
 
Guide for Commenting on ICER’s Draft Evidence Report on 

Treatments for Amyotrophic Lateral Sclerosis (ALS) 
 
On June 14, 2022, ICER released its draft evidence report, “AMX0035 and Oral 
Edaravone for Amyotrophic Lateral Sclerosis.” This document provides a framework for 
considering which aspects of two potential treatments for Amyotrophic Lateral Sclerosis 
(ALS) are important to patients and their families, and how to consider presenting those 
perspectives. This guide specifically provides insights about how to read and respond to 
ICER’s draft evidence report, as well as how to request a slot to make comments during 
ICER’s public meeting.   
 

Key Dates 
June 14, 2022: Draft Evidence Report released 
July 13, 2022: Written comments due by 5:00pm ET; deadline to 

submit request to speak at Public Meeting 
August 4, 2022: Updated Evidence Report released 

August 19, 2022: Public Meeting conducted by ICER’s Midwest 
Comparative Effectiveness Public Advisory Council 
(Midwest CEPAC) 

September 19, 2022: Final Evidence Report and Public Meeting Summary 
released 

 

Background & How to Participate 
The Institute for Clinical and Economic Review (ICER) is a private entity that uses its own 
analytical process and “value framework” to assess potential new treatments for a 
variety of diseases. Those assessments often occur before FDA approval and may result 
in conclusions that could harm patients by limiting access to new and innovative 
treatments. You can learn more about ICER here.  
 
There are two primary ways advocates and other stakeholders can give input:  

1. Submit written comments on the draft report, which are due to ICER on July 
13th. 

2. Request a slot to make oral comments during ICER’s August 19th meeting. 
 

https://icer.org/wp-content/uploads/2022/02/ICER_ALS_Draft-Evidence-Report_061422.pdf
https://icer.org/wp-content/uploads/2022/02/ICER_ALS_Draft-Evidence-Report_061422.pdf
https://accessandaffordability.org/icer-explained-institute-for-clinical-and-economic-review/
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Submitting written comments on the draft report 
Written comments must be submitted to publiccomments@icer.org as a Word 
document in 12-point Times New Roman font, and are limited to 5 pages, not including 
references or appendices. The deadline to submit written comments is 5:00pm ET on 
July 13, 2022. 
 
Requesting a slot to make oral comments 
ICER’s public meeting on its revised report and discussion by one of its advisory 
committees is scheduled for August 19, 2022, and will be held virtually. You can register 
to watch the meeting here. ICER’s meetings have a short period available for public 
comments. To request a slot to make public comments, an email needs to be sent to 
publiccomments@icer.org with the proposed speaker’s name, title, and organization. 
The deadline to make a request to speak is 5:00pm ET on July 13, 2022. Oral comments 
are limited to no more than five minutes per speaker. 
 
NOTE: Not all requests to make public comments are granted. According to ICER: “We 
sort through all the requests to make an oral public comment at the meeting. Because 
we only have a limited time for oral comments at the public meeting, we can only allow a 
few stakeholders to share their perspective.” 
 

What Patients Need to Know about the  
Quality Adjusted Life Year (QALY) 

 
What is a QALY? 
• To understand how ICER’s reports can impact patients, it is important to understand 

the Quality Adjusted Life Year (QALY). In simple terms, a QALY is a measurement 
used by health economists that represents one year lived in “perfect health.” A year 
for anyone living in a state of less than “perfect health” is automatically valued lower. 
Entities like ICER use the QALY to determine the “value” of the treatments they 
review. Insurance plans – including Medicare and Medicaid – may use these 
assessments of “value” to make decisions about which treatments are covered and 
which are not. This can severely limit patient access to treatments.  

• In its November 2019 report, “Quality-Adjusted Life Years and the Devaluation of Life 
with Disability,” the National Council on Disability explained why patients are not well 
served by use of the QALY:  

 
[S]takeholders fear that use of QALYs undervalues vital treatments that extend or 
improve the lives of people with disabilities. This is because the QALY calculation 

mailto:publiccomments@icer.org
https://us02web.zoom.us/webinar/register/WN_qBs6w8UrQwGRB6UYWRW2Xw
mailto:publiccomments@icer.org
https://ncd.gov/sites/default/files/NCD_Quality_Adjusted_Life_Report_508.pdf
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reduces the value of treatments that do not bring a person back to “perfect 
health,” in the sense of not having a disability and meeting society’s definitions of 
“healthy” and “functioning”; uses simplified assessments of value that do not 
account for the complexity of patient experience; and does not to take into 
account clinical expertise on rare disorders that may not have an extensive 
research literature available for use. Other stakeholders—often from the medical, 
health economics, and health insurance fields—argue that QALYs provide payers 
with valuable information on a treatment’s potential benefits and costs and aid 
them in negotiating a reasonable price with the drug (or treatment)’s 
manufacturers. 
 

