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November 8, 2019 
 
Dr. Steven D. Pearson 
President 
Institute for Clinical and Economic Review 
Two Liberty Square, Ninth Floor 
Boston, MA 02109 
 

PIPC Submits  

Dear Dr. Pearson,  

The Partnership to Improve Patient Care (PIPC) appreciates this opportunity to comment on the 
Institute for Clinical and Economic Review (ICER) draft evidence report for treatments for 
rheumatoid arthritis.  As you know, rheumatoid arthritis (RA) is a is a severely painful disease 
that impacts 1.3 million Americans.1 Arthritis is the leading cause of disability among adults in 
the United States.2 Given the severity of the disease, and the large patient population, we urge 
you to evaluate these treatments with the perspectives of patients at the center and using 
methodologies that will improve, not inhibit, the ability of patients to access treatments that they 
need. We are hopeful that ICER will take steps to address the shortcomings of its prior reports, 
which largely omit patient input, ignore the heterogeneity of the patient population, and prioritize 
RCT data over real-world evidence.  We hope you will consider our specific concerns and 
recommendations below. 

ICER Continues to Rely on a Population Perspective Ignoring the Heterogeneity of 
Rheumatoid Arthritis Patients  

RA is a disease for which treatment is very specific to an individual, as was emphasized by many 
commenters on the original ICER report on RA in 2017.   Therefore, we urge ICER to take steps 
to more accurately capture the actual RA patient population by using a micro-simulation model 
to run a series of different patient scenarios and assess cost-effectiveness for a set of atypical 
patients. This is especially important due to the range of patient types with this disease. 
Specifically, the variation in both the severity of the symptoms and the amount of time patients 
have been managing the disease has implications for a treatment’s impact on individuals. ICER 
could then present the results as a range and highlight the importance of individual decision-
making and the key drivers of value across treatment options for different types of patients. 
Using a population average in this report likely will lead to the unintended consequence of it 
being representative of no one, rather than everyone. 

The literature is very clear that RA is a disease with significant heterogeneity, requiring that 
treatment decisions must incorporate patient-specific factors. The European League Against 
                                                 
1 Rheumatoid Arthritis Support Network. RA Facts. Accessed October 22, 2019.  
2 The Arthritis Foundation. Arthritis Facts. Accessed October 22, 2019  
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Rheumatism (EULAR) states, “Treatment decisions should be determined by patient-specific 
factors as well as disease activity.”3  The American College of Rheumatology (ACR) echoes 
this, noting, “[a]s an overarching principle, ACR guidelines note that treatment decisions should 
be made through a shared decision-making process between the clinician and patient, and that 
any treatment decision should factor in patient preference and comorbidities.”4 

Despite this overwhelming evidence of the need for treatment decisions to reflect individual 
patients and the heterogeneity among RA patients, ICER finalized its prior RA model based on 
just one homogenous population: adults in the US with severely active RA with inadequate 
response to conventional DMARDs and naïve to TIM therapy.  By contrast, we believe running 
scenarios for particular subgroups based on – at a minimum – objective measures such as 
biomarker results would be more informative to decision-makers in terms of understanding the 
variance in value across treatment strategies and the potential value of targeting based on 
predictive biomarkers. 

ICER Continues to Request Input from Patients but Neglects to Include it Meaningfully in 
Reports  

In the feedback patient and advocacy groups have already provided to ICER about what was 
most important to them in a treatment for RA, three common themes emerged.  

1. Patient experiences of the disease are very individual, and the effectiveness of different 
treatments is very specific to individuals given their disease type and associated 
comorbidities.  

2. Patients emphasized the long-term nature of the disease and encouraged a long-term 
perspective in evaluating its treatments.  

3. Patients highlighted the importance of patient-reported outcomes and went as far as to 
offer to help ICER include these outcomes in the report and model.  

Though ICER acknowledged these patient comments, it made the ultimate decision to omit them 
from the model.  

