families. To do so, in addition to building relationships with

patient groups, ICER should incorporate the patient perspective as part of their base-case economic
analyses; use appropriate real-world data sets for their analyses to reflect the actual patient community;
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meaningfully present alternative assumptions and sensitivity analyses; and work to incorporate and grow
the data on caregiver impact and quality of life.

Thank you very much for your time and attention. We look forward to continuing to work with ICER to
incorporate the patient and family perspective in your analyses.

Sincerely,

Kenneth Mendez
President and Chief Executive Officer
Asthma and Allergy Foundation of America
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October 18, 2019

Steven D. Pearson, MD, MSc

Institute for Clinical and Economic Review
2 Liberty Square

Boston, MA 02109

RE 2020 Value Assessment Framework: Proposed Changes
Dear Dr. Pearson,

Thank you for soliciting feedback on the “2020 Value Assessment Framework: Proposed
Changes.” We are inspired by the Institute for Clinical and Economic Review (ICER)’s initiative
to explore expanded uses of real-world evidence (RWE) in policy decision-making, and we at
Aetion, Inc. share a common goal of using RWE in policy decision-making.*

Our comments center on how transparent, auditable, and reproducible RWE — generated using
principled database epidemiology — can enhance our understanding of product effectiveness and
value, and help drive the critical transition to value-based care.? We encourage ICER and their
stakeholders to:

1. Commit to principled database epidemiology;
2. Explore expanded uses of RWE for policy decision-making; and
3. Use a validated, rapid-cycle analytics platform.

1. Commit to principled database epidemiology

ICER’s role in standard setting, combined with their recently announced intention to augment
their analyses by generating RWE, creates a unique opportunity to lead by example —
specifically, to commit to generating RWE using principled database epidemiology. Multiple
groups, including ICER, have detailed the challenges associated with developing and evaluating

1 We define RWE in line with the FDA and ICER: “...the clinical evidence about the usage and potential benefits of
risk of a medical product derived from analysis of RWD” (FDA. Framework for FDA’s Real-World Evidence
Program, page 6, December 2018; ICER. Real World Evidence for Coverage Decisions: Opportunity and
Challenges, page 9, March 2018).

2 Schneeweiss S, Avorn J. A review of uses of health care utilization databases for epidemiologic research on
therapeutics.” JCE 2005; 58(4): 323-337. doi: 10.1016/j.jclinepi.2004.10.012.
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RWE and have offered some suggestions on how to address them.®*>However, there is a lack of
universally accepted methodological and transparency standards, therefore we believe ICER
must communicate their principles for ensuring transparency and principled RWE generation.>®
At Aetion, we believe there are core principles when working with RWD and RWE and we
recommend ICER consider these principles when determining its framework for
generating RWE.

A summary of Aetion’s principles is listed below. A detailed rationale for each principle can be
found here.®

Principles for using RWE to determine value
At Aetion, we believe that four principles increase confidence in RWE for policy decision-making.
We call these principles the MVET framework:

1. Meaningful evidence that provides sufficient information and context to support
interpretation, conclusions, and decisions;

2. Valid evidence that meets scientific and technical quality standards to allow causal
interpretations;

3. Expedited evidence that provides incremental evidence while facilitating more timely
decision-making; and,

4. Transparent evidence that is auditable, reproducible, robust, and ultimately trusted by
decision-makers.”®

It is essential that these principles of RWE generation are applied to fit-for-purpose data in policy
decision-making. We agree with ICER’s assessment that various RWD sources, including
electronic medical records and insurance claims, can be meaningful starting points for RWE
generation. Principled database methodology, when applied to fit-for-purpose RWD, canmitigate
confounding (bias) in the estimate of the treatment effect. We are committed to fostering use of
RWE in policy decision-making, and we at Aetion believe these principles can guide the 2020
Value Assessment Framework.

3 Hampson, G., et al. Real World Evidence for Coverage Decisions: Opportunities and Challenges. March 2018.
https://icer-review.org/material/rwe-white-paper/

4 Berger, M, et al. Good Practices for Real-World Data Studies of Treatment and/or Comparative Effectiveness:
Recommendations from the Joint ISPOR-ISPE Task Force on Real-World Evidence in Health Care Decision
Making. Value in Health 2017; (20) 1003-1008.

S HTA.I Global Policy Forum. Real-World Evidence in the Context of Health Technology Assessment Process -
from Theory to Action. December 2018. https://htai.org/wp-

content/uploads/2018/11/Policy_Brief GPF 2019 051118 final line-numbers.pdf
Shittps://www.regulations.gov/contentStreamer?documentld=FDA-2018-N-4000-

0014 &attachmentNumber=1&contentType=pdf

"Schneeweiss S, et al. Real World Data in Adaptive Biomedical Innovation: A Framework for Generating Evidence
Fit for Decision-Making. CPT 2016;100(6):633-646. Retrieved at https://doi.org/10.1002/cpt.512

8 Schneeweiss S, Glynn RJ. Real-World Data Analytics Fit for Regulatory Decision-Making. Am J Law Med.
2018;44(2-3):197-217. doi: 10.1177/0098858818789429
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https://htai.org/wp-content/uploads/2018/11/Policy_Brief_GPF_2019_051118_final_line-numbers.pdf
https://htai.org/wp-content/uploads/2018/11/Policy_Brief_GPF_2019_051118_final_line-numbers.pdf
https://www.regulations.gov/contentStreamer?documentId=FDA-2018-N-4000-0014&amp;attachmentNumber=1&amp;contentType=pdf
https://www.regulations.gov/contentStreamer?documentId=FDA-2018-N-4000-0014&amp;attachmentNumber=1&amp;contentType=pdf
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To define the methodological principles for generating decision-ready evidence for ICER, we
encourage ICER to partner in demonstration project with its stakeholders. In the context of
regulatory approvals, Aetion is collaborating with the U.S. Food and Drug Administration (FDA)
to inform the inclusion of RWE in their decision-making frameworks through the RCT
DUPLICATE project, in which researchers are using RWE to reproduce the results of 30
completed randomized controlled trials (RCTs) and to predict the results of seven ongoing RCTs.
The FDA, Aetion, Brigham and Women’s Hospital, and Harvard Medical School are critically
involved in developing a shared learning process to determine when an RWE study is or is not fit
for FDA’s regulatory decision-making. The process of replicating an RCT with RWE (using
principled epidemiology methods) and producing substantially similar results can validate the
RWE analytic approach and inform stakeholders of the appropriateness of RWE methodology in
specific situations (as well as when use of RWE is unlikely to be appropriate). We believe similar
demonstration projects centered around ICER’s assessment process will be valuable in both
validating RWE analytics and informing ICER’s methodology and transparency framework for
generating RWE.

Once ICER has determined the framework for RWE generation that is fit for ICER assessments,
complete with learnings from demonstration projects and best practices from experts in the field,
Aetion recommends that ICER publish their process and guiding principles for generating
RWE.

We appreciate that ICER is committed to “seeking and using existing RWE in its reviews” (line
385), and we are encouraged by their continued formal request for “stakeholders who are engaging
in RWE generation to submit this for consideration” (line 391). This continued assessment of
RWE'’s fitness for use in regulatory and HTA decisions can reveal cases where RWE is better
suited than an RCT may be to answer — or at least shed further light on — a study question. We
agree that in many situations RCTs remain the gold standard for evidence of efficacy and are
viewed as superior to RWE in evidence hierarchies.®>1%! However, there are situations in which
— for feasibility and ethical reasons — RWE generated using principled database epidemiology
IS better suited to answer the question at hand. For example, when the question is one of
effectiveness in current clinical practice, principled RWE analysis may better answer the question
than RCT data. RWE can capture patient cohorts not traditionally represented by RCTs e.g.,
women of childbearing age, patients 65 and older, and those with multiple comorbidities; and RWE
can capture current clinical practice patterns and comparator product performance that are

9 Makady, A. Using Real-World Data in Health Technology Assessment (HTA) Practice: A Comparative Study of
Five HTA Agencies. Pharmacoeconomics 2018.36:359-58.

10 Griffiths, E. The Role of Noncomparative Evidence in Health Technology Assessment Decisions. Value Health
2017; (20)1247-51.

1 Malone, D.C., Real-World Evidence: Useful in the Real World of US Payer Decision Making? How? When? And
What Studies? Value Health 2018;(21)326-33.


https://www.rctduplicate.org/
https://www.rctduplicate.org/
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not always included in controlled clinical trial study design. Rather than abide by evidence
hierarchies, we recommend that ICER align their approach to evaluating the bias and study
quality of published RWE to their principles of RWE generation, also taking into account
best practice recommendations for RWE generation from ISPOR, ISPE, and others.

2. Explore expanded uses of RWE for policy decision-making

Several decades of advancing scientifically rigorous methods, combined with increased access to
RWD, creates an opportunity to expand the use of RWE for HTA decision-making.® While newer
methodologies developed over the last two decades have mitigated the biases present in non-
randomized research, there is limited use of RWE in HTA agency decision-making. The research
suggests two key reasons for this: the evidence hierarchies which place observational research as
second tier and the lack of familiarity payers have in RWE methodology.®*?

We are encouraged that ICER is committed to overcoming these challenges. At Aetion, we believe
a commitment to integrating RWE into ICER assessments will enhance our greaterunderstanding
of therapies’ effectiveness, value, and safety. However, in addition to formalizing the methodology
and framework used to generate RWE, we recommend that ICER explore and publish more
specifics on how and when RWE will be used in the assessment process. This transparency will
help policymakers and manufacturers interpret and prepare, respectively, for ICERs assessments,
and will add to the growing field of research on utilizing RWE for decision-making.

The “2020 Value Assessment Framework: Proposed Changes” document does not include
substantial detail of how ICER would like to use RWE in their clinical effectiveness assessments.
The document lists “comparative clinical effectiveness” (line 410), “long-term safety or
durability” (line 412) and “potential other benefits” (line 413) as areas of emphasis, but we believe
this list could be more specific on when and how RWE will be leveraged. We would welcome the
opportunity to work with ICER to develop this list.

In addition, ICER states that they “will implement a formal process...to reassess whether new
evidence has emerged that should be included in an update to the report one year after the release”
(line 238). Given that this may be an ideal timeframe to utilize or further utilize RWE, we wonder
if the document might detail whether and how RWE will be utilized in these reassessments. After
a year of market access, the collection of available RWD will have grown (e.g., through claims
and/or electronic health records data), and there is potential to support generation of RWE for
comparative effectiveness and economic modeling enhancements. This has been highlighted as
one of the benefits to RWE within the HTA process and we believe that ICER’s reassessments
would benefit from leveraging RWE to explore the evolution of clinical practice patterns and drug

12 Malone, D.C., Real-World Evidence: Useful in the Real World of US Payer Decision Making? How? When? And
What Studies? Value Health 2018;(21)326-33.
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effectiveness results that could alter judgements on net-health benefit and value-based price.® The
ICER reassessments also represent and opportunity to further define a process of incorporating
RWE in reassessments and move toward HTA management and disinvestment of non-effective
therapies.

Again, we encourage ICER to participate in wider demonstration projects that can identify
cases where generating RWE will be beneficial to the ICER assessment and reassessment
process, including projects that assess the impact of time since market approval on the RWE
generation process and RWE'’s reliability and applicability to ICER’s decision-making.

3. Use a validated, rapid-cycle analytics platform.

Validated analytic platforms are an important mechanism to ensure the reliability, transparency,
and reproducibility of RWE by ensuring good study quality and governance.®’ Evidence of this
includes the decision by key global regulators to employ such platforms for high stakes decision-
making related to drug safety and efficacy.'® Such platforms support conducting rapid,
transparent analysis, and provide a mechanism for fast sensitivity testing, thus reducing time to
insights without sacrificing quality.***>1 We recommend that ICER consider using a
validated analytic platform to generate RWE. Platforms allow for principled study conduct,
good study quality, and appropriate study governance. We take each of the three in turn.

With respect to principled study conduct, an RWE analytic platform is a software product that is
connected with one or multiple RWD sources and enables:

e The organization of raw data;

e The definition, implementation and documentation of measurements;

e The identification of relevant patient cohorts;

e The implementation of appropriate longitudinal study designs;

e The conduct and documentation of statistical analyses including appropriate risk-
adjustment;

13 FDA partnered with Brigham and Women’s Hospital and Aetion, leveraging the Aetion Evidence Platform for its
DUPLICATE project on drug effectiveness (PR Newswire, 5/8/18); EMA licenses Aetion to support drug safetyand
pharmacovigilance.

14 Zhou, X. et al. Replication of Risk Characterization in a Cohort with Women with Advanced ER+/HER2- Breast
Cancer Using a New Analytic Tool. Presented at the 35th International Conference on Pharmacoepidemiology and
Therapeutic Risk Management, Aug 2019.

15 patorno E, Schneeweiss S, Gopalakrishnan C, Martin D, Franklin JM. Using Real-World Data to Predict Findings
of an Ongoing Phase IV Cardiovascular Outcome Trial - Cardiovascular Safety of Linagliptin vs. Glimepiride.
Diabetes Care. 2019 Jun 25. pii: dc190069. doi: 10.2337/dc19-0069. [Epub ahead of print]

16 Kim S, Solomon D, Rogers J, et al. Cardiovascular Safety of Tocilizumab Versus Tumor Necrosis Factor
Inhibitors in Patients With Rheumatoid Arthritis: A Multi-Database Cohort Study. Arthritis Rheumatol. 2017
June;69(6):1154-1164.



https://www.prnewswire.com/news-releases/aetion-announces-partnership-with-the-us-food--drug-administration-and-brigham-and-womens-hospitalharvard-medical-school-to-integrate-real-world-evidence-into-regulatory-decision-making-300644080.html
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e The reporting of results;

« The performance of sensitivity analyses and statistical diagnostics;

e The documentation of all study details in a complete and readable form while protecting
patient privacy and controlling user access

e This documentation enables automatic creation and maintenance of audit trails, which is
critical to support discussions among those who generate analysis and other internal or
external stakeholders

e The ability to collaborate with colleagues on study implementation and share elements of
study design (e.g., cohorts, measures, outcome definitions) across projects to promote
efficiency and continuity.

Platforms ensure good study quality through:

e Understandability: Platforms allow for the specification of the study in terms that are
easily understandable by decision-makers based on recommendations by, for example,
ISPE and ISPOR,*' rather than through programming code, which is only understandable
by statistical programmers.

e End-to-end validation: Platforms can be validated end-to-end, with the platform
validation ensuring the accuracy of study implementations created on the platform. While
line programming applications allow for great flexibility, validation of code requires
diligent spot checking for each study, often by double programming. In addition to being
time consuming, this routinely uncovers differences between programmers that need to
be reconciled.

e Validation against RCTs to show that RWE studies are “fit for purpose”: Ongoing
scientific validation against RCTs and other RWE studies will (re-)confirm that the
platform can validly implement evidence given “fit-for- purpose” RWD.

e Principled RWE study practice: Platforms can ensure principled RWE study practice
by guiding users to follow recognized paradigms in implementing comparative studies
and limiting users to scientifically-valid analytic workflows. For example, a comparative
effectiveness research (CER) workflow should be aligned with the “target trial” principle
which aligns RWD- driven CER studies with the design of a hypothetical RCT that
would have been used to assess the same causal question.*®

e Use of sensitivity analyses: The scale achieved through platforms encourages relevant
sensitivity analyses. Sensitivity analyses explore meaningful variations in design choices
and definitions of key variables, as well as quantitative bias modeling, to inform

17Wwang SV, et al. Reporting to Improve Reproducibility and Facilitate Validity Assessment for Healthcare
Database Studies V1.0. Value Health 2017 (8)1009-22.

18 Hernan MA, Robins JM. Using Big Data to Emulate a Target Trial When a Randomized Trial Is Not Available.
Am J Epidemiol. 2016 Apr 15;183(8):758-64. doi: 10.1093/aje/kwv254



DocusSign Envelope ID: CFA34404-54A0-46FB-85C1-D29590EAE054

decision-makers’ ultimate confidence in study findings.® Sensitivity analyses and
replications are powerful tools to distinguish between spurious findings and causal
associations, a critical distinction even when studies are pre-registered.

Platforms ensure appropriate study governance, through:

e Transparent study implementation plan: The RWE study implementation plan is
always prepared and logged before the analysis is run.

e Verifiable achievement of stated study intentions: Platforms enable verification of
the study implementation against the study protocol by other investigators, not only those
able to read a particular programmer’s code.

e Audit capability: Audit logs allow traceability and verification of what was done in
the analysis, when, and by whom.

e Long-term data capture and storage: Long-term storage and capture of all study
elements (cohorts, measurements, etc.) in the platform ensure long-term access to study
materials and certain reproducibility.

e Transparent data transformation: Version histories and other provenance
information for all study elements show changes (and rationale for changes) over time.

In addition to offering transparency and guiding principled database epidemiology, validated
analytic platforms can improve efficiency and time to insights. ICER reviews are conducted on a
tight schedule, e.qg., eight weeks for standard review, 17 weeks for a class review, in order to meet
decision-makers’ needs. RWE generation will naturally add to the complexity of theassessments,
so it is essential that generating RWE is feasible and efficient within the assessment timeline.
Validated analytic platforms are more efficient than manual programming; a recent poster at the
35th International Conference on Pharmacoepidemiology and Therapeutic Risk Management

(ICPE) found that a validated analytic platform (Aetion Evidence Platform®) reduced the time to

generate cohorts and safety analysis from eight weeks to four weeks in a study of women with
advanced ER+/HER2- breast cancer.?° This gain in efficiency did not sacrifice quality as the results
were “verified against traditional SAS programming and results were near identical.”8

At Aetion, we have a strong commitment to generating high quality, transparent, and validated
RWE for decision-making and we are pleased with ICER’s commitment to maximizing the use of
RWE in its assessment process. We appreciate the opportunity to comment on the “2020 Value
Assessment Framework: Proposed Changes.” Transparent and validated RWE— generated using

19 Gagne et al. for the FDA Sentinel Initiative. Analytical Methods to Assess Robustness of Drug Safety Monitoring
Results. 2015.

20 Zhou, X. et al. Replication of Risk Characterization in a Cohort with Women with Advanced ER+/HER2- Breast
Cancer Using a New Analytic Tool. Presented at the 35th International Conference on Pharmacoepidemiology and
Therapeutic Risk Management, Aug 2019.
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principled database epidemiology—can facilitate ICER’s goal of “fair pricing, fair access, and
future innovation”.

Aetion looks forward to collaboration with the ICER to help facilitate the successful
implementation and use of RWE in ICER’s assessment process. Please contact Carolyn Magill at
carolyn.magill@aetion.com with any questions regarding these comments or other issues related
to RWE policy and development.

Sincerely,
DocuSigned by: DocuSigned by:
W Hagdt JW‘Y Bassen
B73224ATE1T0492 1EFCF9222A5C4AED..
Carolyn Magill Jeremy Rassen, ScD.
Chief Executive Officer, Aetion President and Chief Science Officer, Aetion
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October 18, 2019

Dr. Steven D. Pearson

President

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor

Boston, MA 02109

Dear Dr. Pearson:

On behalf of the more than 54 million Americans and 300,000 children with doctor-diagnosed
arthritis in the United States, the Arthritis Foundation is pleased to comment on the Institute for
Clinical and Economic Review’s (ICER) 2020 Value Assessment Framework proposed changes.
The Arthritis Foundation is the nation’s premier organization focused on helping people with
arthritis conquer everyday battles through life-changing information and resources, access to
optimal care, advancements in science, and community connections.

Real World Evidence (RWE)

Robust collection of RWE is essential to truly measuring the efficacy and value of treatments,
and we appreciate ICER’s recognition of its importance. As we have stated in previous letters,
clinical trial data is insufficient to capture the full scope of how treatments will work in patients.
Both the opportunity and the challenge with incorporating RWE lie in the myriad ways in which
RWE is currently collected, from registries to patient surveys and payer claims data.

