June 11, 2021
Dr. Steven D. Pearson
President
Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor
Boston, MA 02109
Dear Dr. Pearson,
The Partnership to Improve Patient Care (PIPC) appreciates this opportunity to
comment on the Institute for Clinical and Economic Review’s (ICER) draft evidence
report regarding treatments for atopic dermatitis (AD). AD is a lifelong, chronic
condition with no current cure that impacts more than 9.6 million children and 16.5
million adults in the United States. It can have a huge impact on patients’ quality of life
causing severe itching and pain, which can lead to difficulty sleeping and lost
productivity. 1 It is imperative that the needs of these patients and the value treatments
bring to them are being considered in any value assessment for AD. We encourage
ICER to consider the following comments on its draft evidence report.
ICER’s model is not sensitive to or reflective of the outcomes that matter most to
patients.
In ICER’s Patient and Caregivers Perspective section of the draft evidence report, it is
clear that the primary symptom of concern for AD patients is itch. Patients express that
itch can lead to a host of additional problems including skin pain and infections, as well
as disrupting sleep and causing anxiety and depression. It is primarily through itch and
pain, that AD can have a profound impact on life activities, interpersonal relationships,
and the ability to be productive at work. Patients highlighted the need for therapies to
address itch and pain that work quickly, provide sustained relief, and are safe for longterm use.
Other than discontinuation rate, none of these aspects of importance raised by patients
was incorporated into the model. The cycle in the model was 16-weeks, so any benefit
from a therapy that resulted from a quick response as compared to a slower or delayed
response would be missed in the ICER model. Similarly, long-term data was not used in
the construction or execution of the ICER model. We would encourage ICER to rework
the model to ensure the benefit of expedient relief is captured.
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Despite the emphasis patients put on the importance of itching on their quality of life,
the ICER model is structured solely around Eczema Area and Severity Index (EASI)
score, which combines coverage, location and severity weighted equally by clinicians –
not patients. Recent studies have suggested that itch-specific measures have weak‐to‐
moderate correlations with EASI. 2 There are more sensitive resources available that do
capture a more accurate picture of the patient’s experience with itch and pain, and we
would encourage ICER to look to these for its model. For example, the model could be
built on a combination of EASI and PP-NRS or used patient itch questionnaire numerical rating scale and verbal rating scale (PIQ NRS, VRS) 3 or frequency of itch. 4
For example, ICER states that more patients achieved a ≥4-point improvement in PPNRS with upadacitinib 30 mg than dupilimumab (55% vs. 36%). 5 But since the ICER
model is based solely on response as defined by change in EASI score, upadacitinib is
considered to be ‘less effective’ than dupilimumab. Subsequently upadacitinib has
almost twice the efficacy of the comparator in terms of the one outcome that matters
most to patients but still the model shows these two treatments to at best be equal in
efficacy, and at worse, less effective than the comparator. We would highly encourage
ICER to rework its modeling to ensure it is capturing the outcomes that matter most to
patients.
ICER’s model continues to use the discriminatory Quality-Adjusted Life Year
(QALY) and relies on population averages and does not take into account patient
heterogeneity.
We would like to reiterate that the QALY innately discriminates against people with
disabilities and chronic illnesses and is an inappropriate tool for assessing value. 6 We
would encourage ICER to look to more sensitive mechanisms that do not rely on
population level averages and do a better job incorporating the outcomes that matter to
the specific patient population in question.
In addition to its reliance on the QALY, ICER compares all treatments it is assessing to
placebo or dupilimumab, under the assumption that both the index and comparator
drugs are similarly effective for each patient. This is an example of when the value
assessments only looking at the “average” patient will not reveal accurate or useful
information on actual efficacy of treatments. For many patients dupilimumab will not
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work, will stop working after treatment initiation, or will be discontinued due to side
effects. For all three of these groups, the comparison to dupilimumab is irrelevant. We
would encourage ICER to abandon its reliance on population level averages and address
the question of value from the perspective of patients who have very particular needs
from their treatments. 7
ICER’s inputs are opaque, and we would encourage more transparency.
The cost-effectiveness calculations in ICER’s model are largely driven by the choice
and application of the health utility weights within the QALY. In the past ICER has
been urged by various stakeholders to be more transparent. 8 Unfortunately, this specific
report seems to take a step backwards and is less transparent than many previous
reports, as many of its inputs are blacked out. It is very difficult for stakeholders to
make comments on data choices we cannot clearly see. We would encourage ICER to
be transparent about its choice of utilities and make a concerted effort to share more, not
less, data with stakeholders as it continues performing assessments.
ICER uses randomized clinical trial data when real world estimates of utilities for
health states, particularly for active disease, are likely to be more representative of
the population of need.
As a general rule, real-world cohort-based estimates of utilities, especially for active
disease states (non-response) will provide more accurate data than relying on
randomized clinical trial data. Clinical trials are known to recruit healthier patients than
those people who make up the real-world population of need. 9,10 There is also the
problem of the placebo effect in randomized clinical trials on patients in the comparator
arm. 11,12 Finally, patients in RCTs tend to receive far more non-treatment specific care
and attention; symptom management, and interaction with clinicians than the average
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response states are often higher for patient in randomized clinical trials than in real
world cohort studies.
Given the availability of real-world estimates of utilities, we would encourage ICER to
use this available data instead of relying on utilities from randomized clinical trials.
Literature based values for utilities have been preferred in the vast majority of AD
models produced in the last decade. 14,15,16 A recent review of studies measuring health
utility weights in AD patients showed a fairly consistent conclusion that untreated
moderate to severe AD had a fairly consistent estimate of 0.61. 17
Conclusion
PIPC echoes some of our consistent feedback in this comment letter urging ICER to be
more transparent, incorporate outcomes that truly matter to patients, and account for
patient heterogeneity.
Sincerely,

Tony Coelho
Chairman
Partnership to Improve Patient Care
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