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13th September 2022
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,
Final Appraisal Document – Tafasitamab with lenalidomide for treating relapsed or refractory diffuse large B-cell lymphoma [ID3795]
Lymphoma Action hereby gives notice to the National Institute for Health and Care Excellence (henceforth referred to as NICE) that it would like to appeal against the Final Appraisal Document (FAD) of Tafasitamab with lenalidomide for treating relapsed or refractory diffuse large B-cell lymphoma [ID3795] on the following grounds:
· Ground 1(a) NICE has failed to act fairly

· Ground two: The recommendation is unreasonable in the light of the evidence submitted to NICE
Lymphoma Action is a registered charity in England and Wales (1068395) and in Scotland (SC045850). A company limited by guarantee registered in England and Wales (number 03518755). 

Ground 1a: NICE has failed to act fairly 
1(a).
The decision for Tafasitamab with lenalidomide for treating relapsed or refractory diffuse large B-cell lymphoma [ID3795] has not explained why it has not followed the same decision process as the Polatuzumab vedotin R/R DLBCL appraisal for end of life

Lymphoma Action submits that the process was unfair in the appraisal of tafasitamab with lenalidomide for treating relapsed or refractory diffuse large B-cell lymphoma [ID3795], by failing to sufficiently explain why it favoured mean survival estimates (over median survival) when applying the end of life criteria.
Previous NICE appeals have accepted that using the median average of life expectancy to define “normal” is more appropriate than using the mean average for relapsed or refractory (R/R) diffuse large B-cell lymphoma (DLBCL) (e.g. Polatuzumab vedotin with rituximab and bendamustine for treating relapsed or refractory diffuse large B-cell lymphoma [TA649]). In this appraisal, the committee relied on median survival estimates when determining that Polatuzumab vedotin met the criteria for end of life.
As set out by the NICE appeal panel (in relation to Inotuzumab ozogamicin for treating relapsed or refractory B-cell acute lymphoblastic [TA541]), whilst committees are not bound to accept or use the assumptions of another technology appraisal committee and indeed the committees have the freedom to individually come to independent conclusions, it is: 

“incumbent on the later appraisal committee to explicitly clarify why they have chosen assumptions different from assumptions used (and accepted) for the same population by a previous committee” (paragraph 49).
We submit that the committee have not sufficiently explained why it differed from previous NICE committee decisions when they favoured mean survival estimates over median survival estimates for end of life on this occasion for R/R DLBCL, and that their failure to do so was unfair, and that as a result it did not give consultees (including Lymphoma Action) sufficient opportunity to rebut these unreasonable assumptions.
Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE

2.1
End of Life
The committee concluded that tafasitamab with lenalidomide does not meet the end of life criteria, because end of life criterion 1 (“short-life”) was not met. We submit this decision was unreasonable on the basis of the evidence submitted.

NICE have stated that people on standard treatment for relapsed or refractory diffuse large B-cell lymphoma normally live for longer than 2 years, so tafasitamab plus lenalidomide does not currently meet the “short-life” criterion for end of life. However, this is a substantial overestimate for patients with R/R DLBCL not eligible for transplant. This is based off a ‘mean’ average rather than a median. We submit that a median survival estimate is the only appropriate option in this setting. 

The NICE methods guide does not require that ‘normal’ life expectancy should be derived from a mean average and in fact previous appraisals for R/R DLBCL have used median survival (e.g. Polatuzumab vedotin with rituximab and bendamustine for treating relapsed or refractory diffuse large B-cell lymphoma [TA649]). 

There are several reasons why median survival is more appropriate for determining what is normal in this setting:

1. From the FAD, estimates of the percentage of patients alive at 24 months from the company’s base case model (34%), the ERG’s base case model (44%) and Sehn et al. (2022) (38%). As such, the majority will not normally be alive at 24 months.
2. Clinical experts agreed that normal survival expectations are significantly below 24 months with pola-BR in the UK. Clinicians commented that if clinical trial evidence is discussed with their patients, they state the median values and give life expectancies in months because they do not feel that a mean value is representative for normal survival in this instance. 
3. Furthermore, evidence presented to the NICE committee showed pola-BR survival is even lower than previously observed in GO29365 for TA649, with median survival estimated between 10.2 months (Northend 2022) and 12.4 months (Sehn 2022). 
From this evidence, we therefore submit that it was not possible for the committee to reasonably conclude that someone with R/R DLBCL would ‘normally’ be alive 24 months later in this setting and that the committee have erred by choosing mean survival estimates over median survival estimates which are clearly more appropriate to reflect the ‘normal’ clinical experience of patients in this setting. As such, we submit that the recommendation is unreasonable in light of the evidence submitted to NICE. 
Conclusion
For the reasons listed above, we believe that the appraisal of Tafasitamab with lenalidomide for treating relapsed or refractory diffuse large B-cell lymphoma [ID3795] was both unfair and unreasonable. It is on this basis that we wish to appeal the FAD. We urge you to make Tafasitamab with lenalidomide available to all of those who could benefit from it. 

Yours Sincerely,

Lymphoma Action
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