We urge ICER to work closely with agencies like the Food and Drug Administration (FDA) and
Centers for Medicare and Medicaid Services (CMS), private payers, providers, and patients to
collect a robust set of data and work to standardize this data. The Arthritis Foundation collects
Patient Reported Outcomes data using the PROMIS 29 and HCEQ measure sets. The PROMIS
29 open source framework, developed with funding from NIH and housed at healthmeasures.net,
can be broadly applied to any patient population and could contribute towards standardizing
collection of RWE.

We encourage ICER to bring disease-specific approaches to its assessments. Our selection of the
indicated measures is the result of Nominal Group Technique and mixed methods approaches
engaging more than 100 patients. Our experience in this program revealed challenges with other
common PRO measures in this specific population. While ICER is likely not capable of
developing these approaches in each disease state, the work required is vital and requires
organization. ICER should commit to compensating participating organizations for patient
engagement activities. The roles required by ICER also require resources and take patients and
partnering organizations away from other mission related activities.

1

#AdvocateforArthritis
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Cross-Reference with German Evidence Ratings

While an international approach is laudable, we raise concerns over the ability to extrapolate
value across cultures. While guidance for evidence grading may be somewhat objective, the
heart of the discussion is “benefit”. We express concern that the comment, “We propose to
provide our own judgment of ‘added benefit’ within the German categories to complement
ICER’s own methods” misses an opportunity to acknowledge the role of patients in defining
benefit within the context of their local culture.

Quantifying Additional Dimensions of Value

We encourage ICER to not delay quantifying additional dimensions of value on the rationale.
While we remain silent on the merits of the ISPOR recommendations, the issue of narrowly
defined value is central to the challenges in ICER’s framework. We strongly encourage ICER to
publicly document exploratory analyses of additional dimensions of value in future assessments.

Long Term Cost Effectiveness

We continue to be concerned about the reliance on Quality-Adjusted Life Years (QALY) in
determining long-term value of treatments. ICER states that is will continue to use the $100,000-
$150,000 per QALY as the standard for its value-based price benchmark for all assessments. If
applied by payers, this threshold could easily disqualify all biologic medications for rheumatoid
arthritis (RA) from being covered, per the 2017 ICER review of RA drugs. This is unacceptable
and we urge ICER to work with the patient community and other stakeholders to develop a more
appropriate, patient-centered approach to setting benchmarks.

We appreciate that ICER recognizes the near-universal concerns among the patient community
on using QALYs. However, where ICER concludes that the QALY is the gold standard and will
therefore continue to use it, we would argue that the QALY is an inappropriate standard. ICER
should take the lead in the development of a new gold standard in close coordination with
stakeholders.

Alternative Models

As ICER explores alternative models, it is essential to reference data from FDA activities like the
Patient Focused Drug Development (PFDD) and Voice of the Patient (VOP) programs. For
instance, willingness-to-pay and opportunity costs from the patient perspective are well
documented in the two externally-led PFDD meetings the Arthritis Foundation has hosted.

What the quantitative and qualitative patient data show is that a one-size-fits-all methodological
approach is not appropriate and will not adequately capture patient needs. We remain concerned
that there is not sufficient variance between disease states, nor distinction made between
therapeutic modalities, chronic versus acute disease, or patient preferences.

#AdvocateforArthritis
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Payment Models

We appreciate the discussion of payment models and ICER’s willingness to consider the impact
of models like outcomes-based contracts on cost-effectiveness of treatments. Outcomes-based
contracts and other value-based insurance models are being increasingly developed and
implemented, and we agree this is an important area to consider in future assessments.

Potential Other Benefits and Contextual Considerations

We are pleased that ICER has taken steps to increase its emphasis of contextual considerations in
recent years. Individual patient experiences do not often align with economic models, and there
are many factors that influence patient treatment regimens and adherence, from overly
burdensome utilization management requirements, to prohibitive out-of-pocket costs, caregiver
burden, and inability to physically administer certain treatments, among others.

We have collected a significant amount of data to support the importance of contextual
considerations among people with arthritis. For example, as we highlighted in our comments to
ICER earlier this year, observations from our Live Yes! Arthritis Network strongly reinforce the
notion that many or most RA patients:
e Cycle over several medications over the course of their disease;
e Change medications early in their disease treatment;
e Must overcome significant systemic barriers in order to receive doctor-prescribed
medications; and
e Often receive more medications for pain and depression, and therefore accrue additional
costs to the health care system, when their RA is not well controlled.

Stakeholder Engagement

We are pleased that ICER will be adding stakeholder engagement components to its value
framework, including discussion of how patient input is utilized in review and what suggestions
are not adopted. This was a specific recommendation we submitted during the previous comment
period and we thank you for its inclusion. Transparency of this nature will help instill confidence
and understanding around ICER’s decision making, which will in turn strengthen the ability of
the patient community to engage with ICER.

We also appreciate the longer timeline for large class reviews and urge ICER to consider ways to
ensure adequate timeframes for patient feedback for all reviews. As you know, few patient
groups have the resources to adequately weigh in on reviews in the current timeframe, yet they
have unique and valuable insights that are critical to ensuring an accurate review.

Report Updates

We are pleased that ICER is considering formalizing a process to receive updates on treatments
post-market launch. How treatments are being utilized is an important component to inform the
overall review. For example, ICER notes one factor to be considered is clinical practice patterns.
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There are scenarios in which lower cost drugs come to market yet providers can’t prescribe them
because they are not on a patient’s formulary; or a patient can’t access them because they are on
a restrictive tier. Collecting data on the impact of these and other barriers, in addition to positive
treatment impacts, is essential to developing a more complete picture of comparative
effectiveness in practice.

We have a few additional suggestions that are not in ICER’s proposed changes but that we hope
will be incorporated in the final report.

1. Creation of a patient advisory committee. As previously noted, the patient community
is a critical stakeholder in providing patient perspectives to ICER reviews. The goals of
this committee should include: advising ICER on the appropriate times and methods for
engaging patients and patient groups; evaluating and helping develop standards for
collection of RWE and for conducting patient surveys; providing guidance to patient
groups whose disease areas are impacted by a review; and advising on the best ways to
collect data on patient impacts of ICER reviews.

2. Coordination with other value framework developers. We strongly recommend that
ICER consult with other value framework developers such as Avalere and FasterCure’s
Patient-Perspective Value Framework (PPVF) and the Innovation and Value Initiative
(IV1). For example, the PPVF endeavors to reach truly equitable value assessment results
through careful consideration of the perspectives of each and every stakeholder, and
weighting elements and perspectives accordingly. The latest recommendations can be
found online and we encourage ICER to integrate these types of patient preferences and
tools into the value framework.!

3. Collection and evaluation of ICER review impact. As the number of ICER reviews
grows, payers will increasingly use these reviews, whether to inform their Pharmacy and
Therapeutics (P&T) Committee processes, or to adopt the recommendations. How these
reviews are used in practice matters greatly, and we believe ICER has an obligation to
ensure reviews are not being used to undermine patient care or lead to treatment barriers
and worse health outcomes. ICER should formalize a process to evaluate the uptake and
impact of its reviews once published.

The Arthritis Foundation appreciates the opportunity to comment on ICER’s proposed changes.
Thank you for your consideration of these suggestions, and please contact Anna Hyde at
ahyde@arthritis.org with any questions.

1 Avalere. (2019). “Avalere Releases Recommendations to Drive More Patient Orientation in Value Assessment Methodology.” https://avalere.com/insights/avalere-
releases-recommendations-to-drive-more-patient-orientation-in-value-assessment-methodology
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() AIMEDALLIANCE

October 15, 2019

Steven Pearson, MD

Institute for Clinical and Economic Review
2 Liberty Square, Ninth Floor

Boston, MA 02109

RE: 2020 Value Assessment Framework Proposed Changes
Dear Dr. Pearson:

Aimed Alliance is a 501(c)(3) non-profit health policy organization that seeks to protect
and enhance the rights of health care consumers and providers. Aimed Alliance respectfully
submits the following comment in response to the “2020 Value Assessment Framework Proposed
Changes” (“Proposed Changes”) published by the Institute of Clinical and Economic Review
(ICER) on August 21, 20109.

l. ICER Should Revise Its Value Assessment Framework to Provide an Adequate
Mechanism for the Inclusion of Real-World Evidence

Real-world evidence is emerging as an important consideration in drug development,
regulatory approval decisions, and coverage decisions. The uses of real-world evidence include
measuring adherence, establishing effectiveness among subpopulations, and establishing clinical
and cost effectiveness within a health plan’s specific population.! ICER explains that it will assess
the validity of real-world evidence and how such evidence should be incorporated into an
assessment. ICER also intends to generate new real-world evidence for incorporation into its
reviews.

Aimed Alliance is concerned that the Proposed Changes do not provide an adequate
mechanism for the inclusion of real-world evidence into ICER’s cost-effectiveness review. ICER’s
value assessments often occur before or shortly after the U.S. Food and Drug Administration
(FDA) approves a therapy. As such, there is simply not adequate real-world evidence available for
meaningful inclusion in a cost effectiveness assessment. Moreover, if a therapy is prematurely
deemed not cost-effective, the likelihood of third-party payers covering the treatment without
imposing significant benefit utilization management policies increases, creating barriers to access
for patients who need innovative and life-saving therapies. Without market uptake, real-world
evidence and its inclusion in subsequent cost effectiveness evaluations will be limited. As such, in
addition to reaffirming its commitment to real-world evidence, we recommend that ICER refrain
from making a determination about the cost effectiveness of new therapies until mature real-world
evidence emerges in order to ensure its inclusion in ICER’s value assessments.

! https://www.futuremedicine.com/doi/full/10.2217/cer-2018-0066
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1. ICER Should Incorporate Data Related to Indirect Costs to Patients into Its Value
Assessment Framework

We thank ICER for seeking to work with the patient community as a partner through its
Proposed Changes. The creation of a new “Patient Perspectives” chapter is a valuable addition to
ICER’s evidence reports. The first-hand experience of living with a condition provides important
cost-effectiveness data. Patient-reported outcomes, for example, are increasingly gaining
importance in clinical research as a means of measuring changes to quality of life.?

However, the Proposed Change still does not incorporate meaningful data regarding the
direct and indirect costs of therapies to patients into its calculations of value-based benchmark
prices and potential budget impact. Such data provides valuable information about patient-based
considerations for innovative therapies, such as measuring adherence to complex treatment
regimens and indirect costs to caregivers. The exclusion of such information would certainly
impact an accurate assessment of the value of innovative treatments and should be included.
Aimed Alliance requests that ICER revise its framework to include such data.

I11.  ICER Should Consistently Include Patients and Medical Specialists in its Evidence
Appraisal Council Membership

Patient advocates are included in ICER’s public meetings and have an opportunity to
comment to provide input on cost-effectiveness evidence. Yet, they are notably absent from
ICER’s voting evidence appraisal councils. Patients and caregivers provide a unique perspective
about the value of new therapies about how living with a condition affects their quality of life.
Though they are the only people who can provide this first-hand knowledge, their current role in
ICER’s Value Assessment Framework is minimal.

Moreover, while specialists in the therapeutic area that is under analysis are included in the
Value Assessment Framework and are often available to ICER’s voting councils at public
meetings, they are not consistently included as members of ICER’s voting evidence appraisal
councils. Medical specialists are uniquely positioned to provide insight into the intricacies of
treating specific medical conditions and may better understand the challenges that their patients
face regarding treatment access and adherence.

As such, Aimed Alliance recommends that ICER alter its council membership to establish
minimum requirements for the inclusion of representatives from the patient community and
medical specialists in the therapeutic area under review on its voting evidence appraisal councils.
This will better ensure that specialists, patients, caregivers, and patient advocates are consistently
included on its voting council memberships to provide meaningful patient engagement in its cost-
effectiveness assessments.

2 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3227331/
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IV. ICER Should Provide Greater Transparency About the Evidence Evaluated Through
the Value Assessment Framework

Aimed Alliance requests that ICER provide more transparency regarding the evidence
being evaluated through its Value Assessment Framework, including information on study
limitations, assumptions made, endpoints chosen, and model design used in its assessments. In
particular, ICER has not provided any transparency on how it determines value-based benchmark
prices and its potential budget impact analysis. ICER has not made its methodologies for clinical or
economic evaluations transparent in such a way that outside researchers could test and validate its
approaches. As such, we recommend that ICER make such information available.

V. ICER Should Not Rely on QALY to Evaluate the Value of a Treatment

Aimed Alliance reiterates its longstanding recommendation against relying on quality
adjusted life year (QALY) measures to evaluate any treatment. The use of QALY measures to
evaluate the value of a treatment raises significant ethical concerns. QALY measures put a price
tag on the value of human life that merely reflects the individual’s diagnosis and deems those with
chronic, debilitating, and rare conditions as being worth less than those with common conditions.
They treat individuals’ lives and health as a commodity and ignore patients’ and practitioners’
individualized concept of the value of treatment.

QALYs are often used to justify coverage limitations and utilization management policies,
such as prior authorization and step therapy programs, that prevent individuals from obtaining
treatments that are most appropriate for their individualized needs. Prior authorization requires
providers or insured individuals to obtain approval from the insurer or its pharmacy benefit
manager before the plan will cover the cost of a prescribed health care product or service. Step
therapy requires insured individuals to try and fail on alternative treatments, sometimes with
adverse effects, before the payer will cover the prescribed treatment. Such policies can be unethical
and inconsistent with standards of care, interfere with the patient-doctor relationship, and result in
significant delays to prescribed treatments. For these reasons, we recommend against using
QALYs.

Thank you for providing us with the opportunity to comment on the Proposed Changes.
Please contact us at policy@aimedalliance.org or (202) 559-0380 if you would like to discuss any
of the recommendations herein.

Sincerely,

/M.

John Wylam
Staff Attorney
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October 18, 2019

BY ELECTRONIC DELIVERY

Institute for Clinical and Economic Review
One State Street, 10th Floor

Boston, MA 02109
publiccomments@icer-review.org

RE: ICER National Call for Proposed Improvements to 2020 Value Assessment
Framework

Alnylam Pharmaceuticals, Inc., is a biopharmaceutical company that develops and
commercializes ribonucleic acid interference (RNAI) therapeutics. We believe in delivering
transformative medicines for serious, high-unmet-need diseases and good value to patients,
providers, payers, and society. We actively engage in conversations about value by working
alongside payers and through commitments set forth in our Patient Access Philosophy.

Alnylam appreciates ICER’s inclusion of a wide range of stakeholders in the process of updating
its 2020 Value Assessment Framework, and thanks ICER for consideration of our comments in
response to its call for feedback on the framework. However, Alnylam believes additional
consideration of the evidence is warranted for some aspects of the framework that ICER
proposes to leave unchanged, and for other proposed updates that may unintentionally reduce the
clarity or effectiveness of the framework. These elements of the proposed framework can have
the unintended consequence of hindering access to life-changing treatments for patients, even
when societal preferences would clearly support access.

With regard to the proposed 2020 Value Assessment Framework, we believe ICER should give
further consideration to addressing the following issues:

1. The ICER evidence rating matrix continues to have important limitations in terms
of its precision and its ability to inform nuanced assessment of the clinical value of
therapies under evaluation. Moreover, ICER’s proposed modifications to the
evidence rating matrix will further contribute to a lack of clarity about the value of
new therapies.

300 Third Street | Cambridge MA, 02142 | main 617.551.8200 | fax >2A|ﬂy|am
617.551.8101 | www.alnylam.com CHALLENGE ACCEPTED
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2. ICER’s CEA models continue to insufficiently account for unique considerations
relating to rare diseases and their treatments. Applying CEA to establish value-
based price benchmarks for such treatments will thus lead to inappropriate
characterization of value. Instead, we recommend that ICER evaluate rare disease
therapies according to their affordability, which is the true driver of health system
sustainability for these therapies. For other health technologies, CEA may be more
appropriate, but should take into account elements of value beyond those specified
in ICER’s base-case framework.

3. ICER may treat therapies not categorized as “single or short-term transformative
therapies” (SSTs) — particularly rare disease therapies not categorized as SSTs —
differently from SSTs, without any true justification for doing so. Of note, ICER
appears to be considering certain special allowances to account for evidentiary
challenges in the case of SSTs, but not in the case of other rare disease therapies,
which are known to face similar evidentiary challenges.

4. 1CER’s plan to seek collaboration opportunities for RWE generation is vague, does
not explain the stakeholder engagement process, and does not specifically explain
how RWE would be used.

1. The ICER evidence rating matrix continues to have important limitations in terms of its
precision and its ability to inform nuanced assessment of the clinical value of therapies
under evaluation. Moreover, ICER’s proposed modifications to the evidence rating matrix
will further contribute to a lack of clarity about the value of new therapies.

The additional ratings and cross-referencing to the German HTA methodology provide less
clarity and complicate interpretation, without addressing the fundamental limitations of the
matrix.

As noted in our initial response to ICER’s call for feedback, the ICER evidence rating matrix —
and in particular the letter-grade summary rating — is highly subjective, creating a false sense of
precision and discouraging more nuanced assessment of evidence and unmet need by healthcare
decision-makers. In addition, the evidence rating matrix does not consider the cost of increasing
evidence quality by lengthening and expanding trials, which can harm patients in need of
treatment.! This harm can be significant, and must be taken into account to reflect the reality that
stakeholders inhabit when they make critical health decisions.

The proposed refinements to the evidence rating matrix — namely the addition of a new C++
rating category and the cross-referencing of ratings to German HTA ratings — do not address
these fundamental limitations and create further confusion. For instance, although ICER
describes situations where a C+ and C++ rating are appropriate, the differences between levels of
certainty and benefit used to distinguish the C+ category from the C++ category are not
explained, such that the ratings will be subjectively distinguished. As noted in the user guide, “a
small difference in a quantitative score may be considered clinically significant in multiple
directions, or not significant at all,” and “[dis]agreements about the assessment of each domain and
of the overall level of certainty are certainly likely, even among reviewers in the same group.”?
Adding new rating categories will do little to address the critical flaws of a rating process that is



already acknowledged to be coarse and subjective, and will thus not be valuable for providing
additional useful information about interventions being evaluated.

Cross-walking evidence rating matrix grades to German HTA added benefit ratings also creates
more complexity and less clarity on the results of the review. In particular, ICER states that they
will “provide [their] own judgement of ‘added benefit’...rather than rate the evidence in the
same manner as would be done in Germany.”?® The German ratings were designed to be used
with the specific methodology developed by The Independent Institute for Quality and
Efficiency in Health Care (IQWiG). Therefore, attempting to map ICER evidence rating matrix
grades to German added benefit ratings without implementing IQWiG’s methodology is
internally inconsistent and devoid of any true meaning. The result is to create further confusion
and uncertainty in assessing the value of healthcare interventions.

Recommendations

e ICER should continue to systematically evaluate relevant evidence for interventions
under review and use this to generate a high-level narrative summary of unmet needs,
strength of evidence, and degree of certainty around benefits and risks. However, we
recommend that ICER no longer assign a single summary rating, as this headline result
creates a false sense of precision and discourages more nuanced consideration of
evidence and unmet need by healthcare decision-makers.

e |If ICER does opt to retain its current rating system, we do not believe that cross-walking
to the IQWIG rating system is appropriate, as doing so — for consistency and
interpretability — would require adopting the same IQWiG methodology designed to
generate these ratings.

2. ICER’s CEA models continue to insufficiently account for unique considerations relating
to rare diseases and their treatments. Applying CEA to establish value-based price
benchmarks for such treatments will thus lead to inappropriate characterization of value.
Instead, we recommend that ICER evaluate rare disease therapies according to their
affordability, which is the true driver of health system sustainability for these therapies.
For other health technologies, CEA may be more appropriate, but should take into account
elements of value beyond those specified in ICER’s base-case framework.

