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

Dear Dr Chakravarty,

Re: Final draft guidance (‘FDG’) for ID1615: Fenfluramine for treating seizures associated with Lennox–Gastaut syndrome (‘LGS’) in people 2 years and over

Executive summary
UCB’s appeal is based on the following grounds:

· Ground 1(a).1: NICE’s refusal of UCB’s request for technical engagement before the first meeting of the Appraisal Committee was procedurally unfair and has prejudiced the conduct of the appraisal.
· Ground 1(a).2: In the circumstances of this appraisal, including the lack of technical engagement, the multiple unresolved issues and the change in approach between ACM1 and ACM2, a third meeting of the Appraisal Committee should have been scheduled prior to issue of Final Draft Guidance.
· Ground 1(a).3: Standard of Care (SoC) alone does not reflect NHS clinical practice and is not an appropriate comparator for fenfluramine.
· Ground 1(a).4: NICE’s approach to the use of ITT LOCF data versus clinical trial state occupancy data in order to compare fenfluramine + SoC with CBD + CLB + SoC, is procedurally unfair and inconsistent with the approach followed in the appraisal of CBD for the same indication (TA615).
· Ground 1(a).5: The absence of any indication of the Committee’s preferred assumptions at the Draft Guidance stage and the lack of clear explanation of how
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the Committee had taken into account the status of LGS as a rare disease, substantially prejudiced UCB’s ability to offer a discount that would meet the Committee’s expectations of cost-effectiveness.
· Ground 1(a).6: The requirement for UCB to produce new analyses and for substantive disclosure of important material from the EAG immediately before ACM2 did not allow adequate time for consideration and was inconsistent with a fair procedure.
· Ground 2.1: The Committee’s preference for a naïve comparison between the trials instead of an indirect treatment comparison of ITT data was unreasonable.
· Ground 2.2: The Committee’s conclusions in relation to the waning of the treatment effects associated with fenfluramine and cannabidiol are inconsistent with the available evidence and with the approach followed in previous appraisals.
· Ground 2.3: NICE’s conclusion that it should assume no treatment wastage between fenfluramine and cannabidiol is inconsistent with the available evidence and therefore unreasonable



Introduction

Details of Lennox-Gestaut syndrome and its treatment, including use of fenfluramine is provided in UCB’s original submission to NICE dated 23 August 2023. A limited summary is provided below but does not replace the greater detail provided in the more lengthy submission.
Lennox-Gastaut syndrome

Lennox-Gestaut syndrome (LGS) is a severe, rare epilepsy syndrome with childhood onset. It is characterised by a high frequency of multiple types of highly resistant seizures, and cognitive deterioration with behavioural disturbances. Most commonly, patients with LGS experience frequent, dangerous, and debilitating drop seizures, which may result in falls, serious injury, pain, hospitalisation and death. Patients are highly heterogeneous in relation to the type and frequency of the seizures they experience and accordingly receive a wide range of different types of treatment.



LGS is highly burdensome to the health and social care system due to frequent seizures and difficult management. The significant impact of LGS results in profound detrimental impact on the quality of life (QoL) of caregivers and a patient's families as well as on the patient themselves.

NICE Guideline NG217 recommends initial therapy for patients with LGS with sodium valproate, followed by lamotrigine as add-on or monotherapy. Seizure reduction on such regimens is often inadequate and therefore third line therapy is often given to patients as standard of care (SoC). Cannabidiol was recommended in 2019 by NICE (TA615) as a new adjunctive therapy to be tried in combination with clobazam in case of continued SoC treatment resistance, however, many patients still remain uncontrolled.

Fenfluramine


Fenfluramine is a serotonin releasing agent, acting on multiple 5-HT receptor sub- types to trigger the release of serotonin. It may reduce seizures by acting as an agonist at specific serotonin receptors in the brain and also by acting on the sigma-1 receptor.