• Patients may find these reports from the Patient Access and Affordability Project 
(PAAP) and the Pioneer Institute helpful in understanding how the use of the 
QALY impacts patients: 

o “ICER uses QALYs to evaluate healthcare,” PAAP 
o “Study Urges Caution Before Adopting ICER Reviews to Determine Cost 

Effectiveness of Treatments,” Pioneer Institute 
o “Bad Science: How the use of QALYs creates biased and unreliable 

outcomes for patients,” PAAP 
o “A Better Way: Replacing the QALY with a true, patient-centered quality-

of-life measure,” PAAP 
 

Key Points to Consider for Written or Oral Comments 
 
Background on ALS 
• Amyotrophic Lateral Sclerosis (ALS) is a devastating, rapidly progressing disease of 

central nervous system degeneration. Symptoms of ALS include physical or bodily 
weakness, cognitive decline, and uncontrolled and variable emotional responses. 
Because ALS has no specific symptoms or diagnostic test, it often takes a year or 
longer for people with ALS to be correctly diagnosed. Death from ALS usually 
occurs due to respiratory failure, or from pneumonia resulting from weakness in the 
respiratory muscles. Life expectancy after the onset of symptoms is typically three to 
five years, which means two to four years after diagnosis. 
 

• The cause of ALS is unknown, but it is believed to result from a combination of age 
and environmental and genetic factors. About 10% of cases of ALS seem to be 
related to a family history of the disease, and it occurs more often in older people. 
 

https://accessandaffordability.org/icer-qaly-bad-for-patients/
https://pioneerinstitute.org/featured/study-urges-caution-before-adopting-icer-reviews-to-determine-cost-effectiveness-of-treatments/
https://pioneerinstitute.org/featured/study-urges-caution-before-adopting-icer-reviews-to-determine-cost-effectiveness-of-treatments/
https://accessandaffordability.org/bad-science-how-the-use-of-qalys-creates-biased-and-unreliable-outcomes-for-patients/
https://accessandaffordability.org/bad-science-how-the-use-of-qalys-creates-biased-and-unreliable-outcomes-for-patients/
https://accessandaffordability.org/a-better-way-replacing-the-qaly-with-a-true-patient-centered-quality-of-life-measure/
https://accessandaffordability.org/a-better-way-replacing-the-qaly-with-a-true-patient-centered-quality-of-life-measure/
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• Because ALS is such a rapidly progressing disease, early diagnosis is critical, but 
very challenging. Current treatment is primarily supportive care, which requires a 
multi-disciplinary approach, and specialized ALS treatment centers have been 
created across the U.S. However, because people with ALS have difficulty with 
movement, and become increasingly dependent on caregivers as their illness 
progresses, physically accessing those specialized centers can be difficult, 
particularly for people who live far from them or have limited resources to support 
their transportation and care needs. 

 
• Again, because ALS is such a rapidly progressing fatal disease, federal law has been 

changed on at least two occasions to enable people with ALS to access federal 
benefits more quickly.  

 
o Since the early 1970s, federal law has stipulated that Social Security 

Disability Insurance (SSDI) beneficiaries who have not yet reached age 65 
(the age when Medicare benefits typically start) become eligible for 
Medicare after receiving 24 months of SSDI benefits. In 2001, the law 
was changed so people with ALS who receive SSDI benefits no longer 
have to endure a 24-month waiting period for Medicare, and instead 
became eligible at the same time they start receiving SSDI benefits.  

 
o Since its inception in the 1950s, the SSDI program has required 

beneficiaries to wait to receive benefits for five months from the date the 
beneficiary’s disability began. Many patients with ALS deteriorate rapidly 
or even die during those five months. In 2020, the law was changed to 
eliminate the five-month waiting period for SSDI benefits for people 
with ALS.  