CEA remains inappropriate as a price-setting tool for orphan therapies.

We reiterate our previously stated position that CEA is not an appropriate price-setting tool for
rare disease treatments, due to (i) high uncertainty over willingness-to-pay thresholds in rare
disease, (ii) failure to incorporate sources of value uniquely relevant to rare diseases, (iii) failure
to quantify high-value aspects of rare disease treatments, such as unmet need, and (iv) potential
unintended consequences regarding incentives to develop new therapies for rare diseases.
Instead, we recommend that ICER evaluate rare disease therapies using ICER’s affordability
criteria and country-specific budgets, as affordability is what truly affects health system
sustainability for rare diseases. Providing a realistic and credible analysis of a treatment’s budget
impact would be of greater utility for payers and society than a highly uncertain CEA result.



In this regard, ICER can better help stakeholders understand the financial impact of a treatment
by providing budget estimates that account for real-world usage patterns. In the past, ICER’s
uptake assumptions have been highly unrealistic, leading to overestimation of budget impact. A
previous study found that ICER’s estimates of uptake are 7 to 54 times higher than real-world
uptake estimates.®

Even for non-orphan therapies, contextual considerations and additional dimensions of value
must be incorporated into CEA to provide a fair assessment of value.

Rare diseases notwithstanding, even in other therapeutic areas where CEA may be more readily
applicable, the ICER framework has important limitations in that it does not adequately capture
meaningful contextual considerations and additional dimensions of value.

If valid, meaningful contextual considerations are not incorporated into pricing
recommendations, they reduce stakeholders’ ability to take these recommendations seriously.
While we commend ICER for updating its report format to include the new “controversies and
uncertainties” section and expand and clarify contextual considerations, failing to actually
incorporate these aspects into the CEA means that the main assessment conducted by ICER is
unrealistic and has limited value.

Of these contextual considerations, caregiver burden, in particular, is amenable to inclusion in
CEA. It can be evaluated similarly to patients” QoL, and data on caregiver burden is often
available.®" It is true that certain areas of uncertainty may arise, such as which family members
to include in estimating caregiver burden. Nonetheless, there are several easily measurable
components of this burden that have a direct economic impact and can be readily added to cost-
effectiveness models, such as lost wages and foregone education and career opportunities.
Including these elements would represent a lower bound for capturing the impact of caregiver
burden. In addition, caregiver burden is experienced across demographic categories, and thus (in
contrast to work productivity) does not raise issues with respect to age-based discrimination.

Recommendations

e We again urge ICER to publish results of CEA as a supplemental analysis for rare disease
therapies, but not use CEA to inform price recommendations. Instead, ICER should
evaluate rare disease therapy prices using ICER’s affordability criteria and country-
specific budgets.

e In assessing affordability, ICER should rely on historical real-world data from
comparable disease areas to estimate more reasonable uptake figures for therapies under
evaluation, as the method currently used by ICER continues to overestimate uptake.

e ICER should conduct further research on society’s willingness to pay for rare diseases, as
well as frameworks that appropriately capture the unique considerations influencing the
true value of rare disease treatments. ICER’s default model framework and base case
should explicitly incorporate these considerations, which have major real-world impact
and can often be valued empirically.

e Ingeneral, if evidence is available, ICER should incorporate novel components of value
into any cost-effectiveness model in order to better reflect the reality of patients’ lives.



The value of health technologies in addressing caregiver burden, in particular, can be
readily evaluated.

3. ICER may treat therapies not categorized as “single or short-term transformative
therapies” (SSTs) — particularly rare disease therapies not categorized as SSTs — differently
from SSTs, without any true justification for doing so. Of note, ICER appears to be
considering certain special allowances to account for evidentiary challenges in the case of
SSTs, but not in the case of other rare disease therapies, which are known to face similar
evidentiary challenges.

In its technical brief on valuing SSTs,® ICER highlights a number of evidentiary challenges and
associated areas of uncertainty that commonly affect SSTs — issues such as limited understanding
of the natural history of the diseases targeted by SSTs, as well as small populations and serious,
progressive symptoms that can limit the feasibility of randomized controlled trials and instead
necessitate single-arm trials. Accordingly, ICER proposes a number of potential modifications to
its general value framework to account for these evidentiary challenges for SSTs — for example,
reporting of results for base-case, conservative, and optimistic modeling scenarios.

In the same briefing document, ICER acknowledges that such evidentiary challenges are not
specific to SSTs but also apply more broadly to “many treatments for serious, and often rare,
conditions”. Despite this, the proposed update to the ICER 2020 Value Framework does not
express an intention to extend to all rare disease therapies all of the same special framework
modifications that may be adopted for SSTs to deal with evidentiary challenges and related
uncertainties.

In this regard, there is an apparently unjustified inconsistency between a potential SST value
framework and the value framework used for other rare disease therapies. Other arbitrary
inconsistencies exist as well. Notably, in our initial response to ICER, we recommended that
ICER adapt its CEA framework to more accurately account for pharmaceutical pricing dynamics
(including generic entry). ICER has declined to adopt this recommendation, with the rationale
that attempting to model price changes would add further uncertainty to the CEA process.>
Despite this concern, ICER is incorporating the concept of health system savings due to dynamic
pricing / loss of exclusivity into its proposed shared savings paradigm for evaluations of SSTs.

It is not internally consistent to include this concept in the evaluations of some technologies, but
not others. Including the concept of dynamic pricing for certain evaluations also contradicts
ICER’s claim that historical price data cannot be used to model the future. Dynamic pricing has
in fact been widely studied and applied in the literature.®° Rates of generic entry and trends in
prices are available throughout the literature, providing an excellent body of research on which
to base estimates.®1213 Governments and organizations, such as the OECD, use rigorous
methods to account for dynamic pricing in order to understand health expenditures and make
budgeting projections.'® While estimates of the future are inherently imperfect, incorporating
dynamic pricing is less incorrect than assuming prices are static forever and ignoring patent
expiration.



Recommendations

¢ Inthe ICER value framework, any allowances granted to SSTs to account for evidentiary
challenges and associated uncertainties should be extended to all rare disease therapies —
not limited to SSTs — that are affected by similar challenges.

e The ICER model framework should also account for changes in therapy price due to
competition and generic entry for all treatments, as these changes in price routinely occur
and can be estimated with some degree of reliability.

4. ICER’s plan to seek collaboration opportunities for RWE generation is vague, does not
explain the stakeholder engagement process, and does not explain specifically how RWE
would be used.

Alnylam welcomes ICER’s plans to include additional RWE in reviews of new treatments;
however, the current value framework document is unclear on how this new process will be
undertaken.

Recommendation

e We request that ICER better detail the specific types of RWE to be included (e.g.
adherence information, data on unmet need, disease burden, etc.), explain the formal
process to engage with stakeholders, standardize the types of RWE that are requested for
modeling purposes, and explain how the RWE will be included in the review. In addition,
ICER should explain under what circumstances RWE will be generated (e.g., single arm
trials, new indications, when specific limitations of clinical trial data are present).

Conclusion

We would like to thank ICER for the opportunity to contribute to the development of the 2020
Value Assessment Framework. We believe our suggestions will help improve the evaluation of
healthcare products and interventions and, in turn, allow our society to address unmet needs
through increased innovation and access to effective and appropriate care.

*k*x
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AMGEN COMMENTS ON ICER’S PROPOSED CHANGES TO THE
2020 VALUE ASSESSMENT FRAMEWORK

OVERVIEW

Amgen appreciates the opportunity to comment on ICER’s 2020 Value Assessment Framework
Proposed Changes. Our comments support the Framework’s evolution to align with scientific best
practices and the relevant science-based, patient-centered foundational goals ICER itself has set forth.
Amgen is a value-based company, deeply rooted in science and innovation to transform new ideas
and discoveries into medicines for patients with serious illnesses. We hope ICER will carefully
consider and incorporate our recommendations in an effort to achieve its aspiration of a more
sustainable healthcare system for all patients.

We support the below goals ICER has stated for its Framework, and the current comment period
presents an opportunity for ICER to deliver on these goals with aligned processes and methods:

e Support fair pricing, fair access and a sustainable platform for future innovation.
“Ultimately, the purpose of the value assessment framework is to form the backbone of rigorous,
transparent evidence reports that, within a broader mechanism of stakeholder and public
engagement, will help the United States evolve toward a health care system that provides fair
pricing, fair access, and a sustainable platform for future innovation.”* In order to provide reports
that are systematic, objective with clear guidance matched by results that are transparent,
reproducible, credible and rigorous, ICER must adhere to the fundamental tenets of independence
and objectivity, with greater balance between access, innovation and pricing.

e Align healthcare services with their true added value for patients and enable patient-
centered care. “The framework also is intended to support discussions about the best way to
align prices for health services with their true added value for patients.”? While drugs represent
approximately 14-17% of healthcare expenditure,®* health services including hospital, physician
and clinical services represent more than half (53%).> A broader focus on all health goods and
services (not just drugs) will better enable ICER to inform healthcare value and sustainability.

e Reflect the experience and value of patients. “Even with its population-level focus, however,
the ICER value framework seeks to encompass and reflect the experiences and values of
patients.””® Greater patient involvement in all parts of the assessment process, such as a long-term
assessment that includes the patient perspective and enables patients to vote on treatment benefit,
better represents the patient value. These require accounting for well-known and recognized gaps
in patient data and disease epidemiology and inequalities in available treatments, access and
ability to achieve a general level of good health.

Amgen’s main comments on ICER’s Framework are below and detailed in the sections that follow:

1) Incorporate changes to ICER’s Independent Voting Panel composition and voting
format to be more representative and accountable to those impacted.

2) Include and quantitatively account for all relevant value elements and perspectives,
including cost, cost savings and outcomes relevant to patients and their caregivers

3) Actively incorporate Real-World Evidence with greater weighting in the assessments

4) Include Adaptations for Rare Populations and maintain for Ultra-Rare Populations

5) Strive for processes and methods that are contextually appropriate for the US and avoid
importing ex-US approaches based on different social and economic systems
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1. VOTING PANEL COMPOSITION AND DELIBERATION PROCESS

Incorporate changes to ICER’s Independent VVoting Panel composition and voting format to
be more representative and accountable to those impacted.

ICER’s Independent Panels should be representative and accountable to those that they impact
with a meaningful representation in the areas of at least 15-20% of the panel discussants and
votes. Anything less than this, risks continuing the current perception that ICER decisions are
imposed on the most poorly represented group with the largest stake in the outcome. Past, present,
and future patients and those who pay premiums to protect themselves in the event of disease pay for
nearly all of health care through their taxes, wage concessions, copays, premiums, and out of pocket
cash payments. Insurance companies, health care providers, manufacturers, policy makers and
scientists are essentially trustees for the former group. With this in mind, people with an intimate
connection to health care consumption for the ICER disease area at hand should have much more
representation on voting panels that inform value recommendations than the current 3%.

While ICER’s decisions have the largest patient impact, patients have the smallest voice across
all panels and no representation on the Midwest CEPAC panel. Of the 58 members across ICER’s
CTAF, New England CEPAC, and Midwest CEPAC panels, (19, 21, and 18 respectively), 47% is
composed of academics, 34% physicians (all MDs that are not providers, public health/ health policy
experts, payers, or epidemiologists), 9% payers and IDNs, 7% providers, and a mere 3% from patient
advocates (Figure 1). At present, votes on value that could impact hundreds of thousands of patients
are determined by less than 20 people lacking representative diversity to the populations they impact.

Figure 1: ICER Panel Membership Today & Recommended Membership

ICER Panel Membership Today Recommended ICER Panel Membership

= Adacemic Experts = Physicians with Experience Treating the Disease
= Insurers/ IDN Patient Advocacy Groups

= Providers = Patients and Caregivers Affected by the Disease
= Employers = Trade Organizations

= Adacemic Experts = Physicians = Insurers/IDN = Patient Advocacy Groups = Providers
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Amgen appreciates ICER is taking steps to optimize the conduct and deliberation of its panels
with a Code of Conduct and encourage ICER to refine and enforce this new mandate. ICER
should continue to use the code of conduct to ensure the perception of professionalism and objectivity
during discussions and voting. In particular, ICER staff should be especially wary of influencing the
relatively less expert panel members through leading questions, condescension (albeit inadvertent),
failure to adequately justify and explain findings and provide counterpoints and disconfirming
information, or statements that question or influence panel members voting. The code of conduct
should equally apply to panelists, participants and the meeting moderator/facilitator. The
moderator/facilitator, including Panel Chair, plays an important role in anchoring the discussion,
framing the questions and guiding the votes, which needs to be managed as objectively as possible.

ICER’s lay-friendly seminars that provide background on evidence-based medicine to aid in
assessments and better engage stakeholders should be led by external experts and patient
advocates.” We commend these seminars overall but more should be done to make them even more
responsive to underrepresented stakeholders. ICER should allow patient advocates to lead these
webinars to ensure patients gain a voice and are able to communicate their needs and priorities when
voting on value for various diseases. ICER should consider collaborating with the National Health
Council (NHC), who have specifically developed a tool to evaluate and maximize patient
centeredness, the NHC Rubric to Capture the Patient Voice.® This tool focuses on seven domains of
patient centeredness: 1) Patient Partnership, 2). Transparency, 3). Representativeness, 4). Diversity,
5). Outcomes patients care about, 6). Patient-centered data sources and methods; and 7). Timeliness.
Central to this Rubric is the co-development of solutions where patients are recognized as equal
partners.®% ICER should consider applying this Rubric to ensure that patients and advocates do not
feel like passengers in this process, but are active participants in developing appropriate methodology
to assess treatment value and its implementation for each individual assessment ICER undertakes

2. PATIENT VALUE AND CONTEXTUAL CONSIDERATIONS

Include and quantitatively account for all relevant value elements and perspectives, such as
cost, cost savings and outcomes relevant to patients and their caregivers

ICER should consistently incorporate the full disease burden to more holistically reflect the
impact of a new health technology in alleviating this burden and improving overall health and
economic outcomes. Disease burden includes the burden of out of pocket costs, lost productivity,
emotional distress, and overall financial stress to the patient, their caregivers, families, and wider
communities including employers, and society as a whole. Relevant stakeholder cost savings include
non-medical costs, such as patient and caregiver out-of-pocket costs, lost productivity costs and
impact on the health and wellbeing of caregivers and families. These should be included in a reference
case, as is recommended by the 2" Panel on Cost-effectiveness in Health and Medicine, which directs
the capture of family and caregiver impacts.

ICER’s Framework should actively supplement the QALY and evLYG, synthesizing the value
from all relevant contextual elements and criteria and reflecting it in the numerical output of
its analysis. ICER risks the integrity of its appraisal process by placing false precision on QALYs
and willingness to pay (WTP) thresholds. QALYs elevate utility maximization above all other
principles and are therefore a very rough and imperfect starting point for health care allocation. We
don’t stop treating the very ill and dying in the US once they cross some arbitrary threshold for
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acceptable utility gains. evLYG is a good start towards looking at a broader range of alternatives, but
this is utility by another name, and is not so different from the QALY in either principle or magnitude.

Until more measures gain familiarity and acceptance that reflect the additional values of equity,
societal preferences, and other non-utility-based techniques, the QALY can be used as a starting
point for HTA assessments, but assessment should not stop there. Research suggests that a flexible
application of the QALY, including supplementing it with other elements of value, can help to account
for its limitations in circumstances where a QALY is used.'>1314 QALYs fall short in measuring
small but meaningful health status changes, they are difficult to measure in those who cannot speak,
are too young or very old and further QALY are inconsistent across patients.'® ICER had previously
experimented with a modified multi-criteria decision-analysis (MCDA) approach and should secure
learnings from that experience with expert input to inform alternative approaches to robustly
incorporate additional data with relevant weights.*® This is an evolving field and despite prior
attempts to incorporate MCDA or other alternatives,!’ a flexible, iterative approach may be needed
until best practices are defined, enabling early patient preference and expert input to inform weighting
across therapeutic areas, with full transparency.

ICER should engage in a stakeholder-driven deliberative process where all value elements are
presented and considered by the panel before the vote on long-term value for money. While
ICER panels vote on contextual considerations and other factors, ICER’s threshold guidance in
deliberations translates to an insignificant role for these considerations. Part of the challenge is that
stakeholder testimonials and other considerations are presented after the long-term value for money
assessment has already taken place, and the Panel voting is guided by explicitly stated thresholds and
quantitative values, which do not reflect alternative and potentially more expansive versions of
valuation. This results in a vote solely determined by the quality adjusted life-year (QALY) with
value empirically driven down by ICER’s guidance and restrictions.

Before 2016, QALY and threshold driven ‘low-value’ criteria were much less rigid. Pre-2016
ICER panels with more flexibility deemed seven out of 20 ICER drug assessments during this period,
which came above the $150,000 threshold, as of largely intermediate value.® With current ICER
assessments, the opportunity for the panel to use additional evidence and considerations to vote on
value for those treatments that are not ultra-rare and come above ICER’s 150,000 +25,000 threshold
is impossible in practice. ICER should enable the voting panel to deliberate based on all available
value elements (which should be incorporated early on in the assessment) and eliminate the automatic
‘low value’ (to payer) rating for values above the ICER threshold. This will enable ICER to secure a
more equitable, informed, accurate and independent (albeit still estimated) vote on value.

3. REAL-WORLD EVIDENCE (RWE)

RWE should be fully incorporated in future ICER assessments, including adjustment of RCT
data where appropriate

We appreciate ICER’s stated intent to leverage RWE data for new analyses to address key
evidence gaps and strongly urge ICER to fully incorporate these data in its assessments.'® This
includes adjusting the Evidence Rating Matrix with clearer guidance to accommodate greater
availability of RWE and provide equal consideration with RCT data. As a fundamental principle,
skillful health economics uses a majority of the data available to continually inform and modify
estimates of the cost and outcomes of disease. Unless modified in its revised Framework, ICER’s
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current approach remains at high risk of imprecision and errors as it discards over 99% of data because
it does not fit their criteria of “acceptable.” For a more accurate analysis, ICER must be willing to
modify base randomized trial data with RWE estimates of disease prevalence, event rates, treatment
use, population demographics, and other attributes of real-world clinical practice that provide a more
relevant assessment of a new technology applied in a population health setting. Historically, ICER’s
assessments have defaulted to clinical trial data over consideration for real-world data, selectively
using RWE where clinical data were not available.?’ Full incorporation of RWE in HTA assessments
with greater weights provides a more holistic approach to healthcare cost sustainability. Payers
already do this using actuarial analyses that account for differences between their insured population
and data from other populations and treatment settings. ICER should be using RWE in this way as
well. (Please see Appendix for additional supporting examples).

When analyzing uncertainty to guide panel deliberations, ICER should simulate only plausible
scenarios instead of pre-specified analyses and adjust uncertainty over time with RWE. ICER
proposes adding a new sub-section to voting, titled “Controversies and Uncertainties”, to explore
conservative or optimistic model variations to acknowledge uncertainties and controversies raised by
various stakeholders, while lending greater transparency to the rationale behind methodological
decisions that underpin the base case.?! Typically reliant on modelling, ICER simulates treatment
impacts over years, even decades; a process reliant on highly simplified use cases, structural
assumptions designed to reflect future clinical practice and cost and efficacy assumptions derived
from clinical trials, epidemiological studies and secondary sources. The amount of uncertainty can be
staggering in an assessment and can never adequately be addressed by sensitivity or scenario analysis,
which necessitates consistent and ongoing validation with real-world evidence.