The effectiveness of fenfluramine for the treatment of seizures associated with Lennox-Gastaut syndrome in patients 2 to 35 years of age was evaluated in a 14 week randomized, double-blind, placebo-controlled study (Study 4 Part 1) conducted in 176 patients. The results of Study 4 Part 1 showed that median percent change from baseline (reduction) in the frequency of drop seizures per 28 days was significantly greater for the fenfluramine 0.7 mg/kg/day group compared with the placebo group. A reduction in drop seizures was observed within 2 weeks of initiating treatment with fenfluramine, and the effect remained consistent over the 14-week treatment period. Patients who completed Study 4 Part 1 could participate in Part 2, an open-label, 52-week, flexible-dose extension study (the OLE). to assess long-term safety and tolerability

Fenfluramine was first authorised in the UK on 18 December 2020. It is indicated for the treatment of seizures associated with Dravet syndrome and Lennox-Gastaut syndrome as an add-on therapy to other anti-epileptic medicines for patients 2 years of age and older.



Procedural history of the appraisal



	16th May 2023
	Decision problem form submitted to NICE

	24th May 2023
	Decision problem meeting with NICE

	15th June 2023
	Participation and confidentiality agreement form sent to NICE

	29th June 2023
	Expert nomination form sent to NICE (Rhys Thomas, Helen Cross accepted as HCP representatives)

	8th August 2023
	Company submission to NICE

	23rd August 2023
	Revised submission docs sent to NICE at NICE’s request (updated some references End Note/RIS files, updated modifier applied to QALYs instead of threshold, updated confidentiality marking

	31st August 2023
	UCB receives clarification letter/questions
UCB are given a deadline of 14th September to respond to the clarification questions

	4th September 2023
	Clarification letter meeting between NICE, External Assessment Group (EAG) and UCB
Notification of this meeting came 2nd August 2023 with a response deadline to confirm clarification meeting date by 7th August 2023

	14th September 2023
	UCB submit response to clarification questions from EAG

	1st November 2023
	UCB notified NICE of factual inaccuracies or errors and confidentiality marking in the EAG report

This request was sent to UCB on 24th October 2023 with a deadline of 1st November 2023. In this email NICE confirmed the applicability of the severity modifier at the 1.7 level. It included the severity modifier applied to SoC

	1st November 2023
	UCB contacts NICE to request technical engagement. NICE responds stating that it does not believe technical engagement would make a material difference to decision-
making at the first Appraisal Committee Meeting (ACM1) and
would result in delay of at least two months

	15th December 2023
	Model markov traces sent to NICE following request on 8th December 2023

	21st December 2023
	Committee meeting papers ahead of ACM1 shared by NICE





	
	

	4th January 2024
	Additional analyses prepared by the EAG are disclosed to
UCB and shared with the Committee. These additional scenarios contained comparisons vs SoC alone.

	11th January 2024
	First meeting of the Appraisal Committee ('ACM1’)

	18th January 2024
	UCB informed of negative recommendation following ACM1

	24th January 2024
	UCB were invited to comment on the draft guidance

	31st January 2024
	Draft Guidance published on NICE website
“Fenfluramine is not recommended, within its marketing authorisation, for treating seizures associated with Lennox- Gastaut syndrome (LGS) as an add-on to other antiseizure medicines for people 2 years and over”
SoC alone listed as one of the comparators in Draft Guidance, but no reasoning provided

	31st January 2024
	UCB request meeting with NICE to discuss issues including how an imputation analysis for cycles 2-5 could be conducted: “UCB wish to request to have a discussion with members of the NICE team to go over ways that this could be performed if possible”

	13th February 2024
	Meeting between UCB and members of the NICE project team

	21st February 2024
	UCB and other consultees and commentators submit responses to consultation on Draft Guidance.