Many stakeholders commented on the heterogeneity of RA patients and provided ICER with 
detailed suggestions for how to capture this in its model. For example, the Arthritis Foundation 
suggested ICER run “scenarios for particular subgroups based on biomarker results, or other 
patient or disease characteristics.” As noted above, despite overwhelming evidence of the need to 
reflect patient specificity and heterogeneity across the syndrome, ICER finalized a model based 
on just one homogenous population: adults in the US with severely active RA with inadequate 
response to conventional DMARDs and naïve to TIM therapy.” 

                                                 
3 Smolen JS, Landewe R, Breedveld FC, et al. EULAR recommendations for the management of rheumatoid 
arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2013 update. Annals of the rheumatic 
diseases. 2014;73(3):492-509.  
4 Singh JA, Saag KG, Bridges SL, Jr., et al. 2015 American College of Rheumatology Guideline for the Treatment 
of Rheumatoid Arthritis. Arthritis Rheumatol. 2016;68(1):1-26.  
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Patients also consistently made the point that it is important to capture the long-term nature of 
RA, emphasizing that it is important to maintain a long-term perspective on treatment since 
patients’ experience and treatments can change substantially over the course of the disease. 
Though ICER acknowledged this feedback, it used a model that works on a 3-month cycle of 
effectiveness and assumed no sequencing. It simply assumed that discontinuation or treatment 
failure leads to palliative care with no chance of remission, and the base case model runs for just 
one year. This model loses all of the nuance that patients and advocates encouraged ICER to 
capture by looking at the long-term nature of the disease.  

Finally, patients and advocacy groups highlighted the extreme importance of incorporating 
disease-specific patient-reported outcomes (PROs). Global Healthy Living Foundation went so 
far as to offer a patient-reported outcomes registry of nearly 20,000 people with arthritis, which 
CreakyJoints created through funding from the Patient-Centered Outcomes Research Institute 
(PCORI). The registry, Arthritis Power, collects real world data and patient reported measures 
that can be combined with clinical and payer data to provide a picture of the real-world 
experience of RA patients. Instead of incorporating disease-specific PROs in their model, ICER 
used a Markov model built around transitions and health states designed as proxies of disease 
activity measures (specifically DAS28). Similarly, the outcomes of the model are expressed 
primarily in terms of disease response rates (ACR20, ACR50 ACR 70, and HAQ-DI). ICER’s 
model directly contradicts what the patient advocates suggested would be the most appropriate 
way to evaluate the value of new therapies for RA in practice. 

ICER Ignores Disease-Specific Patient Reported Outcomes (PROs) in Favor of Generic 
PROs that Crosswalk Easily into the QALY 

Building on the previous point about lack of inclusion of patient-specific PROs, it is important to 
remember the, often, significant differences between the disease-specific and generic PRO. The 
primary purpose of the disease-specific PRO is to maximize the sensitivity of the tool to the 
health-related quality of life of the specific patient and disease under investigation. By contrast, 
the primary purpose of the generic PRO is to compare across diseases – for which shared 
symptom relevance may be very low – and to fit into pre-configured domains for translation into 
the discriminatory QALY measure. A major problem with generic instruments is that they are 
not designed to capture areas of concern to specific patient populations. Asking patients to 
answer questions that are irrelevant is likely to alienate respondents and increase the potential for 
missing or inaccurate responses. Second, they are likely to miss issues that are a specific feature 
of the disease under study. As a result, generic scales lack the responsiveness needed to measure 
change associated with effective treatment.5 

Generic PROs are relatively dated. Most generic PROs are derived from a set developed in the 
1970s. The relative importance and the language used around domains have changed markedly 

                                                 
5 McKenna SP. Measuring patient-reported outcomes: moving beyond misplaced common sense to hard science. 
BMC medicine. 2011 Dec;9(1):86. 
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since this time. Furthermore, the generic health status instruments have not benefited from 
improvements in test construction methodology and scaling techniques.6 This is why a 
combination of disease-specific and generic tools are often recommended for RA.7 

Disease-specific tools address those aspects of outcome that are important for a particular patient 
population, achieved by responses from qualitative interviews with relevant patients and 
thorough testing of the validity of the item set with new populations of patients. These tools 
employ methods to ensure that all items actually assess the construct being measured.8, 9 
Consequently, disease-specific instruments possess greater potential for showing differences 
between competing therapies. 