ICER’s assessment timeline should account for RWE in support of its stated commitment to
perform and incorporate relevant de novo data analysis, yielding more accurate results.?? Given
increased availability, accessibility and speed of analysis, ICER has an opportunity to collaboratively
incorporate relevant RWE analysis with relevant timeframe extensions. Similar to ICER’s proposal
to increase assessment timelines for large drug class reviews,? provisions should be built in that
specifically addresses increasing the timeline necessitated to incorporate RWE that more accurately
reflects the changing treatment paradigm. This is particularly important in areas for special
populations such as pediatrics, rare disease and other vulnerable groups where accurate data
representative of real-world clinical practice regarding disease process, disease state, QALY values
and natural disease history are otherwise not available or are rapidly evolving.?42>2

4. RARE, ULTRA-RARE & SPECIAL PATIENT DISEASE POPULATIONS

Include Adaptations for Rare Populations and maintain for Ultra-Rare Populations

Treatments for rare diseases should not be evaluated with the same value assessment
framework as for common drugs. It is wrong to impose a pure utilitarian approach over the
empirical economics of health care which attempts to justify a rigid threshold for utility-per-life-year-
per-person, especially for rare disease. ICER states that there are “important equity concerns related
to extending the threshold range higher for treatments just because they treat a small population”,?’
but higher resource inputs for a minority is exactly the principle of insurance in general. Over a
lifetime, most people pay more in insurance than they ever recover in paid benefits precisely because
utility varies from person to person, disease to disease, with the truly unlucky receiving greater
benefits. Rare diseases generally require the same degree of societal ingenuity, resources, and effort
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to develop new treatments or cures as common diseases, and the elevation of acceptable utility-per-
life-year-per-person allows society to engage in these pursuits for the rare and unlucky. Patients with
rare disease are born with inherently diminished chances of a healthy life compared to the general
population — they lack the “fair innings’ of the majority of individuals.? The equity concern that ICER
describes for special treatment for a small population is intrinsic to the argument in that rare diseases
do need to be assessed more discerningly and carefully than common diseases such as stroke or
migraine.

Aggravating the imperfection of the QALY is rigidity regarding *“thresholds”, which are
particularly inappropriate for rare diseases. Patients with relatively rare illnesses, defined
presciently by the FDA decades ago and still relevant today as starting at <200,000 cases nationally,
are particularly disadvantaged when monolithic thresholds are applied.?® Defining the new standard
of “rarity” as 10,000 or less is uncoupled from the reality of the larger per-patient investments required
by government, industry, and society if we have any interest in equity towards those who are not
fortunate enough to have a “common” disease. ICER should adopt accepted health economic practice
which avoids providing a single, falsely precise answer to decision makers where there is inadequate
knowledge to question it appropriately. ICER should also eliminate the 10,000 person threshold for
rare disease until more objective research is available to quantify the relative increase in per-patient
investments that are required for innovation in a given rare disease area. In ICER’s 2020 Framework,
a standardized cost-effectiveness threshold will be used, from $50,000 to $200,000 per
QALY/evLYG, for all diseases, from common to ultra-rare. If a threshold must be used, then it is
becoming widely recognized that rare and health-catastrophic conditions should be judged against a
higher threshold.3! A common threshold is not appropriate for rare diseases as these diseases are by
their very nature, uncommon. In addition, the $200,000/QALY upper threshold can be expected to
constrain access to rare disease treatments in the absence of published literature. This unfortunate
categorization will essentially lead to most (if not all) interventions for these rare disease patients
(with disease prevalence >10,000) receiving a ‘low’ value rating, without proper appraisal. At a time
when fewer than 5% of the >7,000 recognized rare diseases globally still lack a viable treatment, 2
this will likely have consequences in slowing the pace of scientific innovation necessary to prolong
survival, improve quality of life, and potentially find cures for rare disease patients and their families.
The updated Framework should align with the definitions and provisions in place to protect patients
with rare diseases, including accommodation for the difficulty in designing, recruiting, and
performing clinical studies.

ICER should change the Evidence Rating Matrix used for voting to reflect common or rare and
ultra-rare disease prevalence categories. A fundamental issue with the guidance the voting panel
receives on net health benefit is that the same Evidence Rating Matrix is used for common diseases
as for rare disease despite the well-known challenges associated with collecting data, recruiting and
performing clinical trials and unknowns in the natural history, epidemiology, diagnosis and treatment
of rare and ultra-rare disease. Also, the current approach places ICER out-of-step with the US
regulatory framework, as the FDA relies on the ODA for its orphan designation.®® As suggested by
HTA experts,33® ICER should accommodate for this critical area of difference in their preparation
and rating of clinical benefit, which can have a profound impact on voting results. Moreover, ICER
must consider the need for breakthrough therapies that the FDA has deemed of public interest to
approve when accounting for uncertainty in evidence. Any breakthrough therapy that has received
accelerated approval and or priority review from the FDA will often have limited clinical data with
minimal long-term outcomes available. ICER should take into consideration that rare therapies will
by their very nature have extensive uncertainty. Similar to changes in the voting and deliberation
processes that ICER applies to ultra-rare disease treatments, ICER’s Evidence Rating Matrix should
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be updated to reflect well acknowledged limitations in rare and ultra-rare disease and look to global
HTAs for reference. 363

5. U.S.CONTEXTUALLY RELEVENT METHODS AND PROCESSES

Strive for processes and methods that are contextually appropriate for the US and avoid
importing ex-US approaches that are based on different social and economic systems

ICER should not adopt or map to foreign health technology assessment systems, as these are
based on an entirely different healthcare environment than the US. ICER proposes to reference
its evaluation of the evidence for added clinical benefit with the rating system used in Germany. While
every HTA system has its strengths and weaknesses, they are designed to address the needs and
constraints of the social and economic infrastructure within which they reside. Moreover, the
considerable variation in HTA agency assessment of evidence demonstrates how context is
fundamentally anchored to the empirical application of these techniques. The US healthcare
ecosystem is a complex, multi-payer system with an inherently different infrastructure and context
than Germany. In the German system, IQWIG provides a recommendation on the benefit at the
request of the G-BA; however, in the end the G-BA makes the final decision which can differ from
the IQWIG recommendation. Two separate studies demonstrate considerable variance in the
evaluation of additional benefit for drugs in early benefit assessments (EBA) between IQWIiG and the
G-BA.383%40 While there may be opportunities to consider high level principles from other HTAs, it
is critical to note that every HTA has its limitations and challenges, and the specific methods and
processes employed by ICER must be contextually grounded to the US system. ICER’s step in
evolving the way it rates evidence is important to securing wider applicability and acceptance of
assessments, but any HTA technique must be designed to address internal validity, context, accuracy
and flexibility in addressing the diverse needs not only at a national level but for individual
communities.

CONCLUSION

Budget holders, decision makers and the stakeholders impacted by assessments can benefit if ICER
focuses on key pillars of evidence, robust analytics, and the identification of areas of uncertainty.
Health technology assessment should always be accompanied with a reasonable consideration of how
Framework methodology impacts improvements in health delivery and overall healthcare
outcomes. 4142434445 Thoyghtful attention should further be given to the fact that at any given time
we are all patients who will likely feel the impact of ICER’s assessments. Amgen appreciates ICER’s
engagement of stakeholders in an effort to continuously update its Framework and urges ICER to
create a 2020 Framework based on these recommendations, which are founded in guiding principles
representing best practice and rigorous scientific methods. ICER has an opportunity to take a longer-
term view of its role and command greater credibility by defining its role as one that offers guidance
and informs payer decisions with a systematic approach to the evaluation of evidence with flexibility,
inclusiveness, scientific integrity, transparency, and patient centricity, in the absence of absolutes.
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APPENDIX

The full incorporation of RWE requires ICER to give greater weight to this source of data,
going beyond simply validating select assumptions and enabling RWE to modify key drivers
and results.

Considerations of differences Example
between RCT and RWE

There are marked differences in In the area of bone fractures in patients with cancer
estimates from RCT data and real metastasis, RWE of higher fracture rates seen in clinical
world clinical practice, which has practice necessitates adjustments to clinical trial
dynamic, heterogenous settings. evidence in any HTA assessment.*
Important counter-intuitive E-cigarettes were assumed to increase likelihood of
differences with serious impact on quitting; however, a systematic review of 38 studies
patient outcomes can be uncovered as | showed exactly the opposite: the odds of quitting
clinicians decide how they utilize cigarettes were 28% lower for individuals who used e-
new treatments in their practice. cigarettes compared with those who did not.*®

Safety can differ significantly from Trials in anticoagulant-naive patients with atrial

trials to real-world practice. fibrillation (AF) treated with dabigatran etexilate raised
concerns on bleeding events and myocardial infarction
(MI); however, a follow-up registry data analysis of
nearly 14 thousand patients showed bleeding rates were
comparable and mortality, intracranial bleeding,
pulmonary embolism, and MI were lower with
dabigatran.*®

A publication of a meta-analysis of twenty-three
thousand patients demonstrated a significant real-world
increase in M1 for rofecoxib versus placebo, leading to
one of the most well-known drug withdrawals involving
rofecoxib.*®

Costs can change significantly from In a study on the real-world practice of schizophrenia
models of long-term cost- treatment, the average annual costs per patient for an
effectiveness analysis when validated | atypical antipsychotic was 16% of the costs in published
in real-life clinical settings. trials.*
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October 18, 2019

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor
Boston, MA 02109

Re: 2020 Value Assessment Framework Response:

Introduction

The Alliance for Regenerative Medicine (ARM) is pleased to provide our comments in response
to the Institute for Clinical and Economic Review (ICER) October 18, 2019 request for inputs on
the 2020 Value Assessment Framework.”

ARM is an international multi-stakeholder advocacy organization that promotes legislative,
regulatory and reimbursement initiatives necessary to facilitate access to life-giving advances in
regenerative medicine worldwide. ARM is comprised of more than 350 leading research-based
life science companies, research institutions, investors, and patient groups that represent the
regenerative medicine and advanced therapies community. Our members are directly involved in
the research, development, and clinical investigation of cell and gene therapy products, as well as
the submission of investigational new drug (IND) applications, and Biologics License
Applications (BLA) for such products to the FDA. ARM takes the lead on the sector’s most
pressing and significant issues, fostering research, development, investment and
commercialization of transformational treatments and cures for patients worldwide.

The HTA evaluation issues raised in the ICER press release raise critical concerns for ARM
members. Cell and gene therapies have shown the potential to cure many diseases, some of
which are partly or fully caused by genetic mutations. ARM member companies have shown
convincing evidence of halting progression of severe and rare diseases in many of their
development programs. Cell and gene therapies are complex to manufacture, can require custom
processes to create individualized therapies, and in many cases are administered once or over a
short course of treatment. While expectations are that the patient outcomes will be durable over
the long-term, the payment may be incurred and settled at the time of treatment in many cases.

With the emergence of these therapies, we are entering an unprecedented era of potentially
curative treatments for patients where no cure existed before. ICER has previously
acknowledged, “[t]he science is undeniably exciting” and can “reflect extreme magnitudes of
lifetime health gains and cost offsets that are far beyond those generated by traditional
therapies.” More recently ICER has stated “[c]ell and gene therapies are starting to provide truly
transformative advances for patients and their families, particularly those with conditions for
which there has not been any effective treatment before.”

ARM believes that an independent scientific evaluation of the clinical and economic evidence
should be conducted first, without consideration of price or payment model, in order to

1900 L Street NW, Suite 735 info@alliancerm.org i
Nashington, DC 20036 W @alliancerm www.alliancerm.org
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understand the clinical benefits of a new technology. ARM also believes that every effort should
be made to ensure patients have access to transformative new therapies in a timely manner and
that incentives for innovation remain in place, so that undue challenges in market access and
commercialization do not hinder the pace of innovation for this new class of transformative
therapies.

In prior public statements, ARM has been clear that traditional HTA frameworks in both U.S.
and Europe are not flexible enough to appropriately evaluate potential cures and do not capture
the full product value due to issues including: the short term time frame for assessing
affordability versus the long-term timeframe for assessing value; variability in willingness to pay
based on degree of unmet medical need addressed; and the subjectivity of incorporating
contextual considerations such as caregiver and societal impacts into a quantitative framework?.

ICER states that its mission to ‘provide an independent source of analysis of evidence on
effectiveness and value to improve the quality of care that patients receive while supporting a
broader dialogue on value in which all stakeholders can participate fully’. US payers are
increasingly relying on ICER evaluations in setting their cost-effectiveness thresholds, informing
utilization controls and coverage policies and setting and negotiating price, including value-
based arrangements (ICON, PLC 2019 Whitepaper ‘Current US payer’s perceptions on value-
based pricing for pharmaceuticals’). In the spirit of fulfilling this mission, ARM suggests that
ICER should endeavor to be as broad, inclusive and transparent as possible about its methods
and assumptions, not less inclusive and transparent as suggested by the current proposed changes
to the ICER value framework. One example of a proposed change to the 2020 framework in
direct opposition to inclusivity and transparence is the proposed use of a narrower set of QALY
thresholds in sensitivity analysis for orphan drugs. US payers have the ability and latitude to
select the willingness to pay and cost perspective (healthcare system, societal) most appropriate
to their own resource allocation decisions. Reducing and limiting these perspectives within
value assessments and reports may reduce coverage and access to potentially valuable therapies
that do not fit well into a traditional Cost/QALY framework.

In the current open comment period for the 2020 value assessment framework, ICER has
solicited input on several proposed adaptations. Among these adaptations, ARM supports the
following proposed changes:

e Augment Efforts to Use Real World Evidence (RWE): We support ICER’s effort to
generate RWE for value assessments and recommend that these data be made publicly
available. Additional clarification on how ICER plans to collect, analyze and use RWE,
however, would be informative. Transparency will be critical here for all stakeholders.

e Expanding and Revising VVoting Structure to Capture Important Potential Other
Benefits and Contextual Considerations: The addition of other important benefits and
contextual considerations will allow the ICER report audience to garner a better
understanding of the quantitative impacts of a treatment that are not captured in the cost-
effectiveness analysis.

1 See March 29, 2017 ARM letter to ICER regarding the proposed update to the ICER Value Assessment Framework.
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e Creating a New Process for Re-assessing the Emergence of New Evidence: We
suggest that ICER also consider an evidence re-assessment at the 5-year mark when
additional RWE is likely to be more readily available.

In addition to these areas of agreement, ARM would like to highlight several concerns with
ICER’s approach and proposed adaptations:

e Timing of Review is Premature: An important limitation in ICER’s approach is in the
timing of its review of new therapies, particularly those that are first in class and the only
treatment for a given condition. ICER routinely schedules the release of its evaluations to
coincide with anticipated FDA approval. Conducting a value assessment prior to
regulatory approval denies patients, providers, and health insurers a comprehensive
understanding of a treatment’s potential benefits and risks. This practice is premature and
limits the amount of data and information that can be incorporated into ICER’s
assessment and upon which ICER can base its conclusions. Post-marketing trials, such as
confirmatory studies for accelerated approval drugs, and real-world evidence from
registries and other data generation methodologies can provide invaluable data on a
drug’s benefits and risks derived from longer-term use for a more complete picture of a
drug’s impact. In the absence of these data, ICER evaluations begin with a premise of
insufficient evidence of clinical benefit which inherently biases the review towards a
finding of low cost-effectiveness. This is especially true of accelerated approval drugs in
which clinical benefit is verified through post-approval trials. ICER’s decision to issue its
reports and identify a value-based price benchmark at the time of a drug’s approval in
order to influence payer decisions and launch price reflects a narrow focus on cost
constraints and access restrictions. This practice is at odds with the reality that certain
data are not yet available at the time of launch and the importance of obtaining such
information to yield an accurate assessment of both short and long-term value which will
lead to maximizing value for patients.

e Cost-Effectiveness Threshold Ranges: Omitting the willingness to pay (WTP)
threshold up to $500K per QALY/evLYG removes important information from ICER’s
reports, especially for stakeholders in the United States, where different payers will
consider different WTP thresholds.?%#° The proposed framework will lessen incentives
to develop transformative treatments for rare diseases, where it is more difficult to
demonstrate cost-effectiveness using traditional WTP thresholds applicably to more

2 Wang A, Halbert RJ, Baerwaldt T, Nordyke RJ. US payer perspectives on evidence for formulary decision making.
Journal of oncology practice 2012;8:22s-7s.

3Neumann PJ, Cohen JT, Weinstein MC. Updating cost-effectiveness—the curious resilience of the $50,000-per-
QALY threshold. New England Journal of Medicine 2014;371:796-7.

4 Shiroiwa T, Sung YK, Fukuda T, Lang HC, Bae SC, Tsutani K. International survey on willingness-to-pay (WTP) for
one additional QALY gained: what is the threshold of cost effectiveness? Health economics 2010;19:422-37.

5 Weinstein MC. How much are Americans willing to pay for a quality-adjusted life year? : LWW,; 2008.
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widely used treatments.®’ With this measure, ICER departs from the path taken by other
global HTAs (e.g. NICE), where higher WTP thresholds are used in order to enable
innovation for rare diseases.® We suggest that mis-representation or mis-interpretation of
the thresholds used can be mitigated by providing additional clarifying discussion in the
framework document and ICER reports and statements.

ICER also states that it “only takes $100,000 per treatment course, multiplied by a mere
10,000 patients, to provide $1 billion per year in revenue.” However, many ultra-rare
diseases impact fewer than 1,000 patients per year.® Furthermore, uptake among patients
is often far from 100% due to unique disease, treatment and patient segment
characteristics and has been consistently overestimated by ICER.° Non-oncology rare
disease drugs that consistently generate more than $1 billion in global revenues are the
exception, not the rule. As the cost to bring a drug to market has been estimated to
exceed $1 billion, manufacturers will not develop new treatments if there is no way to
recoup investments, leading to a high unmet need remaining for patients with rare
diseases.!! This will have a broad impact in the US, where 25 to 30 million people are
estimated to suffer from a rare disease.*?

Recognizing the inadequacy of traditional cost-effectiveness thresholds for rare disease
and transformation products, NICE has adopted an innovative way of incorporating
QALY weightings that have the effect of adjusting cost-effectiveness thresholds for
therapies targeted for rare conditions through the Highly Specialized Technologies
pathway (meeting certain criteria, including small eligible patient population and
minimum QALY increases).®* The minimum QALY criteria ensures that only therapies
with substantial health benefits in rare diseases will be evaluated using the higher
thresholds.

e Contextual Considerations should be considered in calculating Value-Based Price
when possible. While we agree with ICER that including contextual considerations is
important, these broader benefits typically do not influence ICER’s recommended value-
based price. For instance, one can readily calculate the value of reductions in caregiver
burden and using approaches similarly to those used to estimate treatment impact on

5pPant S, Visintini S. Drugs for rare diseases: a review of national and international health technology assessment
agencies and public payers’ decision-making processes. . CADTH Environmental Scan 2018

7Shah KK. Severity of illness and priority setting in healthcare: a review of the literature. Health policy 2009;93:77-
84.

8 Tordrup D, Tzouma V, Kanavos P. Orphan drug considerations in Health Technology Assessment in eight
European countries. Rare Diseases and Orphan Drugs 2014;1.

2 Boat TF, Field MJ. Rare diseases and orphan products: Accelerating research and development: National
Academies Press; 2011.

10 snider JT, Sussell J, Tebeka MG, Gonzalez A, Cohen JT, Neumann P. Challenges with Forecasting Budget Impact: A
Case Study of Six ICER Reports. Value in Health 2019;22:332-9.

11 Adams CP, Brantner VV. Spending on new drug development 1. Health economics 2010;19:130-41.

12 Genetic and Rare Diseases Information Center - National Center for Advancing Translational Sciences. FAQs
About Rare Diseases. 2017.

