


4 July 2024
Dr Mark Chakravarty
Lead non-executive director for appeals 
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,

[bookmark: _Hlk170288119]Appeal against the final appraisal determination for isatuximab with pomalidomide and dexamethasone for treating relapsed and refractory myeloma [Review of TA658] [ID4067]

Introduction 

Myeloma UK and the UK Myeloma Society are appealing against the recent decision by NICE not to recommend isatuximab with pomalidomide and dexamethasone (IsaPD) for treating relapsed and refractory, as set out in the Final Draft Guidance document ID4067.
We are appealing this decision because it is unfair and unreasonable and will lead to hundreds of myeloma patients missing out on this highly effective, well-tolerated treatment that has been the standard of care in England for the last four years. 
Myeloma is a complex and very individual cancer. It is incurable, and whilst treatable, it will inevitably return. The heterogeneous and evolving nature of myeloma means it cannot be treated with a single treatment. Specific treatments work well for some patients but not for others. Patients need options.
This decision prevents patients from accessing an anti-CD38 monoclonal antibody later in the treatment pathway. As a result, many patients will miss out on a class of treatment that could work the best for them. Patients in the UK have been able to access this treatment since 2019 after it was approved via the Early Access Medicines Scheme and later through the Cancer Drugs Fund. It is actively prescribed by the clinical community because it is a highly effective treatment that they have wealth of experience delivering and managing. It is also well-tolerated by patients, with 86% of patients treated with IsaPD rating their overall experience as positive or very positive.

Appeal points

There are several points on which we base this appeal, covering the following grounds:

· Ground 1a – NICE has failed to act fairly
· Ground 2 – The recommendation is unreasonable in light of the evidence submitted.

Examining these in greater detail:

Ground 1a: In making the assessment that preceded the recommendation, NICE has failed to act fairly.
1a.1: NICE has failed to act fairly by its inconsistent evaluation of the effectiveness of daratumumab. 
In 2022, NICE appraised the use of daratumumab monotherapy for relapsed and refractory myeloma (TA783). In appraisal, TA783, the company and the External Assessment Group (EAG) used Systemic Anti-Cancer Therapy (SACT) data collected whilst daratumumab monotherapy was available via the Cancer Drugs Fund to measure the effectiveness and value of the treatment. The company and the EAG (BMJ Group) used the Weibull distribution to model the overall survival estimate. 
Daratumumab monotherapy is one of the comparators for IsaPD and the company used the data and the model from TA783 in the base case to assess the relative effectiveness of daratumumab compared to IsaPD. However, despite the fact there was no new data, the EAG disagreed with this approach and chose to generate a new model, using a RCS log-normal 2-knot distribution. 
We believe this shows an inconsistent and unfair approach to assessing the effectiveness and value of daratumumab monotherapy in the two appraisals. 
In TA783, several different extrapolation models for daratumumab were considered. The Weibull curve, which was one of the curves chosen by the company for the model base case, was selected in view of its clinical plausibility. This can be seen from page 66 of the EAG report prepared by BMJ Group report, which states: “The company chose a Weibull curve to model OS KM data from SACT. Even though the Weibull curve had the second worst AIC and BIC statistics, it did visually provide the most clinically plausible tails. Given that the Weibull model did not (visually) provide a bad fit to the KM OS data, the ERG agrees with the use of this curve, as it provides the most plausible, and conservative long‐term extrapolation of survival.”
There were no concerns expressed in the Final Appraisal Document about the validity of the data or the modelling.  On the contrary, the committee stated in section 3.11, “The committee noted that [the company’s] model was similar to previous models used for multiple myeloma and agreed that it was appropriate to capture the natural history of the disease. The ERG was satisfied that the model structure was suitable for estimating the cost-effectiveness of daratumumab compared with pomalidomide plus dexamethasone. The committee concluded that the model structure is acceptable and closely matched its preferred assumptions from the original appraisal.” 
However, in ID4067, a different EAG (ScHARR) produced an alternative model. The data used to generate the model had not been updated, and there was no clinical reason why the validity of the original model would have changed. To justify the new model, the committee has said as follows (Final Draft Guidance, section 3.11): “The EAG explained that in TA783 daratumumab was being appraised, so it was reasonable to use a conservative distribution because there was a risk of recommending a treatment that was not cost-effective. It is considered that in this appraisal, where daratumumab is a comparator, the best-fitting distribution should be used."
There are at least three difficulties with this explanation.
First, as the BMJ Group report that we have referred to above makes clear, the EAG in TA783 did not prefer the Weibull distribution simply because it was “conservative”: the EAG also considered the Weibull distribution to be “the most plausible”.
Second, the suggestion that it is appropriate to change the basis of the modelling decision – from conservatism (in TA783) to best statistical fit (in ID4067) – does not appear to find support in NICE’s process and methods guidance, NICE health technology evaluations: the manual (PMG36, the Manual). Section 4.6.18 of the Manual states, “Models used for cost-utility analyses should be informed by knowledge of the natural history of the disease and checked for clinical plausibility.” Section 4.6.25 of the Manual further states, “When comparing alternative models for extrapolating time-to-event data, the clinical plausibility of their underlying hazard functions should routinely be assessed.” As we have noted above, there was no new data in ID4067 to cast doubt on the clinical plausibility of the extrapolation model used in TA783 to capture the effectiveness of daratumumab monotherapy. We can see no evidence of the committee or the EAG in ID4067 having considered the extrapolation model used in TA783 and found it no longer to be clinically plausible.
Third, this statement underlines that NICE has chosen to use two different approaches to its evaluation of the effectiveness of the same treatment for the same condition, daratumumab monotherapy for relapsed and refractory multiple myeloma. This inconsistency gives rise to a risk that the effectiveness of daratumumab has been relatively understated in TA783 and is now being relatively overstated in ID4067. This, in turn, increases the risk of not recommending an effective treatment that has already extended and improved the lives of hundreds of myeloma patients.
We submit that this approach was inconsistent and unfair.
1a.2: NICE has acted unfairly by neglecting to consider the significant impact that the 2022 update of the NICE methods and processes had on this appraisal.
We submit that NICE acted unfairly by not mitigating the disproportionate impact the 2022 publication of the Manual had on this appraisal.
There were 20 treatments in the Cancer Drugs Fund (CDF) when NICE published the new methods and process guideline PMG36. Of these 20 treatments, IsaPD was the only combination treatment that previously qualified for the End-of-Life modifier. It was also the only treatment in the CDF, at the time of the change, which was combined with a drug that had been assessed under the old methods and process guideline (PMG19). 
The consequence is that the change in NICE’s appraisal methods has had a very significant, and disproportionate, effect on this particular appraisal: it has made it impossible for IsaPD to be found to be cost-effective. Section 3.17 of the Final Draft Guidance notes the company’s submission that “challenges in demonstrating the cost-effectiveness of combination treatments meant isatuximab plus pomalidomide and dexamethasone was unlikely to be cost-effective even if it was offered for free” (emphasis added). 