ICER Continues to Prioritize Randomized Clinical Trial Data Over Real World Evidence 
(RWE) Even with the Existence of Strong RWE 

RA is a condition that has substantial, high-quality RWE. The network meta-analysis used to 
quantify absolute treatment effects in this study is still limited to trial data even though the vast 
majority of agents being evaluated have been in use for years and are captured in available RWE. 
There have been a number of studies built around the use of real world evidence both in RA 
more generally10 and in the evaluation of JAK inhibitors as a class more specifically.11 There are 
even examples of where RWE has been incorporated into network meta-analyses for RA.12 Other 
studies confirm how important RWE is in the evaluation of treatment in RA patients.  The 
populations studied by RA RCTs are often very different than those populations of RA patients 
in the real world. RCT populations tend to be younger, tend to have had the disease for less time 
and have had fewer alternative treatments than patients in the real world.13  

                                                 
6 Ware Jr JE, Sherbourne CD. The MOS 36-item short-form health survey (SF-36): I. Conceptual framework and 
item selection. Medical care. 1992 Jun 1:473-83. 
7 Lubeck DP. Patient-reported outcomes and their role in the assessment of rheumatoid arthritis. 
Pharmacoeconomics. 2004 Sep 1;22(1):27-38. 
8 Gilworth G, Chamberlain MA, Bhakta B, Haskard D, Silman A, Tennant A. Development of the BD-QoL: a 
quality of life measure specific to Behcet's disease. The Journal of Rheumatology. 2004 May 1;31(5):931-7. 
9 Keenan AM, Mckenna SP, Doward LC, Conaghan PG, Emery P, Tennant A. Development and validation of a 
needs‐based quality of life instrument for osteoarthritis. Arthritis Care & Research: Official Journal of the American 
College of Rheumatology. 2008 Jun 15;59(6):841-8. 
10 Svedbom A, Storck C, Kachroo S, Govoni M, Khalifa A. Persistence with golimumab in immune-mediated 
rheumatic diseases: a systematic review of real-world evidence in rheumatoid arthritis, axial spondyloarthritis, and 
psoriatic arthritis. Patient preference and adherence. 2017;11:719. 
11 Caporali R, Zavaglia D. Real-world experience with tofacitinib for treatment of rheumatoid arthritis. Clin Exp 
Rheumatol. 2018 Aug 29. 
12 Jenkins DA, Martina R, Dequen P, Bujkiewicz S, Abrams K. The Added Value of Real-World Evidence to 
Connect Disconnected Networks for Network Meta-Analysis: A Case Study in Rheumatoid Arthritis. Value in 
Health. 2016 Nov 1;19(7):A393. 
13 Kilcher G, Hummel N, Didden EM, Egger M, Reichenbach S, GetReal Work Package 4. Rheumatoid arthritis 
patients treated in trial and real world settings: comparison of randomized trials with registries. Rheumatology. 2017 
Nov 14;57(2):354-69. 
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Multiple parties have been encouraging the greater use of RWE in cost effectiveness modeling 
including a host of prominent health economists,14 the Food and Drug Administration,15 and 
ICER’s lodestar, NICE.16 These groups have all echoed the point that real world evidence is far 
more likely to generate results that are relevant to true practice and real world effectiveness than 
trial data alone, yet ICER continues – even in this instance – to undertake evidence meta-
analyses only from trial data.  