13 Changes to NICE drug appraisals: what you need to know. 2017. (Accessed Sep 10, 2019, at
https://www.nice.org.uk/news/feature/changes-to-nice-drug-appraisals-what-you-need-to-know.)
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patients’ quality of life.*%> These additional components of value can be calculated in
many cases and may significantly impact a treatment’s cost per QALY

e Include an Undiscounted Approach as a Sensitivity Analysis. While discounting is
common in cost-effectiveness modelling, this approach may undervalue treatments which
have large health benefits that accrue into the future. Aggressive discounting can
sometimes make common-sense public health interventions appear to be of low value.’
In some cases, discounting can lead to unreasonably low valuations that undervalue
transformative innovations, a result that is at odds with society’s stated preferences.'®

e Applying More Precise Evidence Ratings: The proposed evidence rating matrix is
unclear and subjective, and the voting record demonstrates a lack of consensus and clarity
on the meaning of the ratings. The ICER framework has two dimensions of assessing the
evidence: 1) level of certainty and 2) comparative benefit. We would recommend
developing explicit measures for drivers of both certainty (e.g. trial size, active
comparators, randomized clinical trials, single arm trials, meta-analysis etc.) and
comparative benefit (e.g. relative efficacy, AEs, net clinical benefit, etc.).

Additionally, it should be noted that surrogate endpoints used in FDA’s accelerated
approval pathway are not adequately accommodated for in ICER’s framework when
reviewing drugs that receive FDA approval through this important expedited program.
The accelerated approval pathway represents a pragmatic approach to addressing the
challenges and limitations presented by small, difficult to study patient populations,
allowing for flexibility in the types of evidence that can be used to satisfy the full
statutory standards for safety and effectiveness that apply to all drugs approved by the
FDA. The key challenge in applying ICER’s framework to accelerated approval drugs
lies in the fact that the full extent of clinical benefit has not been established at the time of
approval and it can take years to verify the anticipated clinical benefit in post-approval
confirmatory studies. As Drs. Woodcock and Marks recently reinforced, accelerated
approval “is especially useful when the drug is meant to treat a disease whose disease
course is long, and an extended period of time is needed to measure its effect”® (August
27, 2019, FDA Voices).

4 van denBerg B, Brouwer W, Exel Jv, Koopmanschap M. Economic valuation of informal care: the contingent
valuation method applied to informal caregiving. Health economics 2005;14:169-83.

15 Arno PS, Levine C, Memmott MM. The Economic Value of Informal Caregiving: President Clinton's proposal to
provide relief to family caregivers opens a long-overdue discussion of this “invisible” health care sector. Health
Affairs 1999;18:182-8.

16 Shafrin J, Skornicki M, Brauer M, et al. An exploratory case study of the impact of expanding cost-effectiveness
analysis for second-line nivolumab for patients with squamous non-small cell lung cancer in Canada: Does it make
a difference? Health Policy 2018.

17 NICE CC. How Should NICE Assess Future Costs and Health Benefits? 2011.

18Bonneux L, Birnie E. The discount rate in the economic evaluation of prevention: a thought experiment. Journal
of Epidemiology & Community Health 2001;55:123-5.

19 FDA. Delivering Promising New Medicines Without Sacrificing Safety and Efficacy. FDA Voices: Perspectives From
FDA Leadership and Experts. August 2019. Available at: https://www.fda.gov/news-events/fda-voices-
perspectives-fda-leadership-and-experts/delivering-promising-new-medicines-without-sacrificing-safety-and-
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e A Crosswalk Between ICER Evidence Ratings and Those of the German HTA
System not currently suitable for US health technology assessments: Although
Germany is the largest pharmaceutical market in Europe, the German system for
evidence rating has not been established as a uniformly and internationally accepted
standard for evaluating evidence.?%21%20 \We question the need to use the German system
before an international standard has been set. We also find ICER’s proposed crosswalk to
the German evidence rating system to be unclear and subjective. For example, evidence
rated an “A” in ICER’s EBM matrix could be either “major” or “considerable added
benefit” in the German system. Further, if ICER’s EBM matrix rates evidence as either
C+, C++, P/l, C, or 1, then it would be considered to have “no added benefit proven”
when cross-referenced to the German rating system, despite ICER’s own assessment that
these treatments have value. ICER states they will “provide [their] own judgement of
‘added benefit” within the German categories... rather than rate the evidence in the same
manner as would be done in Germany.” Using the ratings of the German system without
implementing the methodology they were designed for is inconsistent and makes
assessment of the ratings difficult, confusing, and ultimately incompatible with the actual
results of German HTAs.

ARM appreciates the opportunity to provide our perspective on these important issues. Please do
not hesitate to contact me if you have any questions.

Sincerely,
it ). Gt

Robert J. Falb
Director, U.S. Policy and Advocacy

efficacy?utm_campaign=Delivering%20Promising%20New%20Medicines%20Without%20Sacrificing%20Safety%20
and%20Efficacy&utm medium=email&utm source=Eloqua. Accessed October 8, 2019.

20 Mycka J, Dellamano R, Lobb W, Dellamano L, Dalal N. Orphan drugs assessment in Germany: a comparison with
other international HTA agencies. Value in Health 2015;18:A550-A1.

21Schaefer R, Schlander M. Different Methods, Different Results? Comparing Health Technology Assessments in
the United Kingdom and Germany. Value in Health 2016;19:A494.

6

W3 Alliance for_
es_:* Regenerative
**2° Medicine


https://www.fda.gov/news-events/fda-voices-perspectives-fda-leadership-and-experts/delivering-promising-new-medicines-without-sacrificing-safety-and-efficacy?utm_campaign=Delivering%20Promising%20New%20Medicines%20Without%20Sacrificing%20Safety%20and%20Efficacy&utm_medium=email&utm_source=Eloqua
https://www.fda.gov/news-events/fda-voices-perspectives-fda-leadership-and-experts/delivering-promising-new-medicines-without-sacrificing-safety-and-efficacy?utm_campaign=Delivering%20Promising%20New%20Medicines%20Without%20Sacrificing%20Safety%20and%20Efficacy&utm_medium=email&utm_source=Eloqua

Biotechnology
Innovation
Organization

October 18, 2019
BY ELECTRONIC DELIVERY

Steven D. Pearson, M.D., M.Sc., FRCP
President

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor

Boston, MA 02109

Re: Updates to 2020 Value Assessment Framework Methods and Procedures
Dear Dr. Pearson:

We are writing on behalf of the Biotechnology Innovation Organization (B1O) to provide
comments on the Institute for Clinical and Economic Review’s (ICER’s) proposed updates to its
Value Assessment Framework for 2020. BIO is the world’s largest trade association representing
biotechnology companies, academic institutions, state biotechnology companies, state
biotechnology centers, and related organizations across the United States and in more than 30
other nations. BIO’s members develop medical products and technologies to treat patients
afflicted with serious diseases, to delay the onset of these diseases, or to prevent them in the first
place. In that way, our members’ novel therapeutics, vaccines, and diagnostics not only have
improved health outcomes, but have also reduced healthcare expenditures due to fewer physician
office visits, hospitalizations, and surgical interventions.

We appreciate ICER’s commitment to regularly updating its value framework
methodology and process. That these updates are necessary points to the evolving and ongoing
discussion around how best to measure value in health care interventions.

B1O has commented previously on updates to ICER’s value framework methodology,
and most recently on proposed changes to the framework for when ICER asses single or short-
term transformative therapies (SSTs). Throughout these comment letters, we have emphasized
the need for substantive changes to ICER’s methodology and process to more accurately
describe the value of the therapy under review. In our comments submitted to ICER on June 10,
2019, we recommended ICER prioritize modifications that would ensure its framework no
longer:

e Inappropriately conflates the impact of a therapy on patient health outcomes, including
quality of life, with the potential budget impact to any individual payer or group of
payers;

e Fails to uniformly rely on robust and validated methodological standards, and apply those
standards consistently and transparently; and

1201 Maryland Avenue SW 202.962.9200
Suite 300 202.488.6306
Washington DC 20024 bio.org
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e Falls short of fulfilling ICER’s stated goal of “fairly reward[ing] innovators for the value
they bring to patients, and provide them ample incentive to pursue the investments and
research that will lead to the innovative treatments of tomorrow.”

Unfortunately, the modifications ICER has proposed in its update for 2020 fail to correct these
deficiencies. Some of these changes — such as the inclusion of new sections on “controversies
and uncertainties” and patient perspectives — are certainly steps in the right direction. However,
ICER’s reports would continue to provide stakeholders with a view of value that is at best
incomplete, and at worst inaccurate.

We strongly recommend ICER reuvisit its proposed modifications to its value framework
along these principles. As part of this reassessment, we encourage ICER to consider the
following specific recommendations:

Transparency

One theme we have consistently raised with ICER is the lack of transparency into its
model and process. While ICER has made some effort to address these concerns, we believe
some of the changes proposed in the updates for 2020 work at cross purposes with the goal of
providing more transparent value assessments. For example, in this update ICER has proposed
several changes that favor one type of information over another (e.g. discounts vs. non-
discounted results, societal vs. health system perspective).

The decision to exclude certain measures or data points because ICER is concerned with
how such information is “perceived” is antithetical to the idea of a fully informed and open
debate about the value of a health intervention. Providing information on discounted and
undiscounted costs, for example, does not imply an endorsement of one approach over the other.
Rather, it provides greater transparency to stakeholders about whether discounting greatly
impacts the assessment’s results and allows them to choose for themselves which approach
makes sense in context. ICER should strive to include all relevant measures, explain the
advantages and disadvantages of each, and allow the readers of its reports to decide which are
the most pertinent to their decision-making process.

Standardized Cost-Per-QALY Thresholds

In these proposed modifications, ICER would adopt a common set of cost-effectiveness
(CE) thresholds across assessments for all products — including those that treat ultra-rare
diseases. We have significant concerns with this approach. When ICER adopted its modified
framework for treatments for ultra-rare conditions, we strongly supported broadening the
willingness-to-pay threshold for these therapies. We also recommended ICER expand its value-
based pricing benchmark for these treatments to better reflect their long-term value.

The proposal to use standardized CE across all assessments is a dramatic step backward
from the goal of providing holistic value assessment. Such a change could have the unintended
consequence of penalizing manufacturers for investing in the research and development
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necessary to develop the next generation of treatments for rare disease. New therapies for rare
diseases face more significant hurdles in establishing CE using traditional thresholds due to the
nature of developing a drug for a small patient population. Utilization of a static threshold fails to
recognize the contextual nuances inherent in the rare drug development process and could
ultimately limit patients’ access to lifesaving treatments.

We strongly recommend ICER consider alternative methods outside of the establishment
of rigid CE threshold ranges in order to address the concerns ICER outlined in the draft changes.
Additionally, and as we have commented previously, we recommend ICER work with patients
representing rare disease communities to ensure that the methods adopted conform to those
elements of value that are of greatest importance to the patients themselves.

Premature assessment of new therapies

As we have commented previously, we disagree with ICER’s conducting assessments
that have yet to receive, or have only just received, approval from the Food and Drug
Administration (FDA). This is a critical limitation of ICER’s approach to conducting value
assessment. Conducting a value assessment prior to regulatory approval denies patients,
providers, and payors a comprehensive understanding of a medicine’s potential benefits and
risks. This practice is premature and limits the amount of data and information that can be
incorporated into ICER’s assessment and upon which ICER can base its conclusions.

Conducting value assessments on products that have just come to market also biases
studies against drugs that have utilized the FDA’s accelerated approval pathway. These drugs’
clinical benefit is verified through post-approval trials, real-world evidence from registries, and
other data generation methodologies. These studies can provide invaluable data on a drug’s
benefits and risks over a longer time horizon for a more complete picture of a drug’s impact. In
the absence of these data, ICER evaluations begin with the premise of insufficient evidence of
clinical benefit, which inherently biases the review towards a finding of low cost-effectiveness.
This practice is at odds with the reality that certain data are not yet available at the time of launch
and the importance of obtaining such information to yield an accurate assessment of value to the
patient. In the final modifications, we encourage ICER to conduct its assessment only after
sufficient time has elapsed for these key data elements to be captured.

If you have any questions regarding our comments or if we can be of further assistance,
please do not hesitate to contact us at (202) 962-9200.

Sincerely,
Is/
Crystal Kuntz

Vice President
Healthcare Policy and Research
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October 18™, 2019
Dear Dr. Steve Pearson,

Thank you for the opportunity to comment on ICER’s Proposed Changes to the 2020 Value
Assessment Framework. Our comments below add to those we submitted on the 6™ of
September 2019 with regards to the proposed adaptations to the SST Value Assessment
Framework. We believe those comments are also relevant for consideration as part of the
proposed 2020 Value Assessment Framework changes.

The proposed changes to the 2020 Value Assessment Framework address several important
assessment issues; however, Biogen continues to believe that the current framework is too
heavily reliant on the point-estimate conclusions of formal cost-effectiveness analyses. We
recommend that continued efforts focus on developing a broader and more transparent
value framework that goes beyond the QALY and encourages best practice evidence
generation.

Additional comments and recommendations:

Extending the Value Framework

Biogen continues to have concerns about the limitations and use of the QALY within the
Value Assessment Framework. We have highlighted in previous responses that QALY do
not adequately capture the wide variety of benefits that a successful therapy can achieve,
including a person’s return to economic productivity, their performance in school, ability
to function as a caregiver for others, and so on.

The proposed changes to the 2020 Value Assessment Framework are a pragmatic response
that attempts to address limitations associated with a narrow focus on cost-effectiveness.
ICER’s introduction of additional elements of value to the framework and the adoption of
a Likert scale voting format acknowledge the current limitations. These advances are
essentially divorced from the current assessment framework as they are not incorporated
in any quantitative way to the cost effectiveness estimates and subsequently do not
meaningfully inform a value-based price.

This disconnect between cost-effectiveness modeling and the qualitative assessment of
additional elements of value has important implications, particularly for future assessment
transparency. ICER has previously considered adopting a formal MCDA process.
However, the current proposal is a modified approach in which factors are voted upon but
not formally incorporated into the quantitative assessment. Biogen recognizes the
challenges with a formal MCDA approach, however, there needs to be a more transparent
mechanism for incorporating or weighting value impacting elements into the estimation of
a value-based price assessment.

225 Binney Street, Cambridge, MA 02142 « Phone 781-464-2000 « www.biogen.com



Best practice evidence generation

Incentivizing best practice evidence generation must be a key objective underpinning
ICER’s Value Assessment framework. In our response to the SST adaptations proposals,
dated September 6, 2019, Biogen emphasized the need to revisit the current Evidence
Ratings Matrix to ensure that strength of evidence is adequately captured and consistently
evaluated in ICER assessments. We highlighted our concerns that in recent assessments,
trials of significantly differing quality (i.e. an open label, single arm non-randomized trial
versus an RCT) have been given the same evidence rating and that ICER’s cost
effectiveness analyses do not appropriately capture the uncertainty resulting from a reliance
of low-quality clinical evidence. For example, recent evidence reports in 2018 assigned
Phase 111 RCTs evidence ratings of C+ to B+ whereas a Phase | open-label study received
an evidence rating of A for an SST.!

The proposed changes in ICER’s 2020 Value Assessment Framework to the Evidence
Ratings Matrix, while welcomed, do not adequately address key concerns Biogen has
regarding evidence generation and evaluation of quality. Our recommendation is that there
is better discrimination of the strength of evidence relating to clinical data, including issues
such as study design and numbers of patients.

Discounting
ICER proposes not to present sensitivity analyses on different discount rates as it believes

that this analysis would not provide additional information that is useful to decision-
makers. We believe that this should be reconsidered. There is ongoing debate on this issue
and an understanding of the impact of differing rates should be made transparent to users
of ICER analyses. ICER’s evaluations are increasingly referenced internationally and
compared to reviews conducted by ex-US HTA bodies. As with the inclusion and
comparison of the German Additional Benefit Rating scale to the ICER Evidence Ratings
Matrix, the presentation of a limited number of sensitivity analyses relating to discount
rates would provide added value to the consumers of ICER assessments.

Biogen thanks ICER for the opportunity to comment on the proposed changes to the 2020
Value Assessment Framework. We would be happy to discuss any of the outlined concerns
in more detail if needed.

Sincerely,

Chris Leibman
Sr. Vice President, Value and Access, Biogen

Institute for Clinical and Economic Review (ICER). Spinraza® and Zolgensma® for Spinal Muscular Atrophy: Effectiveness and
Value. Final Evidence Report. 24May2019; Institute for Clinical and Economic Review (ICER). Inotersen and Patisiran for Hereditary
Transthyretin Amyloidosis: Effectiveness and Value. Final Evidence Report. 40ctober2018; Institute for Clinical and Economic
Review (ICER). Voretigene Neparvovec for Biallelic RPE65-Mediated Retinal Disease: Effectiveness and Value. Final Evidence
Report. 14Feb2018.
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October 18, 2019

Steven D. Pearson, MD, MSc

President

Institute for Clinical & Economic Review
Two Liberty Square, Ninth Floor

Boston, MA 02109

Re: Comments on 2020 Value Assessment Framework Proposed Changes
Dear Dr. Pearson:

On behalf of BioMarin, | appreciate the opportunity to comment on the Institute for Clinical &
Economic Review (ICER)’s proposed changes to its value framework adaptations for 2020.
BioMarin is a global leader in developing and commercializing innovative therapies for patients
with life-threatening rare and ultra-rare genetic diseases. We appreciate ICER’s efforts to
appropriately consider the full set of benefits that ultra-rare disease therapies provide to patients,
their families, the healthcare system, and society. Appropriately and fairly defining clinical and
cost value is critical to ensuring patient access to life changing therapies for rare disease patients
with high unmet medical need and significant potential to achieve improved health outcomes. The
purpose of this letter is to provide our perspective and input on select proposed changes to ICER’s
value framework for 2020.

Evidence-rating matrix. ICER should adjust its expectations for quality of evidence and employ
greater flexibility to consider inclusion of lower quality levels of evidence for ultra-rare disease
therapies, including pragmatic approaches to comparative data, case studies and small case series
of few patients. Additionally, ICER should clarify how clinical evidence on treatments for ultra-
rare disorders can be appropriately considered given the significant benefits gained by patients,
the healthcare system, and society.

ICER’s evidence rating matrix does not adequately consider evidence generated for therapies in
ultra-rare diseases. In clinical trials of therapies being investigated for ultra-rare diseases,
manufacturers are often developing a therapy while trying to better understand the natural history
of the disease, disease burden, and how to measure the impact of a new treatment — especially for
those therapies that are the first to be approved for a respective disease state or indication. The
relevant evidence base from clinical trials for ultra-rare disease therapies can rely on smaller
studies of a lower level of evidence, due to challenges with conducting more robust clinical trials.
Challenges include limited capabilities to obtain control data or data to inform on the natural
history of the disease, such as diagnosis challenges, ethical challenges with developing control
data for invasive therapies, or withholding a potential therapy from patients without therapeutic
alternatives.

ICER’s rating scale may not preclude evidence for ultra-rare disease therapies from being
categorized as ‘Promising but Inconclusive’ (P/1). Further, such disease states and therapies often
have limited real-world evidence to support assessments due to aforementioned limitations of
research and incomplete understanding of disease state. Such limitations preclude our
understanding on which clinical assessments and recommendations sufficiently relay the full set
of benefits patients can gain from therapies, and limit patient access to treatment.

105 Digital Drive . Novato, CA 94949 . Tel 415.506.6700 . Fax 415.382.7889 . www.BMRN.com
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Cost-effectiveness thresholds. ICER should maintain the existing upper limit of $500,000 per
guality adjusted life year (QALY) for cost-effectiveness assessments of ultra-rare disease therapies
to support appropriate assessments of value.

ICER is proposing to provide cost per QALY results at $50,000, $100,000, $150,000 and $200,000
for all assessments, including for treatments for ultra-rare disorders. ICER has previously
acknowledged the need for ultra-rare disease therapies meeting certain criteria to require special
considerations in HTA including with cost-per-QALY thresholds.! This position has been
implemented in ICER’s current value framework, which utilizes a $500,000 per QALY upper limit
for cost-effectiveness analysis of ultra-rare disorders.