 
Existing and Emerging Treatments for ALS 
• ICER’s draft report states, “There is tremendous need for new therapies for ALS, a 

disease that rapidly leads to severe disability and death in many patients.” However, 
because the specific cause and underlying disease process for the neurological 
degeneration in ALS is unknown, developing treatments has been challenging from a 
basic science perspective.  

 
• An additional logistical challenge for clinical research involving people with ALS is 

related to how quickly patients with ALS can receive treatment. Starting use of an 
experimental treatment as early as possible – before significant neurological damage 
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has occurred – is preferred because it means that the effectiveness is likely to be 
greater. However, because ALS diagnosis is often delayed until the illness has 
advanced, it can be extremely difficult to enroll people into clinical trials who are 
early in the course of the disease.  

 
• Existing treatments for ALS include riluzole, a drug that is administered orally, and 

edaravone, a drug that was approved in 2017 for intravenous administration. Both 
have been shown to slow ALS progression to some degree. 

 
• The current ICER review focuses on two potential treatment options for ALS: 

 
o AMX0035, a combination of two compounds that is taken orally. Its 

application is pending before the FDA, and additional clinical trials are 
ongoing.  
 

o An oral form of edaravone, which was approved by the FDA on May 12, 
2022. 

 
• Each of these three potential treatment options (riluzole, AMX0035, and oral/IV 

edaravone) is believed to work via a different physiological or pharmacological 
mechanism of action, the importance of which was noted by ICER – “effective 
therapy of ALS is likely to require targeting multiple pathways.” 
 

o Riluzole blocks transmission of glutamic acid, which is a neurotransmitter 
in the Central Nervous System. This action is thought to protect neurons 
from degrading under toxic stress that is thought to occur with ALS, or 
because too much glutamic acid itself causes injury to nerve cells. 
 

o Edaravone is a free radical scavenger. Free radicals are molecules that 
are thought to cause injuries to nerves and other cells. 
 

o AMX0035 is a combination of two compounds. One, sodium 
phenylbutyrate, reduces stress on the “endoplasmic reticulum,” which is 
the part of cells where proteins are produced. The other, taurursodiol or 
Tauroursodeoxycholic acid, reduces mitochondrial dysfunction and 
possibly other cellular protective effects. Mitochondria are the parts of 
cells that produce energy for the cells to operate; without mitochondria, 
cells cannot function properly or repair themselves. 
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Clinical Effectiveness 

• ICER evaluated AMX0035 and oral edaravone completely separately because, 
according to ICER, “each drug was studied in different populations and the 
interventions were not compared to each other.” 
 

o AMX0035 was reviewed as an addition to the “standard of care,” defined 
as multidisciplinary care, ± riluzole, ± intravenous edaravone, vs. the 
standard of care alone. 

 
o Oral edaravone was reviewed as an addition to the “standard of care,” 

defined as multidisciplinary care ± riluzole, vs. the standard of care alone. 
 
• AMX0035 is undergoing FDA review, with a decision expected by September 29, 

2022. That application was based upon a phase 2 trial, along with data from a 
continuation trial of people in the original phase 2 trial, i.e., both people who received 
AMX0035 and placebo were then able to take AMX0035 after the trial ended. The 
results from the phase 2 trial and its extension were encouraging, but not 
overwhelming. Basically, the combination of the original phase 2 trial and its 
continuation showed slower progression and increased survival of several months 
(see Fig. 2), and delays in requiring a tracheostomy for ventilation support or 
needing hospitalization.  

 
• However, the sponsor company and its academic researchers view the specific 

magnitude of those benefits differently than the FDA views them. The data is 
complicated, and the different analytical and statistical methods that were used to 
evaluate the data produced somewhat different conclusions. ICER notes those 
complexities in its draft evidence report, but concludes that AMX005 “demonstrated 
modest benefits in slowing ALS progression during the randomized phase, as 
measured by the ALSFRS-R score, and a 5-month survival benefit with longer-term 
follow-up.”  

 
• It is important to note that despite those complexities, because of the urgent need for 

treatments for people with ALS, AMX0035 was recently conditionally approved in 
Canada. The FDA, the Canadian drug authority, patients, and clinicians are awaiting 
the results of a phase 3 trial of AMX0035, with initial results expected in 2024. 