	29th February 2024
	Company submit requested addendum with model data clarifications

	29th February 2024
	Committee papers sent to UCB ahead of ACM2 including:
· EAG critique of company response to the Draft Guidance
· Comments from consultees, commentator, and experts on the Draft Guidance

	1st March 2024
	At 5pm Chair of Appraisal Committee asks UCB to provide analysis comparing fenfluramine with SoC alone, by 1pm on 4 March 2024 (i.e. half a working day later)

	4th March 2024
	UCB provided analysis comparing fenfluramine with SoC alone, but stating that SoC alone is not an appropriate comparison





	4th March 2024
	Updated EAG base case also provided to UCB with comparisons vs CBD as well as SoC alone. EAG does not identify preferred assumptions.

	5th March 2024
	Committee slides sent to UCB ahead of ACM2

	6th March 2024
	ACM2

	13th March 2024
	UCB notified of negative ACM2 outcome




GROUNDS OF APPEAL


1. GROUND 1(a): IN MAKING THE ASSESSMENT THAT PRECEDED THE RECOMMENDATION, NICE HAS FAILED TO ACT FAIRLY
· Ground 1(a).1: NICE’s refusal of UCB’s request for technical engagement before the first meeting of the Appraisal Committee was procedurally unfair and has prejudiced the conduct of the appraisal.
1. NICE’s Guide to the Processes of Technology Appraisal provided for technical engagement between the NICE technical team and the company, stating at paragraph 3.3.16:
“The purpose of the technical engagement is to seek views on the judgements made by the technical team and to allow the company to consider how it could mitigate the remaining uncertainties in the case for clinical and cost effectiveness in the evidence base. ”
2. NICE’s current Manual does not provide for the routine incorporation of technical engagement, but states:
“5.7.1 After receiving the external assessment report, NICE will assess the evidence submissions and external assessment report and make a decision on how the appraisal will progress. At this stage an appraisal can:
…….
· continue as a single technology appraisal and progress to technical engagement before committee preparation
……
5.7.2 Technical engagement will only be included if NICE considers that it is appropriate, helpful and proportionate, taking into account whether the technical engagement process is likely to resolve key issues before the committee meeting.
5.7.3 If technical engagement is included, timelines will be amended to allow for engagement time with stakeholders”.




3. The purpose of technical engagement remains unchanged from that described in the Guide to the Processes of Technology Appraisal and it continues to provide an important mechanism to address uncertainty in the clinical and cost effectiveness analyses.
4. The current appraisal of fenfluramine is associated with substantial challenges in view of the rarity of LGS, the heterogeneous nature of the condition and the range of therapies currently used to treat it. All of these factors increase the likelihood of uncertainty in relation to the appraisal outcomes.
5. Following receipt of the EAG report for fenfluramine, it became clear that, while UCB had attempted to address certain key issues through the clarification process, key issues remained outstanding and continued to be raised as concerns by the EAG. In circumstances where it was plainly necessary for such matters to be resolved before the appraisal could reasonably progress, UCB contacted NICE on 1st November 2023 to request technical engagement on the following central issues:
5.1.1. The selected comparator
5.1.2. Agreed dosing for fenfluramine and cannabidiol
5.1.3. Agreeing efficacy assumptions
UCB received a response from NICE that same day which stated “We have considered the potential benefit of technical engagement and do not believe it would make a material difference to the decision-making at the first committee meeting. Furthermore, it would delay the first committee meeting by a minimum of 2 months”. Such a delay to ACM1 would have been accepted by UCB, given the complexities of the appraisal and the importance of resolving key issues.
6. On 17th November 2023 NICE emailed UCB referring to paragraph 5.7.2 of NICE’s Manual and stating “we do not believe these criteria have been met. The table below provides a rationale for the specific points you’ve highlighted. Consequently, we will be proceeding directly to the committee meeting in January without a technical engagement step”.



	Issue
	Steps taken to resolve issue
	Committee decision needed
	Is TE required to resolve this?