ICER’s proposal for the 2020 value assessment framework is in direct contrast to its previously
stated positions that supports a higher cost per QALY threshold for ultra-rare disorders.? Such
treatments require a higher threshold, including an ultra-rare prevalence of eligible patient
population; considerations for manufacturers to recoup return on investment and incentivize
innovation; and, the fact that ultra-rare therapies can often be the first available US Food & Drug
Administration-approved therapies for patients addressing a significant unmet medical need.
ICER’s proposal to reduce the upper threshold for cost-effectiveness analysis for ultra-rare
disorders from $500,000 per QALY to $200,000 per QALY is further misaligned with well-
established ultra-rare HTA assessment methods in other countries, e.g., the distinct ultra-rare
review processes in England, Scotland, and Wales. A system-wide use of inadequate thresholds
could be a disincentive for innovation, and ICER should not contribute to the value discussion
based on this premise.

Value-based price benchmarks. In line with comments to continue use of the $500,000 per QALY
threshold for cost-effectiveness analyses of ultra-rare disease therapies, ICER should use the
$500,000 per QALY threshold to make corresponding value-based price recommendations.

ICER is proposing to continue using the range of $100,000-$150,000 per QALY (as well as per
equal value of life-year gained) as the standard threshold for value-based price recommendations
for all assessments. These thresholds continue to be inadequate for ultra-rare disease therapies.
Following aforementioned challenges with conducting research in rare disease, maintaining a
viable commercial business model is critical to ensure continued research & development
investment (for which much of the research is conducted by US companies) in addition to
incentives for research and development of new therapies for ultra-rare patient populations who
do not have other meaningful treatments. Having an appropriate threshold is critical to ensure
value is appropriately assessed. Further, divorcing a value based-price from the appropriate cost
per QALY threshold diminishes validity of the cost-effectiveness assessment as well as
overlooking the value the therapy provides in understanding and managing ultra-rare diseases with
significant unmet medical need where none or few treatments exist.

L Institute for Clinical & Economic Review. “Modifications to the ICER value assessment framework

for treatments for ultra-rare diseases.” November 2018.

2 Institute for Clinical & Economic Review. “Assessing the Effectiveness and Value of Drugs for Rare Conditions:
A Technical Brief for the ICER Orphan Drug Assessment & Pricing Summit.” May 2017.
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Budget impact. ICER should carefully consider only the targeted eligible patient population rather
than a broader (e.qg., prevalent) patient population for therapies to provide a more accurate estimate
in budget impact calculations. Assumptions around uptake such as diagnosis, need for multi-
disciplinary care, and treatment management and associated logistics, should be transparent.

ICER is proposing to expand the number of drugs retrospectively reviewed from two to five years
for calculating the budget impact threshold that triggers an ICER access and affordability alert.
ICER should carefully consider how to define a treatment’s target patient population that
corresponds with each included labeled indication, as this patient population may not be defined
only by diagnosis, but by other criteria that determine whether a treatment is appropriate. This
approach risks overgeneralizing the budget impact, such that it would be inappropriately
overstated. Overestimating the appropriate patient population based on vague criteria will provide
an inaccurately high estimate of actual budget impact, due to estimations skewed upward for each
approved indication.

Other benefits & disadvantages. ICER should not only include other benefits and disadvantages
in panel voting questions, but also elevate the importance of these key aspects of treatment for
ultra-rare disease therapies, including single and short-term transformative therapies for ultra-rare
indications.

ICER is proposing to formally include additional benefits and disadvantages of therapies reviewed
in standard voting questions during the panel at a public meeting. We support ICER’s ongoing
efforts to consider these benefits and disadvantages of treatments that may not be adequately
captured in clinical trials, including the current proposal to formalize panel votes during public
meetings. We emphasize that panel voting questions should include patient-reported outcomes
(PRO) and patient voice, where the voting could consider key aspects difficult to capture in
clinical studies such as energy levels, pain, quality of life (QoL), treatment adherence challenges,
overall health status, change in comorbidities and complications over time, and work productivity,
all of which are important to consider individually and in aggregate to assess both health system
and societal benefits and value.

We appreciate the opportunity to provide input as ICER continues to refine its value framework.
We encourage ICER to first consider the clinical benefits that ultra-rare disease therapies can bring
to patients with high unmet medical need, and implement a transparent methods-development and
application process with all stakeholders.

Sincerely,

G~

Adrian Quartel, MD
Group Vice President, Head Global Medical Affairs
BioMarin Pharmaceutical Inc.
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Steven D. Pearson, M.D., M.Sc. FRCP President
Institute for Clinical and Economic Review

One State Street, Suite 1050

Boston, MA 02109

RE: Call for Public Input on ICER’s Value Assessment Framework
Submitted electronically via: publiccomments@icer-review.org

Dear Dr. Steve Pearson,

Bristol-Myers Squibb Company (BMS) is pleased to respond to the Institute for Clinical and
Economic Review’s (ICER) call for suggestions on how to improve its value assessment
framework. BMS also supports the industry trade association comments submitted by BI1O, NPC
and PhRMA.

As a research and development (R&D)-focused organization, we believe in the power of science to
address some of the most challenging diseases of our time. We have a high bar for innovation
focused on areas where our medicines can truly make a difference for patients. Our focus on these
unmet needs comes at an unprecedented time, where scientific breakthroughs are advancing the
treatment of disease like never before.

Fueled by robust R&D capabilities, we are advancing science through internally discovered
medicines as well as new discoveries we bring into the company through academic, biotech and
biopharma partnerships. This is true in each of our four therapeutic areas: Oncology,
Immunoscience, Cardiovascular and Fibrosis.

Our scientists are passionate in their pursuit of new and better medicines, knowing that there are
patients who currently have few or no options. We have a legacy of transforming patient outcomes
in major diseases such as cancer, cardiovascular disease, HIV and HCV. We pioneered a class of
medicines that harness the power of the immune system to treat cancer. Our decades of work in
cancer have resulted in major advances in life extending therapies and improved survival; progress
that the majority of Americans value highly.! We are also pursuing medicines with
transformational potential in diseases such as heart failure, liver fibrosis and rheumatoid arthritis.

With incredible advances in technology and diagnostic capabilities, we are leveraging translational
medicine and data analytics to understand how we can deliver the right medicine to the right patient
at the right time to achieve the best outcome. BMS is also dedicated to sharing and disseminating
the results of our research to ensure that our research can benefit the widest range of patients; we
share our clinical trial data through scientific congress and peer-reviewed journals.

BMS acknowledges the importance of promoting a rigorous, comprehensive and inclusive
approach to value that aligns with best practices in value assessment. The comments and
recommendations that follow below are shared with this approach in mind.
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ICER overemphasizes value assessment of prescription drugs, while largely ignoring non-drug
interventions.

Recent data show that prescription drug spending makes up only approximately 14% of national
health expenditures in the US,? yet the large majority of ICER’s efforts are focused solely on
prescription drug interventions. In doing so, ICER is missing out on an opportunity to have a
credible and meaningful impact on the value debate in the US. The rising cost of healthcare in the
US will never be adequately addressed by focusing solely on prescription drug costs, which make
up a small minority of overall healthcare expenditures. In particular, consider the evidence that
increases in drug spending can actually reduce overall healthcare costs and improve quality, as so
aptly demonstrated by Dr. Lee Newcomer in his 2014 Journal of Oncology Practice study.?
Similarly, a BMS analysis of real-world healthcare resource utilization and associated total cost of
care in advanced non-small cell lung cancer found a reduction in total cost of care when comparing
time periods before and after the introduction of immunotherapies.* ICER’s overemphasis on
prescription drugs certainly does not come without repercussions to patients and society. The
overemphasis that ICER places on prescription drug costs attempts to emulate health technology
assessments (HTA) used in ex-US settings, which have come at the expense of access to treatment.
Numerous studies have shown that access to, and uptake of, new cancer medicines lag in countries
with HTAs that place a heavy focus on drug costs compared to the US.>® 78 Such limited access has
significant impact on patients and society, for example lower survival rates for oncology patients in
these countries.® A lack of focus on the entire care continuum is a disservice to informing
healthcare decision making and improving health outcomes. We believe that ICER’s overemphasis
on drug colsgs and inclusion of budget impact may result in several consequences, including but not
limited to:

1. Care rationing, as observed in ex-US settings!!:1213.14,15
2. Influencing coverage decisions that will lead to reduced patient access'®’
3. Disincentivizing the development of innovative and groundbreaking therapies, such as

those in immuno-oncology which have been shown to result in long-term value!®1:20

ICER should be cognizant and transparent up front about these and any other potential unintended
consequences of their work, and we strongly recommend that ICER carefully re-examine their agenda
of focusing their efforts on prescription drugs.

ICER continues to rely on the traditional QALY and arbitrary cost-per-QALY thresholds, at the
risk of perpetuating flawed conclusions and judgements on value.

As detailed in BMS previous comments, the use of the QALY poses several significant concerns
and has limited utility in real-world discussions.?>222 Importantly, QALY are particularly poor at
assessing true value among the elderly, patients with disabilities as well as those with chronic
diseases, and are a departure from the movement towards more patient-centered measures.?*

QALYs are also not recognized for capturing productivity well.? 1CER plans to supplement QALY
based analyses with an Equal VValue of Life Years Gained (evLYG) analyses, however, this measure
does not fully address concerns either and has its own limitations. As ICER acknowledges, the
evLYG does not fully recognize the value of medications that improve quality of life. In the context
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of healthcare decision making, this inability to distinguish improvement in symptoms between
interventions would also have limited utility in the real-world.

In addition, we are disappointed that ICER retains its use of arbitrary cost effectiveness thresholds.
We believe a cost-effectiveness threshold based on QALYs is ill suited for application in the US
setting and around the world. The US healthcare system is a complex, heterogeneous system
comprised of multiple decision-makers. A one-size fits all approach does not make sense in a
setting where decision-making is dispersed across both public and private stakeholders, as well as at
the national, regional, and local level. ICER should look towards a solution that is applicable in the
US setting, that reflects the complexity of the US healthcare system, rather than apply methods
derived from single payer systems and uniform viewpoints of value.

ICER should separate any budget impact analysis from value assessments

While it is important to acknowledge that healthcare consumption and treatment have an impact on
expenditures, we continue to believe that ICER should completely separate estimating short-term
affordability from their value assessment framework. Budget impact analyses have nothing to do
with value, and are based on arbitrary caps on innovation that do not allow for trade-offs between
cost centers. While we appreciate that ICER has taken steps to improve the short-term affordability
component of its framework, short-term budget impact is a measure of resource use and should
remain separate from value or affordability assessment. ICER’s narrow focus ignores the total
costs of care and overlooks the multifaceted, complex process of providing care to patients in
which interventions are rarely provided in isolated silos. If ICER is truly interested in budget
impact it should modify its current agenda of focusing nearly solely on prescription drugs, which
make up a small minority of health expenditures in the US, and dedicate its resources to other parts
of the healthcare sector where much bigger financial impacts and potential savings could be
achieved.

Incorporate additional elements of value

BMS is disappointed to see that ICER has chosen not to incorporate additional elements of value in
any meaningful way and we strongly encourage ICER to reconsider their decision to not
incorporate consensus-based elements of value, such as value of hope.?® The ISPOR Special Task
Force on U.S. Value Assessment recommends multiple additional elements of value — productivity,
adherence-improving factors, reduction in uncertainty, fear of contagion, insurance value, severity
of disease, value of hope, real option-value, equity, and scientific spillovers.?” This catalogue of
value elements provides one of the first, truly forward looking steps in comprehensively
characterizing all of the multidimensional facets of value. In addition, patient advocacy
organizations recommend including patient preferences and value into frameworks despite the
added complexity.?® BMS believes in patient centricity and scientific objectivity. We strongly
encourage ICER to strive for the same level of patient centricity and scientific objectivity. ICER
argues that methods for measuring additional value elements are not well established and that
further research is needed. While some elements might be challenging to measure such as
productivity there continues to be research to advance elements of value that are important to
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patients, caregivers, and other stakeholders.?>3° In fact, expanding the analysis to multiple
additional elements can have a significant impact and has been demonstrated to achieve a more
comprehensive consideration of all treatment benefits and costs.®? Since more research on value
elements has occurred since the 2017-19 value framework>? and will continue to occur, we
recommend ICER reconsider its decision to not incorporate additional elements of value. Below
we outline some of these additional elements of value and encourage ICER to stay up to date on the
latest literature on all of the additional elements of value:

e Productivity & Caregiver Burden capture indirect costs to both patients and caregivers
related to an illness. While challenging to capture in all situations, there are multiple methods
to estimate loss of productivity.>*** Similarly, lost productivity costs from illness can also be
estimated for caregivers as well as the patients.®>3¢ In some assessments, ICER does consider
productivity losses as part of a scenario analysis®’ but we believe this should be a consistent
part of the base case to better capture the full value an intervention provides. From a societal
perspective, productivity and caregiver burden are important factors in healthcare decision-
making in order to better address the burden of disease.

¢ Real Option Value captures the beneficial aspects of when life-extending treatments allow
patients to survive until future interventions are developed to better treat their condition. This
additional value element has been estimated in economic models for antiretrovirals and
oncology treatments, 38:39:40:41,42

e Value of hope incorporates the patient’s perspective on survival gains, which is a concept that
is not adequately accounted for in the current and proposed ICER framework. As a study
published in Health Affairs indicates patients place significant value in survival improvements
in the tail of the distribution above and beyond treatments that improve median survival.*®
Patients surveyed were asked to compare two treatment regimens for melanoma that,
statistically speaking, yielded equivalent survival gains. A large majority of cancer patients
chose the regimen that offered a 50% chance of twice the survival gain over a regimen that
provided assurances of a shorter survival gain. Although the “sure bet” regimen provides
assurance of a shorter survival gain, and “hopeful gamble” offers a 50% chance of twice the
survival gain, a large majority of cancer patients chose the latter. This value of hope cannot be
ignored. In recognition of the importance of long term survival, the America Society of
Clinical Oncology (ASCO) explicitly incorporates survival improvements in its revised value
framework through tail of the survival curve bonus points.*

Incorporate innovative modeling approaches

BMS applauds ICER for proposing cure proportion modelling as its reference case when assessing
“single or short-term transformative therapies (SSTs).”* We urge similar incorporation of
innovative modeling approaches in the overall value framework. Methodologies for data
extrapolation continue to develop and evolve, and BMS strongly recommends that ICER frequently
review this literature, and incorporate the most rigorous and appropriate methodologies in an
objective manner.
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Provide full transparency of economic models to all stakeholders

BMS is disappointed to see that ICER has chosen not to make economic models fully transparent to
all stakeholders. While the limited model sharing program for manufacturers is a step in the right
direction, it does not go far enough and will make it challenging to reproduce much less understand
the model’s structure & underlying assumptions. We also believe the process would benefit from
peer-review of the model before it is finalized and applied in a review. For example, in the recent
RA condition update focused on JAK inhibitors the draft report was not peer reviewed and ICER
citing a need to rethink its model had to withdraw the document soon after release.*® Although
ICER has submitted components of its reviews to peer-reviewed journals after release of the final
report —such as publications on the treatment for familial hypercholesterolemia and the hepatitis C
virus*’*8—it has not published in peer-reviewed journals the complete evidence-based reviews of
its topics.

New economic review section on ‘Controversies & Uncertainties’

Provide Ranges. BMS supports ICER’s plans to expand discussion around the uncertainty and
limitations of the work that it does. Though BMS believes that “expanded discussion” is a step in
the right direction, we are strongly recommending that ICER address the uncertainty directly by
providing ranges of all output estimates rather than the single point estimates that it often portrays
in its materials. BMS believes in rigorous and transparent scientific processes, including
communication and dissemination, and thus recommends that ICER not only address uncertainty in
a direct (ie. quantitatively) manner consistently and throughout its “Evidence Reports”, but also
upfront and transparently in its “Report-at-a-Glance” and any other communications it generates.

Underscore Uncertainty. Moreover, we recommend that ICER explicitly state that its results and
conclusions are preliminary in nature, due to ICER’s decision to rush to assess new treatments. As
a result of this haste, ICER is often unable to include real-world, non-trial data collected from post-
market studies, patient registries, and electronic health records (EHR), which are helpful in
mitigating uncertainty. These data are often only available well after product launch, and thus
provisions should be made by ICER to periodically revisit their assessments to include these data.

Incorporate more real-world evidence (RWE)

BMS recommends ICER aim to include more RWE in its assessments. This evidence base can be
incredibly informative and complementary to clinical trial findings, especially when dealing with
small population sizes. For multiple stakeholders these data may inform a greater understanding of
a medicine’s real-world effectiveness, safety and cost. As interest in RWE continues to grow, the
research methodologies and databases have become more sophisticated. Overall, BMS participates
in numerous pharmacoeconomic conversations and produces globally hundreds of publications per
year.*® For example, to better treat patients with rheumatoid arthritis (RA), BMS has published
studies using real-world data from the Corrona, LLC RA registry to identify patient response to
Orencia® based on key biomarkers.>® Additionally, BMS has launched the ACROPOLIS (Apixaban
ExperienCe Through Real-World Population Studies) program designed to generate evidence from
clinical practice settings to help improve healthcare decisions in the prevention of stroke and
embolism.5!
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Implement a more transparent & consistent condition update process

With respect to condition updates, ICER has begun to conduct a few of these on an ad hoc basis but
needs to be more transparent about changes in scope and what type of evidence will be considered.
ICER proposes to formalize this update process and we encourage a more inclusive process as new
data and science emerges. A more predictable approach to validate and adjust findings can be
achieved by regularly retrospectively re-assessing the accuracy and relevance of value assessments
against new and/or real-world data.

Avoid inappropriate cross country comparisons

ICER states there is a growing international use of its assessments and proposes to identify in each
report how their evidence rating would crosswalk to the rating system Germany’s HTA agency uses
to describe a treatment’s added clinical benefit. Substantial variations and important distinctions
exist between these evidence rating systems that make this attempt to translate between them ill-
advised and misleading. First, the evidence base of the assessment and analysis methodology may
differ substantially, especially when it comes to the use of real world evidence. For example, ICER
aims to include some real world evidence (RWE) while the Gemeinsamer Bundesausschuss (G-
BA) aims to include RWE only in cases where a randomized clinical trial (RCT) is not possible.
Second, the types of therapeutic effects considered patient relevant may differ depending on the
therapeutic area and local clinical context. With respect to surrogate endpoints and biomarkers,
these are considered on a case-by-case basis and will vary. Furthermore, the evidence evaluations
occur in the local clinical context and there is variety between standards of care in the US and
Germany. Lastly, even within Germany there is a variation between the benefit assessments across
G-BA and the Institute for Quality and Efficiency in Health Care (IQWiG).5>%% Altogether this
wide degree of variability would introduce a significant amount of uncertainty into attempting to
crosswalk the evidence ratings. Based on these foundational differences between the rating
systems and healthcare systems, we believe the proposal to crosswalk is a slippery slope towards
inappropriate cross country comparisons. To avoid misuse we recommend ICER state in every
assessment that “The results and conclusions of this report reflect assumptions based on US costs
and the US healthcare system structure. As such, the results and conclusions presented herein do
not apply to countries other than the United States.”

Summary & Conclusion

BMS supports defining value from the patient perspective, with an emphasis on patient-centric
outcomes, desires, goals, and experiences. Moreover, healthcare is a complex, multifaceted process,
and thus individual treatments and therapies should not be considered in isolation. BMS believes
value assessment should be a rigorous, comprehensive approach that sufficiently addresses patient
and disease heterogeneity, and the plethora of different treatments, interventions, and diagnostic
tests that patients receive along the entire continuum of care. If the goal of ICER is to truly
contribute high-quality information to the healthcare value dialogue, then ICER’s current value
assessment approach of developing prescription drug-focused, static, one-off evidence reports that
evaluate treatments in isolation utilizing traditional cost-effectiveness analysis is wholly
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insufficient. Along with principles developed by the Healthcare Leadership Council,>* we support
the development of value frameworks that meet these eight criteria:

Measure value, focusing on long-term improvements in health care and societal benefit;

Are adequately tested, transparent, reproducible, and open to formal peer review and are
regularly updated to keep pace with medical advancements;

Are based on health economics methodologies that are consistent with acceptable standards;
Are dynamic: accommodate individual patient preferences and are regularly updated to keep
pace with medical advancements;

Focus broadly on all aspects of the health care system, not just medications;

Avoid biopharmaceutical budget caps that unduly delay patient access to innovation;
Include sensitivity analyses that are addressed when material; and

Incorporate clinical benefits and harms in a manner that recognizes the heterogeneity of the
treatment effect as well as the average response.

