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January 22, 2024
Re: Draft Scoping Document “Imetelstat for Anemia in Myelodysplastic Syndrome”

Submitted electronically via: publiccomments@icer.org

Dear ICER Review Team,

Bristol Myers Squibb (BMS) acknowledges the importance of fully and accurately understanding
the value that innovative therapies provide to patients, and we appreciate the opportunity to
comment on the Institute for Clinical and Economic Review’s (ICER) draft scoping document
titled “Imetelstat for Anemia in Myelodysplastic Syndrome.” At BMS, we are inspired by a
single vision—transforming patients’ lives through science. Our mission is aimed towards
discovery, development and delivery of innovative medicines that help patients prevail over
serious diseases.

Below are our comments in response to specific ICER statements within the Draft Scoping
Document of this ICER assessment.

1. BMS recommends that any reference to luspatercept be based on data from the
MEDALIST trial and not the COMMANDS trial.

e On Page 1, ICER states that: “Luspatercept was recently approved as a first-line
treatment for low-risk MDS patients with anemia and is particularly effective in
patients with the ring sideroblast phenotype.” The first-line approval in 2023 was
based on the COMMANDS trial.! Reblozyl was first approved in MDS in 2020 based
on the MEDALIST trial for the treatment of anemia in second line or beyond (2L+)
failing an erythropoiesis stimulating agent and requiring 2 or more red blood cell
(RBC) units over 8 weeks in adult patients with very low- to intermediate-risk
myelodysplastic syndromes with ring sideroblasts (MDS-RS) or with
myelodysplastic/myeloproliferative neoplasm with ring sideroblasts and
thrombocytosis (MDS/MPN-RS-T).? Since imetelstat is studied in the 2L+ patient
population, any reference to Reblozyl should also be in the 2L+ patient population
(e.g. Medalist trial data).>*

2. BMS recommends that the stated population be modified as “adults with lower risk
myelodysplastic syndromes without the del(5q) mutation who are transfusion
dependent and ineligible/refractory/relapsed to ESAs”

e On Page 3, ICER states that “The population of focus for the review is adults with
lower risk myelodysplastic syndromes without the del(5g) mutation who are
transfusion dependent despite best supportive care including the use of ESAs when
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indicated.” However, imetelstat is specifically studied in patients with ESA-
ineligible/refractory/relapsed LR-MDS.?

3. Due to differences in patient population and endpoints, there may be limitations
when comparing data from MEDALIST and IMerge. BMS recommends taking the
following key elements into consideration in ICER’s analysis plan to minimize biases
and misinterpretation of results.

Table 1: Baseline characteristics of patient populations and primary endpoints in
MEDALIST and IMerge3#>6

MEDALIST#%

IMerge®®

Age and ECOG status

Both trials enrolled patients 18 years or older who required
RBC transfusion and had an ECOG score of 0, 1, or 2.

Prognostic Risk Score

Very-low, low, or
intermediate-risk MDS
according to IPSS-R criteria

Low or intermediate-risk
MDS according to IPSS
criteria

Ring Sideroblast status

Patients diagnosed with MDS
with ring sideroblasts (MDS-
RS+) per WHO or FAB
criteria

Patients diagnosed with MDS,
without specifying criteria for
RS, per WHO criteria

Transfusion Burden

At least 2 RBC units per 8
weeks

At least 4 RBC units per 8
weeks

Primary endpoint

RBC transfusion
independence for 8 weeks or
longer during weeks 1 through
24

RBC transfusion
independence for at least 8
consecutive weeks starting on
the day of randomization for
entire treatment period until
subsequent anti-cancer
therapy, if any.

ECOG, Eastern Cooperative Oncology Group; French American British, FAB; IPSS-R, International prognostic scoring system-
revised; RBC, red blood cell; World Health Organization, WHO,;

4. BMS recommends that any cost effectiveness analysis between luspatercept and
imetelstat should apply lifetime horizon vs the proposed shorter time duration of 5

years.

e The mean age of patients enrolled in MEDALIST and IMerge was 71 years and 72
years, respectively. Mean life expectancies at 71 years are 12.94 years for males and
15.08 years for females, and at 72 years are 12.3 years for males and 14.36 years for
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females.” Therefore, calculating cost effectiveness with 5-year time horizons may not
be appropriate.

