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[bookmark: deartext][bookmark: Sal]Dear xxxxxxxxxxxxxx 
Re: Final Appraisal Document – Esketamine nasal spray for treatment-resistant depression [ID1414] (TA 10371)
Thank you for your email of 14 June 2022 sent on behalf of xxxxxxxxxxxxxxxxxxx (President, Royal College of Psychiatrists) lodging an appeal against the above Final Appraisal Document (FAD).  
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to confirm that they are at least arguably within the permitted grounds of appeal ("valid"). 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 points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information and arguably fall 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 each appeal point should be referred on to the Appeal Panel. 
Initial View
I assess each of your points in turn.  
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NICE 

Appeal point 2.1: The recommendation is unreasonable because of the committee’s approach to “Uncertainty in long term data for modelling”
You state: 
“It is unreasonable that the committee could not recommend the drug because it determined that the best available evidence on natural history were insufficiently certain to be used in modelling costs.  The available data are imperfect, but NICE routinely uses highly imperfect data in order to make extrapolations.  The committee should have been prepared to accept the degree of uncertainty and make a judgement despite this.
This decision sets a precedent which prevents any drug for treatment resistant depression, however efficacious, ever meeting the bar that has been set, because of uncertainty in the data available for modelling.
We cannot see a methodology for generating the observational data required (and the committee does not specify this).  If the heterogeneity is so great that even large claims databases cannot generate the needed data, only very long-term detailed follow-up of very large populations could generate the data required.  Even if funded tomorrow, this could not yield the results needed until at least 20 years hence.
It discriminates against patients suffering from mental disorders because long-term outcomes and trajectories are particularly heterogenous. 
The long-term effects of esketamine are described as uncertain (3.24).  However, the EMA had mandated a one year follow-up study of esketamine (SUSTAIN 2) so the long term data are better than for any other antidepressant.”
In summary, I understand your point to be that the decision not to recommend esketamine is unreasonable because the committee’s overall handling of the uncertainty and explanation thereof in the data means that it is either impossible or very difficult (requiring a 20 year “detailed follow-up of very large populations”) for any drug for treatment resistant depression (“TRD”) to be recommended. 
A valid appeal point on a limited basis: so as to assist in preparing for the appeal, this appeal point 2.1 is limited to whether it was reasonable for the committee to conclude, based on the evidence submitted to it, that esketamine could not be recommended because the ICERs are highly uncertain (see paragraphs 3.36 and 3.41 of the FAD). In particular, I expect this appeal point should explore the Committee’s rationale as to how uncertainty factored into its final decision that esketamine could not be considered a cost-effective use of NHS resources, given that company’s revised base case after the fourth committee meeting gave an incremental cost-effectiveness ratio (ICER) range below £20,000 per QALY gained for esketamine plus oral antidepressant compared with oral antidepressant alone in both treatment subgroups. For the avoidance of doubt, this point 2.1 covers the following comment in your appeal letter: “The committee should have been prepared to accept the degree of uncertainty and make a judgement despite this.” 
Regarding the other aspects of your appeal point I am not minded to refer these. I would note: 
· Regarding your first sentence of your first paragraph above, I invite you to clarify whether your core concern relates to the time horizon of the modelling and/or to the costs informed by natural history in the best supportive care section of the model. At present I am not persuaded of an arguable appeal point here.
· Regarding your second paragraph, there is no rule of precedent that a FAD must be followed. 
· Regarding your third paragraph, to the extent you are arguing that the recommendation is unreasonable because the committee does not specify a methodology for generating the observational data required, I do not consider this arguable as the committee can and must only comment on the data actually provided to it. It has no obligation to specify such methodology. In any event I note that para 3.17 of the FAD (where the committee recognised the difficulty of designing, recruiting and interpreting results from clinical trials in this disease area, and that the evidence requirements of health technology assessment may be different than the licensing requirements captured through regulatory endpoints), the committee also acknowledged that there is ongoing research and investment in this disease area by the company that could potentially address some of the uncertainties. For example, it was aware of an ongoing phase 3 clinical trial (ESCAPE-TRD), which it considered would be in a population more aligned with who would likely have esketamine in the NHS.
· Regarding your fourth paragraph I am not persuaded from your appeal letter that it is arguable that there is any such discrimination or that this renders the FAD unreasonable within ground 2. Should you wish to particularise this aspect of your appeal further I would anticipate that such a point would fall under ground 1(b).  
· Regarding your fifth paragraph, I see no arguable unlawfulness arising from the fact “the EMA had mandated a one year follow-up study of esketamine (SUSTAIN 2) so the long term data are better than for any other antidepressant.” Each appraisal is decided on its own facts and the committee is not required to consider the data sufficiently certain solely because it is “better” than the data for other similar treatments. 
Appeal point 2.2: The recommendation is unreasonable because of “Inconsistency between technology assessments in approach to extrapolating evidence to more resistant illness”
You state: 
“In assessing esketamine as a fourth line drug, the committee judged the evidence of clinical efficacy as being too uncertain, in large part because that evidence was generated in phase 3 trials of its use as a third line drug.   
However, in assessing vortioxetine as a third line drug, the committee judged evidence generated in examining its use as a second line drug as sufficient (TA367): ‘evidence from trials in the first line population was relevant to informing the relative effectiveness of vortioxetine compared with other antidepressants for second and subsequent lines of treatment’.
Further, extrapolations from a lesser evidence base than that used in the assessment of esketamine were made when in order to generate long term models in assessment of Vortioxetine as a third line drug for depression (TA 367).
The vortioxetine FAD accepted that people in stable remission would stop their antidepressant after 2 years.  This was accepted.  The esketamine submission was that 60% would stop at 2 years but was not accepted.
I understand the point that you are making and in particular that the committee appraising vortioxetine took a different approach in some respects. 
On careful consideration, I do not regard this as a valid appeal point. That is because two different committees taking different approaches does not in itself evidence unreasonableness, as (while I accept that where two committees are considering analogous facts, it is likely that, acting reasonably, they will come to analogous decisions) there is there is no rule of precedent that a previous FAD must be followed. Rather NICE must exercise discretion in its decision making, with each decision being taken on its own facts. The committee were evidently well aware of the FAD on vortioxetine[footnoteRef:1], which is referenced four times in the current FAD. [1:  https://www.nice.org.uk/guidance/ta367/resources/vortioxetine-for-treating-major-depressive-episodes-pdf-82602733813189 (published 25 November 2015)] 