BMS is taking this opportunity to comment and suggest improvements to ICER’s value assessment
framework because of the importance that our company places on maintaining an innovation
ecosystem to discover, develop and deliver transformational treatments for patients in the US and
globally. BMS has outlined a number of areas in ICER’s framework that, if improved, could
strengthen ICER’s methodology and approach. We hope that ICER incorporates these
recommendations into their value framework and processes.

Sincerely,

MK Vgt

Mitch K. Higashi, PhD
Head of US Medical Health Economics and
Outcomes Research
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Steven D. Pearson, MD, MSc

President

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor

Boston, MA 02109

Dear Dr. Pearson:

The undersigned cancer organizations, representing people with cancer, health care
professionals engaged in cancer care, and cancer researchers, are pleased to have the
opportunity to comment on the 2020 update to the Institute for Clinical and Economic
Review (ICER) Value Framework.

The undersigned organizations work to protect cancer patient access to quality care and
to improve the treatments available to Americans diagnosed with cancer.

Ensuring a Patient Voice in ICER Reviews

The 2020 Value Framework update includes some patient-focused provisions that are
described as an effort to strengthen the input from patients and patient groups. We have
recommendations for changes to some of those provisions to ensure meaningful patient
input.

e Engagement of patient groups in the development of the scoping document for
reviews. ICER has indicated in the draft 2020 value framework that it will seek
the advice of patient groups in the development of the scoping documents that
guide reviews. We urge that this be done in all cases and that ICER engage
patient groups with appropriate expertise on the disease or diseases that are the
targets of the therapy being reviewed. Patients can advise about the burden of
the disease, the benefits of current treatment options, and the unmet treatment
needs for patients with the disease. In some cases, they will be able to share data
about the reported quality of life of those with the disease and receiving current
treatments. This information will ensure that ICER scoping documents more
accurately represent the concerns and needs of patients.

¢ Include patients and disease experts as council members. The 2020 value
framework does not provide for inclusion of those affected by the disease —
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individual patients or practicing clinicians — as voting council members. The
framework clarifies that it might on occasion happen that a council member will
have expertise on the condition under review, if he or she does not have a
disqualifying conflict. We urge ICER to reconsider this position and instead to
include experts in the condition under review as voting council members. Such
experts can provide valuable disease insights and information, just as they can
during the scoping process. We anticipate that only those patients or clinicians
without disqualifying conflicts would be permitted to serve as council members,
but there should be no obstacle to identifying such individuals.

e Ensure adequate time periods for patient input on scoping documents and public
comment on draft documents. The draft value framework recommended
extending the public comment period for draft reports by one week. We
recommend a longer extension. The patient groups that will be engaged in
comment on draft reports are, by and large, understaffed and struggling every day
to meet the needs of the patients they represent. These organizations simply need
more time to review and respond to draft reports, including the time to consult
with patients who may have received the technology under review, be eligible to
receive the drug, or live with the disease targeted by the therapy and have
important experience to share.

We have misgivings about the proposal to create a new “Patient Perspectives” chapter for
ICER reports that will describe the input from patients, families, and patient
organizations, as well as patient-generated evidence. While we will be pleased to see this
information included in ICER reports, we fear that the decision to create a separate
“Patient Perspectives” section means by definition that these perspectives will not be
reflected in the core portion of the reports drafted by ICER. Instead, the patient-focused
information will be available essentially for separate consideration rather than as an
integral part of reports. Despite these reservations, we will participate in ICER reviews
to ensure that the “Patient Perspectives” part of reviews is strong, detailed, and reflective
of patient needs and experience.

The Importance of and Challenges Associated with Real World Data

In the draft value framework, ICER explains that it “has used and commits to continue
using RWE provided the data are considered to be fit for purpose and of high quality, as
judged by ICER’s evidence review team.” ICER also notes that, because it will be
completing its evaluations of technologies before they have been launched in the market,
high quality RWE may not in fact exist.

With these statements, ICER is signaling that its use of RWE will likely be limited and
inconsistent.
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Although we understand the rationale for completion of reviews of technologies before
market entry, we have misgivings about this schedule because RWE is limited if it exists
at all at the time of review. As a result, reviews do not reflect the benefits and risks of
technologies that may be discovered only with use in clinical practice. We think that a
different timeline for completion of reviews would result in reviews that reflect more
accurately the benefits of new technologies, as confirmed by clinical trial data and RWE
collected through clinical practice. More data about the quality of life of those being
treated with the new technology are of special interest to us because of the potential of
those data to bring an important patient perspective to the review.

Even within the time limits that ICER has established, patient groups will seek to provide
whatever RWE that we can. However, we think that the ICER commitment to use RWE
means that ICER should commit to obtain, evaluate, and use RWE. Under the terms of
the value framework and in light of the schedule for review that ICER is generally
following, we doubt that RWE will be utilized as it should be.

Addition of a “Controversies and Uncertainties” Section to Reviews

We have significant misgivings about the reliance on measures of quality adjusted life
year (QALY) to capture all of the benefits of cancer treatments. For example, we are
concerned that not all aspects of quality of life of cancer patients are captured by the
patient-reported outcome (PRO) measures that are currently utilized and reflected in
QALYs. We are not alone in our concerns about QALYS; there is a strong history of
caution about their utilization in the United States.

We understand from the value framework revision that ICER is fully committed to the
use of the QALY in its reviews. We are pleased that ICER, in response to stakeholder
comment on the framework, has proposed a “Controversies and Uncertainties” subsection
of its reports that will allow for exploration of different model variations. In the value
framework revision, ICER writes, “Although the current layout of ICER reports includes
information on these issues, we feel it will be helpful to consolidate and expand
discussion of factors related to uncertainty, including lack of information on natural
history, limitation of the data on patient outcomes, difficulties translating existing data
into measures of quality of life, and disagreements over the plausibility of certain inputs
or assumptions.”

Although the Controversies and Uncertainties section fails to answer many of our
misgivings about the singular reliance on QALY measures, we will seek to make this
section of reports on cancer technologies meaningful by active participation in the ICER
process, identifying areas of uncertainty and lack of data and providing RWE and other
data about patient quality of life that are available to us.
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We appreciate the opportunity to comment on the revised value framework, to be used
beginning with reviews in 2020. We urge your careful consideration of our concerns and
recommendations, which will move the review process toward a more patient-centered
one.

Sincerely,
Cancer Leadership Council

Cancer Support Community

Children’s Cancer Cause

Fight Colorectal Cancer

International Myeloma Foundation
Lymphoma Research Foundation

National Coalition for Cancer Survivorship
Ovarian Cancer Research Alliance

Prevent Cancer Foundation

Susan G. Komen
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Re: Institute for Clinical and Economic Review - Public Input for 2020 Value Assessment
Framework

Dear Dr. Pearson,

On behalf of the Cancer Support Community (CSC), an international nonprofit organization that
provides support, education, and hope to people impacted by cancer, we appreciate the
opportunity to respond to the request for public input for the Institute for Clinical and Economic
Review’s (ICER) 2020 Value Assessment Framework. As the largest direct provider of social
and emotional support services for people impacted by cancer, and the largest nonprofit
employer of psychosocial oncology professionals in the United States, CSC has a unique
understanding of the cancer patient experience. Each year, CSC serves more than one million
people affected by cancer through its network of over 45 licensed affiliates, more than 170
satellite locations, and a dynamic online community of individuals receiving social support
services. Overall, we deliver more than $50 million in free, personalized services each year to
individuals and families affected by cancer nationwide and internationally.

Additionally, CSC is home to the Research and Training Institute (RTI)—the only entity of its
kind focused solely on the experiences of cancer patients and their loved ones. The RTI has
contributed to the evidence base regarding the cancer patient experience through its Cancer
Experience Registry, various publications and peer-reviewed studies on distress screening, and
the psychosocial impact of cancer, and cancer survivorship. This combination of direct services
and research uniquely positions CSC to provide valuable patient and evidence-informed
feedback on ICER’s value assessment frameworks.

We recognize the efforts that ICER has taken to better include patients and incorporate patient
feedback. We have worked with ICER to ensure that the cancer patient voice is heard and
understood and we are appreciative of the outreach offered by ICER staff. Yet, there is much
more to be done. In the patient engagement guide, ICER states that their core mission is to
“produce information that helps stimulate dialogue on how to achieve fair pricing, fair access,
and future innovation.” As such, it is critical for ICER to understand the potential implications of
their assessment for patient access. Value assessments influence the ability of patients to access
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the most appropriate therapies. As these therapies can improve quality of life, extend survival, or
prove lifesaving, we believe that patients must truly be at the center of your work.

We respectfully submit the following comments and look forward to the opportunity to engage in
future discussions for the purpose of securing a healthcare system that provides sustainable
access to both high-quality and high-value care for all patients.

Patient Engagement

In section 1.1 of the ICER revised framework, ICER states that evidence assessment is “one
component of ICER’s broader effort to provide mechanisms through which all stakeholders and
the general public can engage in discussions on how best to use evidence as the foundation for a
more effective and sustainable health care system.” We align with ICER on this point and
support efforts to incorporate patients into discussions regarding a more effective and sustainable
health care system.

On page 3, lines 360-365, ICER states:

Even with its population-level focus, however, the ICER value framework seeks
to encompass and reflect the experiences and values of patients. Representing the
diversity of patient outcomes and values in a population-level framework is
difficult because there will always be an inherent tension between average
findings in clinical studies and the uniqueness of every patient. There will also
always be diversity in the way that patients view the balance of risks and benefits
of different treatment options.

We appreciate ICER’s acknowledgement of this dichotomy between value assessment and
patient values, needs, and preferences. We volunteer to work with ICER to be world-leaders in
finding ways to better incorporate the patient voice into value assessments.

We also appreciate ICER’s update to the framework to debrief with patient groups after a report
is complete. We look forward to better understanding the formal debriefing process and
volunteer as a resource to help ICER finalize that process.

It is also important for ICER to recognize the challenges facing patients and patient advocates as
they seek to engage in ICER’s processes. Access to the evidence is a critical component of
engagement. However, stakeholders who are not affiliated with an academic institution or who
do not have the means to access academic databases or purchase expensive journal subscriptions
are many times unable to review the data necessary to participate in the value assessment
process. While we recognize that the limitations posed by the publishing system are not due to
actions by ICER, we are seeking solutions to this barrier.

Real World Evidence

On page 4, section 3.1, ICER “reaffirms use of existing real-world evidence.” We appreciate this
commitment and encourage ICER to work with patient advocates to clearly outline the types of
real-world evidence that will be accepted for use during value assessments. We agree with
ICER’s statement on page 5, lines 409-411 that “...randomized controlled clinical trials have
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their own limitations and are often inadequate to address all questions relevant to assessments of
comparative clinical effectiveness.” We also agree with ICER in that patient-reported outcome
studies can provide evidence not always captured in clinical trials. As noted above, CSC has a
Cancer Experience Registry of over 14,000 participants and we would like to work with ICER to
leverage the data from the Registry and determine how such sources can be meaningfully
integrated into ICER’s value assessments. In addition to Registry findings, our team of
researchers can hold focus groups and conduct mixed methods research during each phase of
assessment to ensure that ICER is incorporating the concepts most salient to patients living with
the specific disease. We believe that patient level data must be incorporated. If this level of data
is not readily available, it IS ICER’s responsibility to secure it in order to be fully informed.

Sustainable Access to High-Value Care for All Patients

The stated goal of ICER’s value assessment framework is to help the United States evolve
toward a health care system that provides “sustainable access to high-value care for all patients.”
ICER calculates incremental cost effectiveness from the health system perspective. Specifically,
ICER applies two distinct elements - namely Long-Term Value for Money and Short-Term
Affordability - to derive high-value care for all patients. Cost-effectiveness from the health
system perspective is one endpoint, but cannot be the primary driver to determine high-value
care for all patients.

As noted by CSC in previous comments, it is critical to clearly delineate the difference between
the concept of “value” as it pertains to medical treatments and devices compared to an
assessment based primarily on the financial implications of those treatments and devices. The
concept of value, if truly intended to provide sustainable access to high-value care for all
patients, must be broader than cost-containment and budget impact. Patients seek care for
different diseases, diagnosed at different stages of progression, with different states of underlying
physical and mental health, and with different life goals and perspectives. Given the unique
physical, mental, and psychological make-up of each individual patient, there is no one-size-fits-
all value framework to determine high-value care for all patients. Patients make different
determinations regarding their care based on any number of variables unique to them. Therefore,
we would be pleased to partner with ICER to ensure the inclusion of more real-world evidence
such as that gained from our 14,000 Cancer Experience Registry participants.

Cost per Quality-Adjusted-Life-Year and Equal Value of Life Years Gained

Notwithstanding ICER’s blanket statement that the cost per quality-adjusted-life-year (QALY)
will continue to be the primary measure of incremental cost-effectiveness, CSC urges ICER to
recognize the limitations of the QALY and work towards inclusion of a more patient-centered
measure. In 2018, CSC published a study that found that three-quarters of cancer patients did not
believe that the QALY is a good way to measure value in healthcare and were concerned that
decision makers were utilizing the QALY in ways that could negatively impact their access to
care (Franklin et al., 2018).

Allen et al. (2017) note that the QALY may not capture the full range of components necessary
for individual decision-making. The QALY only captures some of the benefits created by a
health care intervention and does not always capture the full health or well-being of patients
(International Society for Pharmacoeconomics and Outcomes Research, 2017). It also doesn’t
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incorporate preferences regarding the weight given to health gain and has been criticized for
being discriminatory against certain patient groups such as people with disabilities (International
Society for Pharmacoeconomics and Outcomes Research, 2017). The QALY operates from the
premise that a more desirable health state is deemed more valuable (Weinstein, Torrance, &
McGuire, 2009). However, we agree with Weinstein, Torrance, and McGuire (2009) when they
stated that a critical question is “value to whom?”” There remain ethical, conceptual, and
operational concerns regarding its use (Prieto & Sacristan, 2003).

Throughout its value assessment framework, ICER references the importance of high-quality
evidence. Yet, the QALY is derived from assumptions made by individuals often lacking any
experiential basis upon which to measure either the burden or the quality of life of someone
confronting a particular condition, advanced age, or a disability. Furthermore, these assumptions
are often inherently discriminatory and have negative consequences on the access to care for
those who are ill, elderly, or living with a disability.

We also do not believe that the Equal Value of Life Years Gained (evLYG) is an appropriate tool
and includes many of the same challenges as the QALY. The evLYG does not account for
improvement of quality of life and other important components of value. Although these types of
tools have long been utilized, we support the movement to utilize more transparent, patient-
centered tools such as multi criteria decision analysis.

Patient Experience Data

As mentioned above, ICER’s value assessment framework is from the health system perspective,
with the two economic elements used to support this perspective being long-term value for
money and short-term affordability. Despite a ‘sustainable access to high-value care for all
patients’ being the ultimate identified goal, there is no mention of patients in any of the domains
contributing to this goal. The domain titled “other benefits or disadvantages” appears to offer a
mechanism for collecting stakeholder information. CSC recognizes and appreciates ICER’s
efforts in its 2020 value assessment framework to seek stakeholder input for the next year in
seven delineated potential “other benefits or disadvantages” and five delineated “contextual
considerations.” However, we remain concerned that these components are included in reports
after the assessment has been made. While it has been communicated to us that they play a
critical role in decision making, this is not clear in the assessment reports.

CSC urges ICER to follow the lead of the U.S. Food and Drug Administration (FDA) and
increase the opportunities for patients to submit valuable data and to require ICER to incorporate
patient data in its efforts to better define value. The FDA has made significant inroads in
requesting and incorporating patient experience data in the drug development process. Under the
21% Century Cures Act, the FDA has embarked on an aggressive plan to systematically collect
and use key information about patient experiences beginning with the early phase of drug
development and translation into a validated measurement set. The FDA recognizes that patients
are in a unique position to contribute to an understanding of benefit and risk in the development
of prescription medications, including methodological approaches to develop and identify what
IS most important to patients with respect to burden of disease, burden of treatment, and the
benefit and risk in the management of disease. To ensure the patient experience is secured in the
process, the FDA is required to issue draft and final versions of guidance documents over a five
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year period. Title 11 of the 21% Century Cures Act is described as giving the FDA an opportunity
and directive to advance the science and efficacy of medical innovation to address critical unmet
needs of patients.

The Belmont Report also emphasizes the importance of including patient experience data in the
research process. In its discussion of basic ethical principles for research involving human
subjects, the Belmont Report identifies beneficence as an obligation for both individual
investigators and society at large to: (1) do no harm and (2) maximize possible benefits and
minimize possible harms. With regard to particular projects, the Belmont Report states
“investigators and members of their institutions are obliged to give forethought to the
maximization of benefits and the reduction of risk that might occur from the research
investigation.” Similarly, in the case of scientific research in general, the Belmont Report
provides “members of the larger society are obliged to recognize the longer term benefits and
risks that may result from the improvement of knowledge and from the development of novel
medical, psychotherapeutic, and social procedures.” It is essential that ICER both increase
opportunities for patients to submit valuable data and require patient data be incorporated in its
efforts to better define value, whereas beneficence is an obligation, not merely “other benefits or
disadvantages” and/or “contextual considerations.”

Additional Dimensions of Value

ICER states on page 13, lines 608-610 that methods for the quantification of value dimensions
highlighted by Lakdawalla et al. (2018) are “viewed by many health economists as too
exploratory for routine incorporation into assessments.” The “value of hope” is given as one
example. As noted in CSC’s letter to ICER regarding the proposed Value Assessment Methods
for “Single or Short-Term Transformative Therapies,” ICER states that they “believe there are
significant risks or double counting within the QALY or within existing “other benefits” or
“contextual considerations” that ICER already includes as part of its value framework.” ICER
also notes that such additional elements of value are all “unidirectional” and would all “add” to
treatments, and none have negative scores that would help balance out added value within an
opportunity cost framework for determining the cost-effectiveness threshold.” Finally, it is noted
that methods for measuring additional elements of value are “not mature” and “further research
IS needed before it can be determined how to measure them.” As a result, ICER proposes that
“no quantitative integration of additional elements of value” will be included in the value
assessments framework for the assessment of SSTs. However, patient input will be sought
regarding the “value of choice among treatments with a different balance and timing of risks and
benefits.” We do not believe that the stated “value of choice” appropriately captures the concept
of the “value of hope.” We disagree that the concept of the value of having the choice among
treatments with different balance and timing of risks and benefits captures the same concepts as
the value of hope. We are currently validating a new tool called the “Valued Outcomes in the
Cancer Experience” or the VOICE measure. This project began as a study of what patients hope
for and has evolved into a measure of their values and how much control they believe they have
over what they consider most valuable. We believe that this measure could be useful to ICER
and propose a meeting to discuss potential collaboration on this topic.

In conclusion, CSC’s recommendations are as follows:
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Value Assessment

e Limitinclusion of budget impact in the final value assessment, reporting it as just one
endpoint.

e Recognize ongoing value including late and long-term benefits and effects.

¢ Incorporate real world evidence whenever possible and partner with patients, patient
advocates, and other experts to ensure the inclusion of such evidence from registries,
qualitative analyses, patient studies, etc.

