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September 20, 2019 

Institute for Clinical and Economic Review 

Two Liberty Square 

Boston, MA 02109 

 

RE: Draft Scoping Document for the Treatment of Sickle Cell Disease 

Dear Dr. Pearson, 

Sick Cells is pleased to have the opportunity to submit comments in response to the Institute for Clinical and 

Economic Review’s (ICER’s) Draft Scoping Document on treatments for sickle cell disease (SCD).  Sick 

Cells is a patient advocacy organization that aims to elevate the voices of the SCD community. We would 

like to offer the following suggestions to ICER for consideration. 

ICER should consider waiting until more research and insights are available to inform an appropriate 

methodology for the assessment of treatments this orphan disease. If ICER decides to move forward with 

the timeline, the points below outline areas in the scoping document that are (1) unclear and (2) 

recommendations that ICER should consider in its review of SCD. 

1. Current methodology does not consider how differences in health insurance status affect the ability to 

pay for and ultimately engage in health services. Further, health insurance status of SCD patients may 

also be related to pre-existing health conditions and the severity of disease. According to the 2017 U.S. 

Census, Blacks or African Americans and Latinx have the highest un insurance rates.   

2. The ICER review does not appear to account for the heterogeneity in treatment options. 

a. SCD is debilitating, occurring in about one of every 365 Black or African American births and 

one out of every 16,300 Latinx American births. About one in every 13 Black or African 

American babies are born with the sickle cell trait.  

b. Some patients will experience more or less benefit from treatment than the averages reported 

from clinical trials. The majority of ICER’s review will rely on pharmaceutical clinical trials. 

These averages are somewhat helpful, but subgroup analyses are needed, especially for 

diseases that disproportionately impact specific populations. If the clinical trials for 

Crizanlizumab and Voxelotor SCD are not adequately powered and weighted to account for the 

disproportionate number of people of color impacted by the disease, the field will be unable to 

determine if these new medications will be beneficial for those most impacted.  

i. We recommend the routine use of sensitivity analyses in modeling to explore 

heterogeneity of treatment effects and avoid an overreliance on methods based on 

averaged estimates. The accuracy of analyses that change the age distribution or are 

specific to the Black or African American population would bolster confidence that the 

estimates and model assumptions are correct.   

ii. ICER should consider adding qualitative data in the form of patient and provider 

interviews and a stakeholder survey to help inform the sensitivity analyses. These 

qualitative data along with the quantitative will help test the robustness of the model. 

3. ICER should clarify how the review methodology uses usual care (hydroxyurea and transfusions) as 

the control group.  
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a. SCD is a syndrome of diseases. Therefore, treatment cannot be classified as “usual care.” 

Treatment is based on clinical manifestations of the disease and its comorbidities. Defining 

usual care as hydroxyurea and transfusions is inappropriate and further reasoning why it may 

be more appropriate to review SCD at a later date.  

4. Quality-adjusted life years (QALYs) have significant limitations including ethical considerations, 

methodological issues, theoretical assumptions, and context or disease specific considerations. 

a. QALYs analyses fail to account for non-health benefits and indirect costs. Non-health benefits 

and in-direct costs and in particular, societal benefits, such as a faster return to work, improved 

ability to act as caregiver, better school performance, burden on and costs of caregiving, mental 

health challenges, daily functioning, time accessing medical care, income loss, loss of 

productivity, insurance premiums, out of pocket expenses, changes to home and vehicle, 

assistive devices/equipment, and travel costs are not factored into QALY calculations despite 

being of potentially considerable importance to SCD and other rare diseases. If these data are 

unavailable, ICER should clearly define how sensitivity analysis will be performed. ICER can 

also use Work Productivity and Activity Impairment (WPAI) index for indirect costs.  

b. QALYs utility scores fail to account for a variety of additional health-related factors such as 

severity of the initial health state and disease prevalence.  

c. ICER should clarify the estimation of capital costs in computing hospital costs. Current 

estimates use what the hospital billed to the payee, not the patient. Other direct costs include 

emergency department visits and medications.  

d. QALYs analysis currently include a population average. However, SCD generally affects the 

very young and younger adults. Therefore, ICER should consider analysis using at least two 

different age groups that reflect the ages SCD typically affects 25% under age 18; 75% 18 

years and older. Furthermore, there is an aging population of patients with SCD. It is unclear 

how the ICER review will address patients over age 45.  

e. The average population analysis of QALYs also does not account for Blacks and African 

Americans being disproportionately affected. It would be best to review averages within Black 

and African American populations.  

f. Current QALYs methodology does not account for the impact of those with fewer treatment 

options. QALYs gained could be considered alongside other quantified aspects of benefit and 

combined in a way that reflects the trade-offs people are willing to make between an aggregate 

measure of benefit considered alongside cost. For some patients, a modest, incremental gain 

may be clinically meaningful and may significantly improve quality or length of life. However, 

the QALYs analyses are not sensitive enough to measure small but clinically meaningful 

changes in health status or utility.  

i. QALYs could be ‘weighted’ to reflect any differences in the value society places on 

QALYs gains by some patients that is supported by patient preferences. 

ii. There are a set of methods available to facilitate understanding patient preferences 

known as multiple criteria decision analysis (MCDA) that could be used.  

g. Patients with lower QALYs, whose lives are extended, will have overall higher/unfavorable 

incremental cost per QALYs than patients with mild disease.  

i. Currently, it is unclear how the model will incorporate different disease states. The 

QALYs by disease state could vary considerably.  
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ii. It may be best to consider the review of SCD in two different disease state categories: 

(1) acute events and (2) chronic conditions. Each disease state has different medical 

interventions.  

5. It is unclear how ICER will address multiple patient outcomes 

a. Possible suggestions are to use a health index by combining all the health outcomes with 

different weights 

6. The ICER definition of serious health condition is unclear.  

a. The definition of serious condition should not be subjective but instead based on predefined 

criteria accepted by clinicians and patients.  

b. QALY estimates vary depending on the seriousness of the health condition. Therefore, it is 

important to clearly define serious health condition, and how to account for many 

comorbidities and side effects of medical interventions patients with SCD experience. 

7. Highlight the limitations of non-randomized control trial (RCT) data sources.  

a. If ICER decides to incorporate additional sources of non-RCT data, limitations should be 

noted.  

i. Clearly defined outcomes such as survival time or analysis end points that are evaluated 

by ICER must be pre-specified by the researchers and not the result of secondary or 

tertiary post hoc analyses. These time considerations are not clearly defined in the 

protocol and it is important for ICER to consider a time long enough to capture all 

potential differences in costs and outcomes. 

ii. ICER should fully disclose all data sources and approaches that inform the contextual 

considerations sections of ICER reviews to provide increased transparency in the 

assessment process. 

8. Considerations for the Markov model  

a. ICER should clarify the different disease states in the Markov model and how transitions 

between disease states will impact cost estimates. 

b. It is also important to perform a sensitivity analyses on the assumptions and parameters used in 

Markov model. Performing this step allows one to see how sensitive the results are to slight 

changes to parameter values. 

Thank you for your consideration of these suggestions. Sick Cells will continue to engage with ICER 

throughout this review to ensure that the patient perspective is effectively heard and valued.   

 

Sincerely, 

Ashley Valentine, MRes  

President and CEO
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