 

https://www.amylyx.com/media/amylyx-pharmaceuticals-announces-health-canada-approval-of-albriozatm-for-the-treatment-of-als
https://www.amylyx.com/media/amylyx-pharmaceuticals-announces-health-canada-approval-of-albriozatm-for-the-treatment-of-als
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Source: Figure 2 in “Long-term survival of participants in the CENTAUR trial of sodium phenylbutyrate-
taurursodiol in amyotrophic lateral sclerosis,” Paganoni S., et al, Muscle & Nerve, 2021;63:31–39 
 
• Oral edaravone was approved by the FDA based upon studies showing that it had 

achieved the same blood levels that were achieved with IV administration, so the 
clinical effectiveness data ICER reviewed was from the original approval of the IV 
form of the drug. In its review, ICER concluded that edaravone moderately reduces 
progression of ALS in people with early-stage ALS.  
 

• Studies of both AMX0035 and edaravone show that neither one has significant side 
effects or causes adverse reactions. And because oral edaravone doesn’t require IV 
administration, the complications and adverse events that can happen with 
intravenous administration are avoided. 
 

Recommendation: Advocates for better treatments for people with ALS – and their 
families and other caregivers – should consider making the following points in their 
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written or oral comments: 
 
• First and foremost, advocates should provide their personal perspectives and 

insights about ALS – as someone who has the condition, or a friend, family member, 
or caregiver of someone who has ALS. This should include advocates’ insights about 
the importance of having new treatments, and what that means for quality of life for 
someone with ALS, as well as what that means for their family and friends. 

 
• Highlight that AMX0035 utilizes two compounds with new and different mechanisms 

of action that could provide clinical benefit, quality of life improvements, and hope to 
people with ALS. 
 

• Discuss AMX0035’s approval in Canada, and the potential that creates for access 
inequities; e.g., wealthy people in the U.S. may be able to obtain the treatment from 
Canada. 
 

• Highlight how having an oral version of edaravone makes it much easier for people 
with ALS to use since it doesn’t require undergoing IV administration and the 
logistical challenges that entails, as well as the potential adverse events that may 
arise from the IV itself. Advocates should emphasize that the availability of the oral 
form of edaravone makes access to treatment more equitable for people challenged 
by traveling or mobility issues, including people with limited resources or those who 
live in rural areas. 
 

• Explain that because ALS progresses rapidly, slowing progression early in the 
course of the disease should provide much greater benefit because it means that 
people with ALS can remain more independent and require less attention from 
caregivers and the healthcare system. 
 

• Explain that slowing progression also provides time for other new and better 
treatments to be developed. This “value of hope” is an important concept for people 
with ALS and should be a strong consideration for ICER and others evaluating new 
treatments for people with ALS. This is particularly important since there are many 
phase 2 and phase 3 trials of existing medicines and new compounds looking to find 
new and better treatment options for people with ALS – including stem cell 
therapies. Therefore, advocates should stress this value of hope and the importance 
of slowing progression of ALS – particularly for people who are early in the illness. 
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• Underscore that wider availability of new and better treatments such as AMX0035 
and oral edaravone will create greater awareness among clinicians of the importance 
of early diagnosis of ALS. That includes clinician awareness that delays in diagnosis 
are particularly harmful to patients when there are multiple treatment options for 
slowing progression of ALS.  
 

• The interaction between the availability of new and better treatments and the actual 
practice of medicine (i.e., prioritization of rapid diagnosis and treatment) is often not 
recognized by organizations like ICER and those who may use their reports, such as 
insurance companies, Medicare, and Medicaid. Advocates should reinforce the fact 
that access to new treatment options has benefits beyond the direct pharmacological 
effectiveness of the treatment, but also can positively shift the entire clinical 
approach to serious and rapidly progressive illnesses like ALS. 

 
• Some aspects of new treatments that are not captured by ICER’s quantitative 

analysis are included in a section of the draft report called “Contextual 
Considerations.” This section is intended to present issues that their advisory 
committee should consider (see Table 5.1 pasted below). Advocates should consider 
commenting on how important each of these areas are for the lives of people with 
ALS, their families and their caregivers. 
 