¢ Include the full range of health care costs and cost offsets in the final assessment.

e Measure and account for alternative systems costs or offsets—such as treatment every 3
weeks vs. once per week which allows for fewer disruptions to work, home, and family
life and reduced costs as they relate to out-of-pocket expenses and transportation.

e Conduct value assessments only when adequate data (which is inclusive of patient
experience data) are available.

e Recognize the limitations of the QALY and evLYG and incorporate alternative measures
such as multi-criteria decision analysis.

e Ensure that “other benefits or disadvantages” and “contextual considerations” play a key
role in assessments with a specific focus on patient experience data. Communicate how
voting panels incorporated these concepts into their decision making.

e Organize assessment by subpopulations, to be defined with significant patient input.

e Provide not only health system perspective but also societal perspective, both of which
should be informed by patient input.

Transparency

e Ensure transparency at each point of the methodological process including not only the
specifics of the method but also the rationale, assumptions, and literature to support those

decisions.
e Ensure transparency with all resources used in the development of evidence reports.
Revisions

e Revise assessments within two months of new evidence becoming available (including
new options for treatment both in terms of treatment types, medications available, and
administration options) and previous information becomes outdated and/or reviews of
past assessments on a regular basis to ensure timeliness.

e Provide transparent and specific guidance for assessment updates to reflect the evolution
of scientific evidence and introduction of new treatments and devices.

Patient Input

e Partner with patient advocates at each stage of the assessment process, particularly at the
beginning stages so that they may help inform assumptions and key concepts.

e Allow for a more flexible process by which patients can access all of the relevant
information and apply weights that are most appropriate for their circumstances and
preferences.

e Include patients and multidisciplinary experts (throughout the entire value assessment
process and voting) who have experience and knowledge of that specific disease state.

e Incorporate a specific number of diverse patient representatives who represent a broad
range of voices and experiences. They should be involved at each step of the value
assessment process including (but not limited to) the evidence report develop and voting.
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o Allow for weights to be assigned based on user preferences and assign higher levels of
value to components that are most important to patients.

e Partner with patient advocates to create and disseminate information necessary to
understand and participate in the value assessment process.

e Describe when input was utilized and when it was discarded, and the reasons for each.

e Work to ensure that outcomes reflect patient experiences and preferences.

e Utilize existing patient registries and survey databases to explore and incorporate patient
experience data. Engage in additional data collection if data doesn’t exist.

e Include costs that are representative of the price most relevant to the patient.

e Change ICER comment period to 90 days to allow for sufficient time for patient and
patient advocate feedback.

Implementation

e Understand the potential and applied use of value assessments by a variety of
stakeholders regardless of intended use and audience.

Dissemination

e Work with patient advocacy groups and patients to disseminate results in a manner that is
clear and understandable for all stakeholders.

e Provide clear instructions for implementation and warnings against unintended use.

In closing, thank you for the opportunity to submit these comments. We welcome the
opportunity to engage in further discussions with you to ensure the patient experience is valued
and all patients have access to high-quality health care. If you have questions regarding our
comments, or if we can serve as a resource, please reach out to me at
Efranklin@cancersupportcommunity.org.

Sincerely,

Elizabeth F. Franklin, MSW

Executive Director, Cancer Policy Institute

Cancer Support Community Headquarters
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Genentech

lember the Roche Group

October 18, 2019

Institute for Clinical and Economic Review
One State Street, Suite 1050
Boston, MA 02109

Dear ICER Review Panel:

Genentech appreciates the opportunity to provide input on ICER’s 2020 Value Framework. As a
leading biotechnology company, Genentech discovers, develops, and manufactures novel
medicines to treat patients with serious and life-threatening conditions. We support the goal of
policymakers to lower health system and patient out-of-pocket costs. To achieve this optimally,
stakeholders must work together to find sustainable, system-wide solutions that lower costs
while protecting scientific innovation and access to breakthrough treatments.

ICER is one of several independent, health technology assessment (HTA) organizations that seek
to assess the value of drug treatments in the U.S. The impact of such a role is broad, far-
reaching, and cannot be achieved alone. We believe success is only possible with a process that
sufficiently engages all relevant stakeholders, is transparent, and based on a foundation of
rigorous science and methods.

To date, Genentech has been an active participant in fifteen value framework topics that range
from product-specific reviews to broad health policy topics. We provide comments based on our
deep experience and with the ultimate intent to optimize health care in the U.S. Our input on the
2020 Value Assessment Framework specifically focuses on three categories to enhance the
credibility, validity, and representativeness of ICER’s current approach:

1. Evidence. Insufficient use of real-world evidence (RWE) and discussion of uncertainty
in ICER’s framework does not align with real-world decision making.

2. Methods. ICER further entrenches the reliance on cost-effectiveness analyses (CEA) as
the primary mechanism to align value and price. Development of new value assessment
methods intended to better reflect patient, societal, and disease-specific considerations is
necessary to facilitate their acceptance and utilization.

3. Process. Insufficient transparency, patient involvement, and monitoring the real-world
impact of their work limits the validity and credibility of ICER’s approach.



Evidence
1. Insufficient use of RWE and discussion of uncertainty in ICER’s framework does not

align with real-world decision making.

ICER’s incorporation of RWE remains insufficient and is misaligned with how health care
decision makers evaluate value. Although there are limitations associated with RWE,
clinicians, payers, and health authorities recognize the need for evidence that goes beyond
clinical trial data.® They use RWE not just to assess treatment safety but to better understand
the effectiveness of interventions when making treatment, coverage, and regulatory decisions.
ICER can better leverage RWE to inform the level of certainty in their Evidence Rating
Matrix, validate results from the cost-effectiveness model, and generate additional scenario
analyses to inform decision making.

1.1. Summarizing and critically evaluating RWE is essential to address the evidence needs
of health care decision makers.

ICER can improve the use of RWE in reports by appraising studies in accordance with best
practices and summarizing them in a new subsection within the “Comparative Clinical
Effectiveness” chapter.>*® Rather than using arbitrary criteria (e.g., N>1,000 patients), RWE
should be critically and independently evaluated to better align with the evidence needs of
decision makers. An evaluation of RWE should assess if the data source is valid and reliable,
as well as if the study design accounts for potential biases. This approach provides health care
decision makers with the full body of evidence to inform their decisions while allowing ICER
to appraise the quality of the evidence.

1.2. Incorporating clinical outcomes from real-world studies into ICER’s Evidence Rating
Matrix will ensure that the determination of comparative clinical effectiveness reflects all
available evidence.

RWE can demonstrate benefits that extend beyond trial settings and should inform an
intervention’s Evidence Rating. By formally appraising the quality of real-world studies in
accordance with best practices, ICER can inform decision makers about the limitations
associated with RWE and account for those limitations through the level of certainty in the
evidence.>% This approach allows for a more precise judgment of net health benefit that
reflects the totality of available evidence. For example, the incorporation of RWE
demonstrating a substantial net health benefit when only a small benefit was observed in
clinical trials could be reflected as a change from a “B” to a “B+” rating for the intervention.



1.3. Real-world clinical and economic outcomes are important to highlight potential
variability in long-term cost-effectiveness and validate ICER’s CEA.

Health care decision makers should have a range of information that enables them to make
informed judgments. Scenario analyses informed by real-world clinical outcomes provide
further insight into the cost-effectiveness of interventions in real-world populations and
should be discussed in the new “Controversies and Uncertainties” sub-section. For example,
incorporating recent RWE for Xolair® (omalizumab) into a cost-effectiveness model resulted
in a lower cost per quality-adjusted life year (QALY) than calculated in ICER’s model which
relied solely on data from clinical trials (Table 1).1 2 Without a scenario analysis that
incorporates this RWE, the implications of the holistic evidence base are lost.

Economic outcomes from real-world studies can also validate CEA results and provide
additional perspectives about the economic value of interventions that may not be captured by
a traditional CEA (e.g. economic benefits of cumulative life-years saved to the U.S. health
care system).® While not all interventions may have real-world or economic outcomes, it
should be included and discussed in this section, when available, to corroborate or counter the
findings of the model. By doing so, ICER can improve confidence in the model results or
provide decision makers with the range of outcomes to inform their decisions.

Table 1: Cost per QALY of Xolair compared to Standard of Care*

Clinical Input Year of Cost reported | ICER
ICER 2018 Asthma Efficacy-based 2018 (US Dollars) $325,000/QALY
Review!!
Sullivan et al, 20192 | Effectiveness-based | 2018 (US Dollars) $75,319/QALY

*Standard of care was defined as inhaled corticosteroids and at least one additional controller agent
Abbreviations: QALY =quality-adjusted life year

1.4. Cross-referencing ICER’s Evidence Ratings to German Evidence Ratings risks
misinforming decision makers.

ICER should not translate their Evidence Ratings into German Evidence Ratings. These
rating systems were not developed with the intent to inform or be translated to one another.
They employ different methodologies, rely on different evidence, and are utilized for different
purposes.’* Cross-referencing the Evidence Rating categories may cause decision makers to
undervalue interventions and misinterpret their potential benefit. For example, an intervention
categorized as “C+” would be determined to have “no added benefit” when translated to the
respective German Evidence Rating category. However, ICER determined that there is
moderate certainty that these interventions may provide a comparable or small net benefit. As



a result, it is not that these interventions do not provide added benefit, but rather that the
evidence may not yet be mature to determine the benefit with certainty. ICER’s current
Evidence Rating matrix and the proposed updates allow for a more precise evaluation of the
net health benefit of an intervention. Cross-referencing the categories would dilute these
efforts and mischaracterize the value of interventions.

Methods

2. Development of new value assessment methods intended to better reflect patient, societal,
and disease-specific considerations is necessary to facilitate their acceptance and
utilization.

As a self-appointed organization that seeks to use their value assessment framework to
“translate this evidence into policy decisions that lead to a more effective, efficient, and just
healthcare system™ ICER has a responsibility to:
e Enhance their self-established framework by continually refining and improving it,
particularly in the areas of limitation they themselves acknowledge
e Engage in a transparent manner with the community of stakeholders who are actively
trying to innovate methods in value assessment
e Make clear strides to move beyond traditional value assessment approaches instead of
further entrenching their use

2.1. ICER’s proposed approach does not adequately reflect patient and societal
preferences, limiting the relevance and utility of their reports.

Traditional value assessment methodologies and metrics were not designed for our
increasingly complex health care landscape. Innovation is necessary to ensure the relevance
and utility of ICER’s reports.

While we recognize methodological challenges exist in the quantification of additional
measures of value, by discussing these components separately, and qualitatively, the current
process does not capture the holistic value of treatments. ICER has previously stated *“...the
methods for quantifying these dimensions of value remain exploratory and lack any consensus
among academic health economists. That by itself would be a strong argument not to
consider attempting to quantify them as part of the assessment of SSTs [single or short-term
transformative therapies].””*> However, it is for precisely this reason we believe ICER
should, in partnership with academia and policy makers, seek opportunities to further develop
these methodologies to increase their validity, acceptability, and application in value
assessments.



ICER has indicated they will explore collaborations with organizations to generate RWE to
complement published literature sources in reviews. While ICER needs to provide more
transparency around which organizations and the types of data they intend to generate, we
commend the willingness to partner with third party experts. Similarly, we encourage ICER
to explore collaborations with research groups working to advance methods for alternative
measures of value to identify solutions to the previously stated methodological challenges.
For example, as per the National Pharmaceutical Council’s (NPC) recommendation in the
open input period, ICER could consider partnering “with researchers such as Chuck Phelps
and organizations such as Center for Enhanced Value Assessment (CEVA), Pharmaceutical
Value (pValue), and the Innovation and Value Initiative (IV1) to lead the way towards the
piloting of a consistent and transparent methodology to quantitatively incorporate these
important factors in ICER’s value assessments.”® Doing so will ensure reports provide a
more holistic and cohesive summary of value that reflects the appropriate relative importance
of additional measure of value, comparative effectiveness, and long-term cost-effectiveness
for health care decision making.

2.2. A single threshold range for all therapies overlooks important contextual
considerations, particularly for rare diseases.

ICER has the opportunity to have a positive impact on the U.S. health care system by
providing objective data to facilitate informed decision making by key health care
stakeholders. However, with this, ICER has a responsibility to take great caution with their
methodologies to ensure patients’ access to necessary treatment remains at the forefront of
their guidance. ICER should therefore acknowledge the uniqueness of appraising value in
rare diseases by reinstating different thresholds and measures of value for rare and non-rare
diseases.

The importance of context in value assessment is highlighted by the NPC’s Guiding Practices
for Patient-Centered Value Assessment which states ““no single threshold can or should be
universally applicable; thresholds are likely to vary by population and disease.””*” While we
recognize the equity concerns of applying differential thresholds for different disease types,
the importance of recognizing the unique challenges faced by patients with rare diseases is
well established. In addition to the substantial burden associated with rare diseases due to
differing clinical needs relative to patients with more common conditions, patients often face
delays in diagnosis and support due to the limited awareness and understanding of their
conditions, and the lack of rare disease specialists.*® ICER should undertake research with
key stakeholders to identify an appropriate willingness-to-pay threshold or other value
attributes for patients with both rare and non-rare conditions to ensure relevance to today’s
U.S. population.



ICER states in their 2020 proposal ““...today it no longer seems necessary to make important
exceptions to applying standard cost-effectiveness thresholds to analyzing the value of
treatments of rare or ultra rare conditions™ to help sustain innovation, as was historically the
case.* However, with 95% of rare diseases lacking an FDA approved treatment there clearly
remains a substantial need for continued innovation to address the high burden and unmet
need experienced by patients with these conditions.*®

2.3 The use of evLYG to supplement the QALY is methodologically flawed and does not
address the limitations of CEA at capturing holistic value

ICER’s proposal to use Equal Value of Life Years Gained (evLYG) to supplement the QALY
does not support a more holistic view of value. By excluding utility, not only does evLYG
propagate the same underlying limitations of cost-effectiveness and cost-utility analysis but it
overlooks important contextual considerations. If ICER wishes to use this metric, we
recommend:
e ¢evLYG should be used as an additional outcome only for diseases where treatment
offers survival benefit.
e An incremental cost effectiveness ratio should not be calculated for evLYG, given no
established threshold value exists in the literature. If ICER wishes to use one,
research needs to be conducted to identify an empirically justified one.

The evLYG metric is inherently flawed because not all treatments are life extending nor are
all diseases fatal. Health is about more than just survival, and evLYG’s failure to capture
health improvements, such as increased physical functioning or reduced chronic pain, makes
it challenging to compare outcomes for interventions for chronic conditions with those for
fatal conditions. Additionally, when quantified in the context of a CEA, they have an inherent
bias against conditions that are largely non-fatal.

To better reflect real-world decision-making processes, which leverage the totality of the
available evidence, ICER should also continue to include additional economic endpoints to
address outcomes that are important to decision makers (e.g. use of cost per remission in
recent rheumatoid arthritis report).2° By adopting this approach, not only will ICER’s
approach align with real-world decision making, but it could substantially enhance the utility
and relevance of the reports, particularly for large class reviews.



Process
3. Insufficient transparency, patient involvement, and monitoring the real-world impact of
their work limits the validity and credibility of ICER’s approach.

We appreciate the concerted efforts by ICER to improve the process by which they conduct
their value framework assessments. Given our extensive involvement in several ICER
reviews, we believe key areas in the process can continue to be improved.

3.1. By not providing fully executable and replicable economic models, ICER is
significantly undermining their credibility.

We reiterate our prior feedback that economic models released as part of ICER’s transparency
initiatives should be fully executable. In our experience with the draft cost-effectiveness
models, none of the inputs could be altered or tested. This significantly undermines ICER’s
credibility, and limits the ability to sufficiently review the model and provide meaningful
feedback.

The joint ISPOR-SMDM task force on modeling good research practices cites transparency
and validation as two critical mechanisms to successfully achieve the acceptance of health
economic models.?! The benefits of this include the ability to conduct cross-validation which
ultimately establishes trust and confidence in the model. All model-based activities are
subject to imperfect information and judgements in the context of uncertainty. While we
appreciate the challenges with protecting intellectual property of the models, ICER should
follow the example of other HTA agencies and prioritize sharing executable models.

3.2. Preliminary model presentations using incomplete models undermines ICER’s
commitments made during the engagement process.

ICER should improve the transparency of the modeling process by reviewing complete
models during the preliminary model presentations to manufacturers. In our recent experience
with ICER’s asthma and rheumatoid arthritis reviews, the cost-effectiveness model and
selection of model assumptions were incomplete. This results in manufacturers only
reviewing the model once it becomes public - countering the fundamental purpose of
reviewing preliminary results in advance of draft report publication. 1CER should honor the
commitments made during the engagement process and afford the opportunity to respond
prior to public dissemination of their work.



3.3. Clarity of reassessment criteria and allowing adequate time for new evidence
generation are essential for an effective reassessment process.

We support the reassessment of ICER's reports based on the availability of new evidence.
Reassessments, including revisions to previous Evidence Ratings to match the new proposed
ratings, should reflect the best available evidence to inform health care decision making. This
process can be further optimized by:

1. Tailoring the assessment time point to the evidence, endpoints, and decision
maker needs. One year may not be a sufficient amount of time for new evidence to
be generated. Outcomes of interest to decision makers may require a longer follow-up
period to mature, and there is a lag between product approval and when there is
sufficient real-world use for analyses. For example, the Final Evidence Report
assessing PCSKQ inhibitors was published in 2015; however, new evidence was not
available until 2017 for evolocumab and 2019 for alirocumab.?2-%*

2. Defining explicit and transparent evidence criteria that will trigger
reassessment. We encourage ICER to align the criteria for reassessment with how
decision makers evaluate evidence. RWE and health economic evidence inform
formulary, coverage, and policy decisions, and should be considered when
reevaluating the results of a report. Defining the criteria for reassessment would
encourage additional research to address evidence gaps.

3. Applying new Evidence Rating categories only to future reports and updates.
ICER should not apply new Evidence Ratings to previous reports without accounting
for new evidence. Revising previous ratings without accounting for new evidence
may misinform decision makers and mischaracterize the value of an intervention.

3.4. Deeper engagement with patient communities and emphasis of the “Patient
Perspectives” chapter in ICER materials will ensure the patient voice is adequately
expressed.

The “Patient Perspectives” chapter is an appropriate step towards achieving the goal of
incorporating patients into the assessment. To better achieve this, we recommend:

e The opportunity to co-author this chapter should be extended to patient organizations.
It would be remiss to detail patients’ perspectives without their direct input.

e Evidence generated by patient advocacy groups, such as survey data, should be
summarized in detail. Further, ICER can partner with these groups in generating such
evidence.

e A systematic review of the literature, conducted by ICER, should be detailed in this
chapter.

e The chapter should be presented as a stand-alone agenda item in the public meeting
and highlighted in the “Executive Summary and “Report-at-a-Glance.”



3.5. Formal appraisal of the impact, quality, and validity of ICER’s evaluations is essential
to understand their intended and unintended consequences.

As the primary authors, it is ICER’s responsibility to understand the intended and unintended
consequences of their evaluations. Since 2014, ICER has generated 27 assessments that are
intended to inform evidence-based decision making in the health care system. As proprietors
of these reports, ICER should create a feedback mechanism to share the impact of their value
framework assessments. Specifically, the impact, quality, and validity of findings should be
formally evaluated once reports are released for public consumption. Further, ICER could
consider leveraging RWE to validate the predictions from prior assessments.

Conclusion

In conclusion, we commend ICER for continually refining their value assessment framework and
encourage further refinement by leveraging all available evidence and patient-centric, innovative
methodologies. However, to achieve the goal of supporting a more effective and efficient health
care system, ICER must prioritize topics that will reduce or eliminate low value care and expand
their assessments beyond pharmaceutical products to other health technologies (e.g. procedures,
diagnostics, devices, etc). By adopting this broader approach, ICER will ensure their evaluations
inform meaningful change across the entirety of the health care system.

As an organization that shares ICER’s goal around building a more sustainable health care
system, we continue to offer our expertise. Genentech welcomes the oppor