5. BMS recommends the impact of treatment attributes on healthcare system, patient
and societal burden be incorporated into the cost-effectiveness model and evaluated
as part of the Benefits Beyond Health and Special Ethical Priorities.

Treatment attributes outside of efficacy and safety may have differential impacts on
healthcare system, patients, and society overall.® One example to consider is the route
of administration. For instance, luspatercept is administered subcutaneously once
every 3 weeks at a dose of 1.0 up to 1.75 mg per kilogram of body weight, whereas
imetelstat is administered as a 2- hour intravenous infusion every 4 weeks at a dose of
7.5 mg/kg.%°

6. BMS urges ICER to appropriately contextualize CEA as merely one aspect of a
broader and holistic assessment of value.

Both the ISPOR Value Flower and the 2nd Panel on Cost-Effectiveness in Health and
Medicine articulated elements of value that go beyond the impact of a medicine on
the healthcare sector.®!! In addition to impacting length and quality of life, effective
medicines can help patients and caregivers to get back to work, provide a bridge to
future medicines, improve the efficiency and quality of care in healthcare systems,
inspire innovation in other treatment areas, and improve equity in the population, as
well as the impact upon education, the legal system and other sectors of society — and
so much more. The value of COVID-19 vaccines was not limited to the reduced
incidence of disease and lives saved — they allowed society to reopen, supported
innovation in oncology and rare diseases, and inspired efficiencies in other areas of
healthcare.

Thank you for the opportunity to review and comment on this draft scoping document.

Sincerely,

Cg

Anthony Barisano, PharmD
Vice President | WW Health Economics & Outcomes Research Markets — US
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January 24, 2024

Sarah K. Emond, MPP

President & CEO

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

Boston, MA 02109

Re: Institute for Economic Review — Imetelstat for Anemia in Myelodysplastic Syndrome
Background and Scope Input Period

Dear Ms. Emond,

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 comments regarding the Institute for Clinical and
Economic Review’s (ICER) draft background and scope for the clinical effectiveness and value
of Imetelstat for anemia in Myelodysplastic Syndrome (MDS).

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 190 Cancer Support
Community, Gilda’s Club, and healthcare partner locations as well as online and over the phone
—all at no cost. Overall, we amplify the voices of those impacted by cancer through research and
advocacy and create solutions that break down barriers to care and close the healthcare gap for
communities whose members are disproportionately affected by cancer.

Additionally, CSC is home to the Research and Training Institute (RT1)—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 assessments.

While CSC recognizes ICER’s commitment to value assessments of therapies that are not yet or
only recently approved by the Food and Drug Administration (FDA), we believe that such
assessments are premature. However, we believe that it is important to present the information
we have learned from patients living with the disease. It is our position that value assessments
should be updated periodically and ask that ICER routinely revisit value assessments as further
evidence evolves. MDS greatly impacts patients’ and caregivers’ daily lives. Treatment often
involves many blood tests and transfusions. Blood transfusion was the most common treatment
for MDS among patients in our Cancer Experience Registry.
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In a recent multi-national survey of patients with MDS requiring red blood cell transfusions,
patients reported significant symptoms leading up to transfusions. Two anemia-related symptoms
— fatigue and shortness of breath — were reported as having the most negative impact on quality
of life (Vijenthira). While transfusion can improve these symptoms, transfusion also has its own
side effects (fluid and iron overload), burden, and cost (Balitsky).

Also, MDS patients report negative effects on their ability to participate in social and family life
and to carry out regular daily activities (Escalante; Heptinstall; Stauder). Such symptoms and
side effects include disruptive fatigue, decreased mobility, concentration and memory issues, and
persistent pain and discomfort (Kurtin). An MDS diagnosis and subsequent treatment have also
been shown to negatively affect a patient’s mental health, often leading to depression, anxiety,
stress, loneliness, and other emotional stressors (Heptinstall;_Stauder; Kurtin).