This unfairness is further compounded by the fact that both of the comparator treatments, daratumumab monotherapy and pomalidomide with dexamethasone (PD), qualified for the End-of-Life modifier at the time of their appraisals. Given the average age of fourth-line myeloma patients, it is unlikely that either treatment would have qualified for the equivalent 1.7 severity rating if appraised today, so it is unclear whether either would now be considered cost-effective. 

As a result, fourth-line myeloma patients have been disproportionately and unfairly impacted by the methods update. 

Ground 2: The recommendation is unreasonable in light of the evidence submitted.
2.1: NICE’s conclusion that the EAG’s (new) extrapolation approach for daratumumab was the most appropriate is unreasonable. 
In Ground 1a.1, we submitted that NICE acted unfairly when evaluating the effectiveness of daratumumab in appraisal ID4067 using a different extrapolation model to that used in TA783. We submit that the approach used in ID4067 to evaluate the effectiveness of daratumumab was not only unfair but also unreasonable.
As we have explained above, the Weibull model was considered the most clinically plausible model in TA783, and we are not aware of any evidence to refute this conclusion on clinical plausibility having been presented during this appraisal. The committee’s decision to dismiss the Weibull model, in favour of the lognormal 2-knot model, means that NICE has taken an inconsistent approach to the evaluation of the effectiveness of the same treatment for the same condition in the two appraisals. 
It is irrational to treat similar cases differently without an objective justification for doing so. We accept that different EAGs and committees will sometimes adopt different approaches but it makes no sense to do so where the underlying data and other considerations are unchanged. In the circumstances, we submit that the committee acted unreasonably in changing the preferred model for evaluating the effectiveness of daratumumab. The effect of this unreasonable change in approach has been to increase the risk of a negative recommendation for a treatment that has already proven effective for hundreds of myeloma patients.
2.2: NICE’s decision to appraise this treatment without considering the significant impact the 2022 update of the NICE methods and processes had on this appraisal is unreasonable.
 In Ground 1a.2, we submitted that NICE acted unfairly by neglecting to consider the significant impact that the 2022 update of the NICE methods and processes has had on this appraisal. It was clear from the start of this appraisal that it would be effectively impossible for IsaPD to be found to be cost-effective, given the change in the modifier and the high cost of pomalidomide alone: as noted above, the company has observed that the additional isatuximab would likely not be considered cost-effective, even if were offered free.
We believe it was unreasonable for NICE to appraise IsaPD without taking any steps to address the challenges in determining cost-effectiveness caused by its methods and process update. It was clearly irrational to assess the cost-effectiveness of a drug in circumstances where there was no attempt to make allowances for the unique situation; no recognition of the unfair basis on which IsaPD was being appraised relative to the comparators; and in effect, the outcome was a foregone conclusion.
We submit this it was particularly irrational, in the circumstances, for NICE not to use the non-reference base cases submitted by the company in its decision-making.

