Joint appeal: The UK Breast Cancer Group and Breast Cancer Now 


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

19th March 2024

Dear Dr Chakravarty,
Trastuzumab deruxtecan for treating HER2-low metastatic or unresectable breast cancer after chemotherapy [ID3935 TA10813]
The UK Breast Cancer Group (UKBCG) and Breast Cancer Now are appealing against the final draft guidance highlighted above which was published on 5 March 2024. We were extremely disappointed by the decision to not recommend life-extending treatment trastuzumab deruxtecan in the HER2-low metastatic breast cancer setting.

In just two weeks since the NICE decision was announced 140,000 people have signed Breast Cancer Now’s Enhertu Emergency petition showing the strength of feeling regarding this decision. 

Having reviewed the draft guidance committee papers in detail, our view as the UK Breast Cancer Group representing breast oncologists and Breast Cancer Now the UK’s leading breast cancer charity is that we will be appealing on Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE. 

We would also like to put in writing our significant concerns regarding the application of the severity modifier. Whilst we recognise this is not an appeal point due to its current application being set out within the ‘2022 NICE health technology evaluations: the manual’, we remain concerned about the impact it has had on this appraisal and may potentially have on other new drugs licensed in the metastatic breast cancer setting. Previously, trastuzumab deruxtecan would have met the end-of-life criteria and we are concerned that the new severity modifier does not recognise the severity of a condition such as incurable metastatic breast cancer. 

Whilst we recognise the different methods and processes used by NICE and the Scottish Medicines Consortium (SMC), the fact remains that this treatment was able to approved and seen as cost-effective in Scotland in December 2023. It is critical that NICE carry out an urgent review of the severity modifier and its application. 
[bookmark: _Hlk97737736]Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE concerning overall survival extrapolation 

The survival data extrapolation is an imprecise science and clinical experts can only suggest plausibility. In the final draft guidance, it is noted that the company provided clinically plausible long-term estimates that were aligned with clinical opinion and similar to those observed in the real-world Flatiron study. The UKBCG concur with the company view regarding clinical fit and that Flatiron data is the best real world estimates we have and should be used to inform decision-making. Therefore, we feel this remains a contested point that needs further exploration and suggest this is re-looked at. 
 
We recognise that both log logistics and gamma are plausible overall survival extrapolations but we believe log logistic is clinically preferable and is the appropriate one to use in this appraisal. We would welcome clarity on the scientific rationale to suggest different model fits for TPC and trastuzumab deruxtecan in this particular case. 

The clinical expert during the NICE committee suggested use of Flatiron data which was not supported by the committee. NICE’s strategy 2021-2026 sets out that it wants to use real-world data to resolve gaps in knowledge drive forward access to innovations for patients. Given the uncertainty in this case – as there is a lack of long-term outcomes data for standard of care in the new HER2-low breast cancer classification – we believe the use of real-world evidence provides important supplementary information and should be used to inform decision-making. The extrapolation graphs and further company analyses of cohorts of Flatiron are redacted so we cannot comment further but we do feel a statistical review is warranted and that further clinical opinion should be sought.
Concluding statement 
We believe the decision to not recommend trastuzumab deruxtecan must be reconsidered. We would be happy with a written appeal process. We look forward to receiving your response. 

Your sincerely
The UK Breast Cancer Group and Breast Cancer Now
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