The time-consuming nature and side effects of MDS treatment make caregivers a necessity, as
even low-risk MDS patients with mild anemia report fatigue and impairment in physical
functioning. Caregivers can be family members, friends, or professional health aids, providing a
wide variety of support, from assistance with household chores and social support to medical
adherence, scheduling, billing, transportation, and more (Kurtin).

Some MDS patients need transfusions as often as every week or two weeks. Transfusions can
take up to several hours to administer. Same-day hospital visits may be long and frequent. MDS
patients often find that taking care of their health takes a lot of time. The costs associated with
transportation, missed time at work, childcare, and more can be burdensome and overwhelming
to both patients and caregivers (Cancer Support Community).

CSC’s Cancer Experience Registry — an online survey-based research study that uncovers the
emotional, physical, practical, and financial impact of cancer — incorporates the Patient Reported
Outcome Information System-29 (PROMIS-v29), which examines how patients describe their
quality of life across multiple domains. Scores can be compared to the U.S. population average,
and a 3-point difference is considered clinically meaningful. One hundred fifty MDS patients
participated in the Cancer Experience Registry from November 2021 through December 2023.

Using these PROMIS measures, our MDS respondents reported worse quality of life across
multiple domains compared to the general population and even (in some domains) compared to
cancer patients overall in our Cancer Experience Registry. MDS respondents reported elevated
symptoms of fatigue, anxiety, and pain as well as deficits in physical and social functioning
relative to the U.S. population average (score differences, 7.8, 4.1, 3.6, 7.9, and 5.3,
respectively). Furthermore, levels of fatigue, physical functioning, and social functioning were
worse for MDS patients than the overall CER sample including patients with other types of
hematologic and solid tumor cancers (score differences, 3.1, 3.2, and 2.8, respectively). Nearly
half (43%) of MDS respondents reported moderate to severe impairment in physical
function, and 41% reported moderate to severe symptoms of fatigue.
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Many MDS patients expressed concerns encompassing both their physical well-being, including
moderate to very serious concern about exercising (53%), fatigue (51%), and mobility (44%), as
well as future-oriented concerns such as the progression of cancer (47%), anxiety about the
future (46%), and preparations for the end of life (32%) - consistent with the quality of life
findings. In light of how transfusion dependence interrupts daily life, 37% of MDS respondents
report being moderately to very seriously concerned about changes or disruptions to work,
school, or home life. Furthermore, 41% of MDS respondents reported having to cope with their
symptoms and concerns without the assistance of a caregiver.

As mentioned in the draft scoping document, MDS can be particularly costly. Financial toxicity
refers to the out-of-pocket costs, lost wages, and debt faced by cancer patients, as well as the
distress caused by financial strain. Nearly half (48%) of MDS patients in our Cancer Experience
Registry reported at least mild financial toxicity, and 14% experienced high (moderate-severe)
levels. Almost a third (31%) of MDS respondents reported concerns about health insurance or
money. MDS respondents endorsed a variety of strategies to mitigate the financial burden of
treatment, including tapping into personal assets: 28% used retirement funds; 15% depleted
savings; and 1% filed for bankruptcy. Of those taking prescription medication for MDS in the
past 12 months (n=81), 10% reported engaging in medication scrimping to save money in the
prior year, such as skipping doses, taking less medication, or delaying a refill.

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 and caregiver
experience is valued and all patients have access to high-quality health care. We ask that the
evidence from our Cancer Experience Registry, which we presented in these comments, be
utilized within the assessment. We look forward to commenting on the full assessment. If you
have questions regarding our comments, or if we can serve as a resource, please reach out to me
at dsekoni@cancersupportcommunity.org.

Sincerely,

Daneen Sekoni, MHSA

Vice President, Policy & Advocacy
Cancer Support Community
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