2.3: NICE’s conclusion that “the data from ICARIA-MM provided a more robust estimate of relative effect than the naïve SACT data comparison” is unreasonable.
We submit that the committee’s decision to dismiss the naïve SACT data comparison is flawed and unreasonable.
The SACT data comes from NHS England. The data best reflects how well the treatments work in UK clinical practice. Outputs from the data will naturally take into account the heterogeneous and dynamic nature of the UK myeloma patient experience. The data represents the people getting fourth-line treatment on the NHS and captures the range of ages, fitness and previous and current treatments used in the UK. No adjustments are needed to match UK clinical practice. The data reflects the true overall survival benefit the treatments deliver in the real world. Despite these strengths, section 3.5 of the Final Draft Guidance outlines various reasons why the EAG and the committee chose to dismiss the naïve SACT data in favour of ICARIA-MM. 
We submit that the reasons given in section 3.5 overstate significantly the drawbacks of the naïve SACT data comparison. Indeed, several of them are demonstrably flawed. In particular:
· One reason for dismissing the naïve SACT data comparison was that the data was collected from different sources and over different periods, which may cause important unmeasured differences in the populations, which could favour isatuximab. However, we believe that these differences could have favoured pomalidomide. For example, the IsaPD SACT data was mainly collected during the pandemic, which will have impacted the overall survival (OS) and treatment duration estimates for this treatment. During the first wave of the pandemic, doses were missed, dosing intervals were extended and, in some cases, isatuximab use was suspended with IsaPD patients continuing on PD alone to reduce the footfall in hospitals. Whilst the face validity of the overall survival curves generated from the pomalidomide SACT data was scrutinised the OS curves from the IsaPD were not.  
· Another reason the committee gave for dismissing the SACT data was that the patient population in the PD dataset might be older and frailer than the patient population in the IsaPD dataset (“clinical advice to the EAG was that people would need to be fitter to have isatuximab”). We believe this assumption is unreasonable in light of the evidence presented. The baseline data for the SACT data sets was presented in Table 6, section 1.2.1 of the ‘Additional evidence: SACT data for pomalidomide’ document submitted by the company indicates that median age and ECOG status of patients in the IsaPD SACT dataset and the 4th line plus SACT data set were comparable. There is, therefore, no foundation for the assumption that there would be significant differences in age or fitness of the PD and IsaPD populations.
· A further reason for dismissing the SACT comparison was the early survival benefit observed in the naïve SACT comparison. However, the same trend was seen within the overall survival data from the ICARIA-MM trial. Therefore, we submit that it is plausible that an early survival benefit would also be observed in the SACT comparisons. This is further supported by the significant differences in response rates observed in the trial. Patients who do not have a good response to treatment have poor outcomes. This is particularly true for multiply relapsed myeloma patients due to the high disease burden and having limited options beyond fourth-line treatments.  Therefore, early OS events in this population are possible.
Overall, there are confounding factors and uncertainty in both the ICARIA-MM and the naïve SACT data. And whilst the clinical experts stated that the SACT data underestimated the effect of pomalidomide they also stated that the ICARIA-MM data overestimated the effect of pomalidomide. In the committee meeting, the clinical experts  said that the true effect of pomalidomide lay somewhere between the two datasets. 
We believe that the committee was therefore unreasonable in giving essentially no weight to the naïve SACT data comparison and instead focusing exclusively on the ICARI-MM data. There was no sound reason to discard one of the two data sources in this way. Instead, the committee should have considered the relative effectiveness of the two treatments, IsaPD and PD, taking into account all of the relevant data, rather than focusing on individual OS curves. 

2.4: NICE’s conclusion that “the same utility values should be used for each treatment arm” is unreasonable.

We submit that it was unreasonable simply to use the same utility values for all treatment arms when there was specific quality-of-life (QoL) data from the ICARIA-MM trial for IsaPD and PD, which could - and should - have been used to determine the utility values. 
The QoL data from the trial was collected using a validated method, EQ-5D-5L. The data collected in ICARIA-MM was cross-walked to EQ-5D-3L values using the mapping function developed by the NICE DSU using the Policy Research Unit in Economic Evaluation of Health and Care Interventions (EEPRU) dataset, as recommended by NICE in its updated methods guide. 
The committee accepted this approach to the utility values in the original appraisal of IsaPD (TA658). There is no evidence that the data, or the analysis, is flawed or biased. Finally, in relation to the points made by the committee in section 3.12 of the Final Draft Guidance about “other factors that may lead to negative utility with isatuximab” (such as it being triplet therapy, and it requiring regular hospital visits for intravenous infusion), there is no reason to think that these potential negative effects would not have been captured adequately by the data collected from the trial.
In short, there was appropriately-collected and appropriately-mapped data on utility values available to NICE, that had been collected through an open-label randomised trial, that the committee chose not to use without good reason. We submit that the decision to use the same utility values for each treatment arm was unreasonable.
Conclusion
For the reasons listed above, we believe that the appraisal of IsaPD is both unfair and unreasonable. It is on this basis that we wish to appeal the FDG, via an oral appeal.
We urge you to make isatuximab in combination available to all those who could benefit from it.
Yours Sincerely,
XXXXXXXXXXXXX
XXXXXXXXXXXXX
Director of Research and Advocacy, Myeloma UK

XXXXXXXXXXXX
XXXXXXXXXXXX
Chair of the UK Myeloma Society