 
Cost Effectiveness 
• As is ICER’s typical practice, this report evaluates the two therapies using a variety of 

assumptions based upon their clinical effectiveness as it relates to changes in a 
person’s quality of life as measured by Quality Adjusted Life Years (QALYs). The 
report uses “health state utilities” based upon stages of illness. For ALS, ICER used 
the following “health state utilities” in its calculations: 
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• As noted at the beginning of this guide, ICER’s use of QALYs and health state utilities 

as the basis for its economic modeling and analysis – and making implicit as well as 
explicit recommendations about payment, coverage, and rationing of care – has 
been widely criticized because QALY calculations assume that people with less-
than-perfect health have diminished quality of life. In other words, QALYs 
discriminate against people with chronic conditions, fatal illnesses, and disabilities.  
 

• ICER’s analysis found that the clinical benefits of AMX0035 and edaravone are 
modest, which translates into lower QALYs and hence lower “cost effectiveness.” 
Specifically, ICER found that for both AMX0035 and edaravone, the cost per 
increase in QALY was very high. See table below. 

 

 
 
• These results are based on ICER’s finding that under standard care, people with ALS 

had 0.89 QALYs, while with oral edaravone that increased to 0.93, and to 1.03 with 
AMX0035. Analysts and statisticians will likely take issue with ICER’s quality-of-life 
calculations, but for advocates, it is important to note that while neither of these 
treatment options stops progression of ALS – or is a cure – they provide hope and 
for some people with ALS a slowdown in the progression of their deterioration, which 
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has very significant personal and economic value. ICER’s attempt to put a dollar 
amount on that value diminishes a patient’s worth, and because of ICER’s process, 
fails to consider the importance of the value of hope that better treatments will be 
coming in the future. Indeed, slowed progression and survival mean that people with 
ALS may be able to benefit from those future treatment options.  
 

• ICER’s draft report notes that, “There is tremendous need for new therapies for ALS, 
a disease that rapidly leads to severe disability and death in many patients. Given 
this context, pricing at the high end of – or even beyond – traditional cost-
effectiveness ranges might be considered.” However, the report then goes on to 
argue that for medicines such as AMX0035, which could be approved under the 
FDA’s accelerated approval program (which is specifically designed for rapidly 
approving new treatments for serious illnesses that don’t have good treatment 
options), policy makers should consider the treatment as being worth less, because 
it didn’t go through the regular approval process.  
 

o With this statement, ICER fails to recognize that Medicaid law prohibits 
increasing prices beyond a limited amount, so starting with a “provisional” 
price because a new medicine had been approved by the FDA under its 
accelerated approval process would essentially lock in that lower price in 
many situations and keep it undervalued indefinitely. 
 

• One aspect of ICER’s evaluation of the cost effectiveness of AMX0035 that is 
particularly troubling is this statement in the draft report: “TURSO [one of the two 
compounds in AMX0035] is the cheaper of the two components, currently available 
as a nutritional supplement, and is already used by some ALS patients. A pilot RCT 
of TURSO in 34 ALS patients found the TURSO arm had less decline in ALSFRS-R at 
54 weeks. A confirmatory multicenter RCT in Italy is underway and estimated to 
complete in 2023.” ICER’s reference to a nutritional supplement as a possible less-
expensive treatment option is very worrisome because it implies that a nutritional 
supplement could be as clinically beneficial as AMX0035 – and potentially be used 
as an economic comparator.  
 

o However, ICER’s draft report does not recognize that nutritional 
supplements are largely unregulated by the FDA and can vary dramatically 
in potency and purity. As the American Society of Health System 
Pharmacists wrote in 2019, “Evidence of variability in dietary supplement 
content has spurred efforts to standardize products. Current federal 
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regulations regarding the manufacture of dietary supplements are not 
adequate.” And further, “Lax regulation of dietary supplement 
manufacturing presents the risk of contamination or adulteration with 
harmful substances, including carcinogens, and of dangerous variability 
in active ingredient content among products” (emphasis added). 
Therefore, ICER’s suggestion that a nutritional supplement – even if it is 
the labeled as the same active ingredient as one of the components of 
AMX0035 – is somehow comparable to a medicine that would be 
approved by the FDA (and produced under the FDA’s manufacturing rules 
and regulations) is irresponsible and dangerous. 
 