I have considered the three issues you raise:
1. I understand the first aspect of your appeal point to be that the recommendation is unreasonable because the committee did not consider evidence generated in examining esketamine’s use as a third line drug as relevant to informing the relative effectiveness of esketamine for fourth line treatment. I do not consider the FAD on vortioxetine is sufficient in itself to support any arguable unreasonableness, given the committee was considering a different drug at a different point in the pathway.

2. I understand the second aspect of your point to be that the recommendation is unreasonable because “extrapolations from a lesser evidence base than that used in the assessment of esketamine were made in order to generate long term models in assessment of Vortioxetine as a third line drug for depression (TA 367).” Again you have not explained why the approach taken to appraisal of vortioxetine is sufficient in itself (bearing in mind the committee was considering a different drug at a different point in the pathway) to demonstrate unreasonableness in the esketamine appraisal. 

3. I understand the third aspect of your point to be that the recommendation is unreasonable because while the “vortioxetine FAD accepted that people in stable remission would stop their antidepressant after 2 years”, the committee did not accept the company’s submission that 60% of people whose depression was in stable remission would immediately stop treatment after 2 years. I understand the point that you are making and in particular that the Royal College of Psychiatrists’ view is that this in itself points to unreasonableness. However, paragraphs 3.29-3.30 of the FAD explain the committee’s conclusions on stopping. Paragraph 3.29 explains why the committee considered there is limited evidence on the effect of stopping esketamine for reasons other than lack of efficacy and more data for stopping treatment for reasons other than lack of efficacy was needed to justify modelling the additional stopping guidance provided by the company. Paragraph 3.30 explains why the committee concluded that in clinical practice stopping treatment may not be guided by the company criteria and could include ongoing repeated or prolonged treatment based on symptom severity, particularly for the expected population in NHS clinical practice and the 3 or more treatments subgroup. In my view the FAD is well reasoned on this point and I am not persuaded that the committee’s conclusion could amount to unreasonableness. 

For the above reasons I am not minded to refer this point to an appeal panel. 
Appeal point 2.3: The recommendation is unreasonable because of the committee “not taking smaller size of treated group into consideration”
You state: 
“The effect size of esketamine as a fourth line therapy, (ie after augmentation), is the same as it is as a third line therapy.  We accept that, by restricting the analysis to those who received the drug after 3 or more failures, the sample size was smaller and failed to reach statistical significance and was therefore more uncertain.  We also understand that the requirement that the degree of certainty needs to be higher when the total NHS spend on treatment is high.  However, the size of the group that would be treated with fourth line therapy is much smaller than that originally proposed for third line use.  We do not see that the committee took the maintained effect size and the smaller group requiring treatment into consideration.”
I understand the point that you are making is that the Royal College consider it unreasonable for the committee not to have taken into account the lesser impact on NHS budget associated with a smaller population group in respect of esketamine as a fourth line therapy. 
I note paragraph 6.2.1.4 of NICE’s Guide to the methods of technology appraisal 2013, which states: 
“The potential budget impact of the adoption of a new technology does not determine the Appraisal Committee's decision. The Committee does take account of how its advice may enable the more efficient use of available healthcare resources. In general, the Committee will want to be increasingly certain of the cost effectiveness of a technology as the impact of the adoption of the technology on NHS resources increases. Therefore, the Committee may require more robust evidence on the effectiveness and cost effectiveness of technologies that are expected to have a large impact on NHS resources.”
In my view this does not require the Committee to reach any particular single “reasonable” conclusion or take any particular single reasonable approach where the population group decreases in size during the course of an appraisal, and I can therefore see no arguable unreasonableness here. Therefore I am not minded to refer appeal point 2.3 as a valid appeal point.
However, the committee’s approach to uncertainty in the data can be explored under appeal point 2.1. 
Conclusion 
The above sets out above my initial views on all of your appeal points. 
In respect of the points that I am not yet minded to refer you are entitled to submit further clarification and/or evidence to me within the next 10 working days, no later than 5 July 2022, and I will then give a final decision on the points to put before an appeal panel.  For the points I am already content to refer on, an oral appeal will be held, which is likely to be held remotely.
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 13 July 2022.
Yours sincerely

Dr Mark Chakravarty
Lead Non-executive Director for Appeals
National Institute for Health and Care Excellence
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