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[bookmark: deartext][bookmark: Sal]Dear Breast Cancer Now and UKCGB,
 
Re: Final Draft Guidance — Trastuzumab deruxtecan for treating HER2-low metastatic or unresectable breast cancer after chemotherapy [ID3935]
Thank you for your letter of 16 March 2024, lodging an appeal against the above Final Draft Guidance (FDG).
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, or 
· 1(b) NICE has exceeded powers;
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the point of appeal you have raised: principally whether it falls within any of the grounds of appeal, or whether further clarification is required. Only if I am satisfied that your point contains the necessary information, is arguable, and falls within any one of the grounds will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I will make my final decision as to whether your appeal should be referred to the Appeal Panel. 
Initial View
I assess your sole appeal point below. 
Before doing so I note your concerns regarding NICE's processes for applying a severity modifier.   As you acknowledge, I cannot refer these concerns to the Appeal Panel because they are within the process that is set out in the NICE Health Technology Manual 2022 (the "Manual"). Challenges against the processes set out in the Manual, as opposed to the committee’s compliance with those processes, are outside of the scope of the appeals process.
It does not appear to me that you are concerned about the Committee's application of NICE's processes in respect of the severity modifier in this appraisal.  If that is incorrect then I invite you to explain this in response to this letter and I will consider at final scrutiny.
I will in any event share a copy of your letter with NICE's executive leadership for their information and to consider as appropriate outside of the appeals process.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
[bookmark: _Hlk97737736]Appeal point 2.1: The recommendation is unreasonable in the light of the evidence submitted to NICE concerning overall survival extrapolation
I am not currently minded to refer your appeal point to an Appeal Panel.   
I understand your point to be that the Committee's preference for the EAG's approach of using a modified gamma distribution for modelling overall survival ("OS") for trastuzumab deruxtecan was unreasonable in light of (1) real-world Flatiron data, (2) comments of the clinical experts and (3) the use of a different approach (the log-logistic distribution) for modelling OS for the comparator.  I understand you consider that the log-logistic extrapolation is clinically preferable and appropriate for trastuzumab deruxtecan. 
I have considered your arguments carefully, noting the importance of this issue in that OS was one of the factors with the biggest impact on the ICER (para 3.23 of the FDG). 
I have considered the Committee's reasoning in respect of OS extrapolation as set out in the FDG.  This makes clear that the Committee understood the data (para 3.5 FDG) and the different models for extrapolating OS that were preferred by the EAG and the Company (para 3.10). 
With regard to the real-world evidence from the Flatiron study, I understand that the Company referred to this in support of using the log-logistic distribution to extrapolate OS for both treatment arms, as it considered the log-logistic distribution provided clinically plausible long-term estimates that were similar to those observed in Flatiron.[footnoteRef:1] However, the Committee understood the EAG was concerned that the log logistic distribution for trastuzumab deruxtecan predicted a survival benefit that lasted more than 10 years, which the EAG considered clinically implausible.[footnoteRef:2] The Committee agreed that this was clinically implausible because almost all people had stopped trastuzumab deruxtecan and had disease progression a long time before 10 years. This appears to me to be a reasonable concern about the use of the log logistic for trastuzumab deruxtecan.  [1:  The Company's position is explained in the FDG and the committee papers: https://www.nice.org.uk/guidance/gid-ta10813/documents/committee-papers-2 . See e.g. pages 10-11: At very high level, Flatiron was an observational study that examined survival outcomes amongst a US real-world cohort of patients.  The company presented an analysis from Flatiron in order to validate OS estimates and, in light of EAG concerns, further analysis on a subgroup of patients in the Flatiron study who were reflective of the TPC arm of the “DB-04 NHS cohort” and of NHS clinical practice (the “Flatiron NHS Cohort”).]  [2: Para 3.10 FDG. I also note the EAG discussion of OS extrapolations at pages 199-202 of the committee papers above.] 

For completeness I note your reference to NICE's commitment to "using real-world data to resolve gaps in knowledge and drive forward access to innovations for patients."[footnoteRef:3] This commitment is incorporated into NICE's processes in the Manual; it does not mean that a Committee must always prefer a modelling approach that produces results that are closest to real world evidence regardless of any good reason not to do so.   [3:  p.6 NICE strategy 2021 to 2026] 

Turning to the clinical experts, I note that they considered it difficult to provide a view on which modelling gave more plausible survival rates, particularly for 10 years,  as very few patients were alive at this point.   They nonetheless expressed a preference for using estimates for the 2 treatment arms "that are closest to the real-world Flatiron study", i.e., as I understand it, the log-logistic distribution. However, the EAG explained that the Flatiron estimates were for standard care only, not for trastuzumab deruxtecan. Again these appear to me good reasons to be cautious of the log logistic distribution for trastuzumab deruxtecan.
In light of the above, I am not persuaded that the Committee's approach was arguably unreasonable in light of the real-world evidence and/or comments of the clinical experts. 
Finally, to the extent your appeal argues it was unreasonable to use different distributions for the 2 treatment arms, I note the Committee were aware that the clinical experts expressed concerns about this and that the EAG considered it acceptable on the basis that the Company showed that the proportional hazard assumption did not hold. It seems to me that the Committee acknowledged limitations with both the log-logistic and modified-gamma distributions and gave reasonable reasons why it preferred the former for the comparator and the latter for trastuzumab deruxtecan (notably because “the company extrapolating both arms with the log-logistic assumed a survival benefit lasting more than 10 years” was viewed as not clinically plausible and "the resulting 5-year survival estimate" from the gamma distribution was "likely more realistic than the estimate from the log-logistic distribution."). I cannot see from your appeal why using different distributions for the two arms might be arguably unreasonable.
For a recommendation to be unreasonable under appeal ground 2, an appellant must demonstrate that it cannot reasonably be justified in light of the evidence presented to the committee, or that the guidance is "obviously and unarguably wrong, illogical, or 'does not add up'".[footnoteRef:4]  I am not persuaded from your appeal letter that the Committee's preference for using the modified gamma distribution to extrapolate OS for trastuzumab deruxtecan was arguably unreasonable in this sense; however, should you wish to pursue this point further I invite you to provide further argumentation and/or evidence showing why you consider the Committee's approach was unreasonable, and/or what approach you say a reasonable Committee was required to take and why, in light of the circumstances of the appraisal (e.g. given the degree of uncertainty and acknowledged limitations of the two modelling approaches. [4:  See NICE's appeal process guide https://www.nice.org.uk/process/pmg41/chapter/making-an-appeal#what-is-the-scope-of-an-appeal ] 

Conclusion 
The above sets out above my initial views on your appeal.
You are entitled to submit further clarification and/or evidence to me within the next 10 working days, and I will then give a final decision on whether to refer your appeal to an appeal panel.  
Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 11 April 2024.
Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process.  Use of additional written material is discouraged, and the panel cannot receive any new evidence.  If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 18 April 2024.  Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
I note that should you appeal progress you would be happy with a written appeal process.  As the validity of your appeal point is uncertain at initial scrutiny, I will defer deciding whether to proceed with an oral hearing or proposing that there should be a written appeal until any appeal points are confirmed at final scrutiny.[footnoteRef:5] My provisional view is that fairness would require your proposed point, if referred to appeal, to be considered at a hearing. However, I invite you to explain in your response to this letter if you would prefer the written appeal process and why.  [5:  This is in line with section 8 of NICE's Appeal Process Guide.] 

Yours sincerely
XXXXXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals & Vice Chairman
National Institute for Health and Care Excellence
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