• Another controversial aspect of ICER’s reports about potential new treatments is 
their “potential budget impact” section, which assumes the U.S. healthcare system is 
a monolithic single payer entity. ICER’s budget impact process asserts that in any 
year, all new medicines should not receive more than a certain amount of money in 
total – regardless of how much they benefit patients. That dollar amount is based 
upon the average total spending on medicines in prior years divided by the average 
number of new treatments the FDA had approved in recent years – which is then 
increased by U.S. GDP +1.0% per year. 
 

• Because there are so few people in the U.S. with ALS, even though the estimated 
cost of AMX0035 and oral edaravone is significant ($169,000/year for AMX0035 and 
$171,000/year for oral edaravone), ICER’s “budget impact” calculations determined 
that essentially everyone with ALS could be treated with one of those two treatment 
options over a five-year period without exceeding ICER’s budget threshold of $734 
million per year. 

 
Recommendation: Advocates for better treatments for people with ALS should 
consider making the following points in their written or oral comments: 
 
• ICER’s analytical framework that relies on QALYs is biased against people with 

debilitating conditions – and particularly against those who have very few or no good 
treatment options, such as those with ALS. Therefore, advocates should point out 
ICER’s analytical flaws, and criticize them for a process that places economics over 
people, and undervalues the lives of people with ALS. 
 

• ICER’s draft report fails to note that IV edaravone is paid for by Medicare Part B, 
while oral edaravone is covered under Medicare Part D. Therefore, while someone 
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may have been getting their IV edaravone covered by Medicare, since there is no 
requirement that Part D plans pay for oral edaravone, depending on a person’s Part 
D plan, it may or may not be covered.  
 

• In addition, ICER fails to recognize that unlike almost all private insurance, many 
people with Medicare do not have an annual out-of-pocket limit on what they are 
required to pay even for things covered by Medicare. (People in Medicare 
Advantage plans, and some with retiree or supplemental coverage will have an 
annual out-of-pocket limit.) Thus, ICER’s examination of “cost effectiveness” is only 
looking at the total “health system” costs, and not at the financial implications for real 
people. Therefore, advocates should point this out to ICER, and recommend that 
Medicare Part D and Medicare Advantage plans be required to include coverage for 
treatments for ALS (i.e., oral edaravone, and AMX0035 when it becomes available).  

 

• In addition, advocates should also state that Medicare should be changed to include 
an annual out-of-pocket limit – particularly for medicines in Part D, which is 
something that already has broad support in Congress and would provide significant 
financial protection for people with serious illnesses like ALS. 
 

• Insurance companies – including Medicare and state Medicaid programs – are 
increasingly erecting barriers to patients being able to access expensive treatments 
by creating onerous prior authorization process and establishing very high co-
payments. For people with ALS, such barriers that delay access can be the 
equivalent of a full denial of coverage. Although Medicare is now rapidly available to 
most people after they are diagnosed with ALS, it does not mean that Medicare will 
easily facilitate the availability of new treatments. Therefore, advocates could state 
that any barriers to access will be unreasonable for people with ALS, and that 
treatment options – and rapid initiation of treatment – should be a joint decision 
between a patient and their clinical team, and not impaired by insurance rules.  
 

Conclusions 
• Summarize and restate your thoughts, and highlight the dramatic clinical needs of 

people with ALS, the importance of having new treatments, and especially the value 
of hope that comes with new treatments since slower progression of ALS provides 
time for patients to avail themselves of new treatments that are being developed. 
 



 
Patients Rising Now | https://patientsrisingnow.org 

June 2022 | Treatments for Amyotrophic Lateral Sclerosis (ALS) | Page 14 of 14 

• Discuss how Canada recently approved AMX0035, and present your perspectives 
about what that means for people with ALS living in the U.S. 
 

• Since ICER will be developing a final report and having a public meeting, provide 
specific recommendations that ICER’s shouldn’t – in any way – imply or recommend 
that payers create access barriers via review requirements.  
 

• Advocates should also point out that for almost all people with ALS, Medicare is their 
insurer, and Medicare has very specific rules for coverage and how access to new 
treatments are covered or restricted. ICER’s draft report ignores the reality that 
Medicare is the primary payer for health care for people with ALS, and as such 
doesn’t explore how Medicare could impede or facilitate coverage and access for 
new treatments like AMX0035 and oral edaravone. 