Use of Utility Data Derived from Heath Assessment Questionnaire Scores Leads to a 
Dilution of Effects of Treatment  

The use of utility data derived from Health Assessment Questionnaire (HAQ) scores, which in 
themselves are derived from changes in disease response rate, indicates a greater risk of dilution 
of effects in over-translation across sets of outcomes. The more steps of translation there are, the 
more loss of variance in samples can lead to underestimation of the effects of treatments. The 
choice may have been understandable in a context of limited use of patient reported outcomes in 
RA treatment trials, but there is significant available data of this type.   

Another concern is the use of the Wailoo et al (2008)17 algorithm for translating HAQ to utilities, 
and not those developed more recently in Hernandez et al (2012).18 Multiple publications have 
highlighted that the latter is more accurate and has been used in more recent models.19 Looking 
at figure 2 in Hernandez et al (2013), the EQ-5D slope in the naïve linear model is less steep than 
both observed data and the mixture model which implies that the conversion algorithm used in 
the ICER model is likely to underestimate the positive impacts of treatment. 

An additional concern with the HAQ translation is how it is used to generate estimates of 
mortality probability. The ICER model concentrates on the relationship between levels of HAQ 
and mortality but there is evidence that levels of change in HAQ from baseline decreases the 
probability of mortality.20 Exclusion of this factor may underestimate the value of successful 
treatment in the ICER model. 

                                                 
14 Sanders GD, Neumann PJ, Basu A, Brock DW, Feeny D, Krahn M, Kuntz KM, Meltzer DO, Owens DK, Prosser 
LA, Salomon JA. Recommendations for conduct, methodological practices, and reporting of cost-effectiveness 
analyses: second panel on cost-effectiveness in health and medicine. Jama. 2016 Sep 13;316(10):1093-103. 
15 https://www.fda.gov/science-research/science-and-research-special-topics/real-world-evidence 
16 https://www.nice.org.uk/process/pmg20/resources/developing-nice-guidelines-the-manual-pdf-72286708700869 
17 Wailoo AJ, Bansback N, Brennan A, Michaud K, Nixon RM, Wolfe F. Biologic drugs for rheumatoid arthritis in 
the medicare program: a cost‐effectiveness analysis. Arthritis & Rheumatism. 2008;58(4):939-946. 
18 Hernandez Alava M, Wailoo AJ, Ara R. Tails from the peak district: adjusted limited dependent variable mixture 
models of EQ-5D health state utility values. Value Health 2012;15:550 61. 
19 Stevenson MD, Wailoo AJ, Tosh JC, Hernandez-Alava M, Gibson LA, Stevens JW, Archer RJ, Simpson EL, 
Hock ES, Young A, Scott DL. The cost-effectiveness of sequences of biological disease-modifying antirheumatic 
drug treatment in England for patients with rheumatoid arthritis who can tolerate methotrexate. The Journal of 
rheumatology. 2017 Jul 1;44(7):973-80. 
20 Michaud K, Vera-Llonch M, Oster G. Mortality risk by functional status and health-related quality of life in patients 
with rheumatoid arthritis. J Rheumatol. 2012 Jan;39(1):54-9. 

https://www.fda.gov/science-research/science-and-research-special-topics/real-world-evidence
https://www.nice.org.uk/process/pmg20/resources/developing-nice-guidelines-the-manual-pdf-72286708700869
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Conclusion 

ICER continues to rely on traditional QALY-based methods that are not suited to the 
incorporation of real-world evidence and patient perspectives, demonstrated in the lack of 
incorporation of patient feedback into ICER’s models. We urge ICER to follow the lead of 
organizations that are building patient-centered models for clinical and cost effectiveness that are 
better suited to incorporating disease-specific patient reported outcomes, heterogeneity within 
patient populations, and preference to RWE over RCT data where available.  

 

Sincerely,  

 

Tony Coelho 

Chairman, Partnership to Improve Patient Care  

 

 

 

                                                 
 