	Most appropriate comparator
	· EAG requested at clarification stage
· Company provided justification why it did not wish to do so
	To judge what the most appropriate comparators are
	No





	Dosing for fenfluramine and cannabidiol
	Fenfluramine
N/A- company lowered base case maintenance dose at clarification stage and provided rationale
	To assess the appropriate maintenance doses for
fenfluramine and cannabidiol
	No - clinical expert opinion can be sought at committee meeting

	
	Cannabidiol
· EAG requested rationale for maintenance dose at clarification stage
· Company provided rationale for higher dose
	
	Additional clinical evidence can be provided for committee consideration, if required, following ACM1 (if DG is released following ACM1)

	Efficacy assumptions- extrapolation of fenfluramine treatment effect
	· EAG requested rationale for assumptions relating to extrapolation of treatment effect for fenfluramine for cycles 5-9.
· Company provided rationale why it considered the
assumptions plausible
	To judge the most suitable assumptions related to the extrapolation of treatment effect for fenfluramine for cycles 5-9
	No

Longer term data can be provided if available and required following ACM1 (if DG is released following ACM1)



7. The impression created by the email correspondence was that the principal driver for NICE’s decision to refuse technical engagement was the potential impact on the timelines rather than whether technical engagement was desirable in the context of a challenging appraisal to resolve key issues before ACM1. Nevertheless following the email of 17th November, UCB had little alternative but to accept NICE’s decision and proceed to ACM1, without the requested technical engagement.
8. However the decision by NICE to refuse technical engagement was unfair and inconsistent with its published procedures:
8.1. NICE applied an incorrect test when considering whether to progress to technical engagement in November 2023. In this context, paragraph 5.7.2 of the Manual requires NICE to take into account “whether the technical engagement process is likely to resolve key issues before the committee meeting” [emphasis added], however there is no indication that NICE gave any consideration to that issue but instead focussed on whether issues could be resolved at and after the committee meeting.
8.2. In addition, the tabulation provided by NICE refers to the clarification stage as a “steps taken to resolve issue”, without considering whether the explanations provided by UCB had been accepted by the EAG or, if not, whether technical engagement with NICE would be likely to achieve resolution.



8.3. The reason for technical engagement, namely “to allow the company to consider how it could mitigate the remaining uncertainties in the case for clinical and cost effectiveness in the evidence base” is particularly strong in the case of health technologies such as fenfluramine, indicated for a rare and heterogeneous disease, in circumstances where comparators are uncertain and data are limited. However there is no indication that NICE took these factors into account when considering whether UCB’s request should be granted.
9. The lack of technical engagement and delay in resolution of key issues in this appraisal until ACM1 or ACM2 (some issues remain unresolved) meant that committee time was used to consider these matters, rather than to focus upon a successful outcome to the appraisal, with the result that two ACMs were insufficient to conclude the appraisal. This situation is illustrated by the following examples:
9.1. The slides presented at ACM1 included at slides 8 and 9, 14 “key issues”, which comprised various aspects of the three specific topics which UCB had specifically identified for technical engagement in its email of 10 November 2023.
9.2. Even by the time of ACM2, the slides presented included at slide 6, 5 remaining “key issues” including three issues (efficacy assumptions for fenfluramine and CBD as well as dosing assumptions), which were topics identified by UCB for the requested technical engagement before ACM1.
10. In summary therefore, this was a case where it was clear from the outset that uncertainty would be an issue and that technical engagement would be likely to result in earlier resolution of such matters and therefore to assist in the efficient progress of the appraisal, There is no indication that NICE considered this situation when reaching its decision on technical engagement and the reasons given for refusing UCB’s request do not reflect the requirements of NICE’s Manual. In these circumstances the refusal by NICE to agree to technical engagement, resulting in there being inadequate time to address such matters in the context of two meetings of the Appraisal Committee was procedurally unfair.
· Ground 1(a).2: In the circumstances of this appraisal, including the lack of technical engagement, the multiple unresolved issues and the change in approach between ACM1 and ACM2, a third meeting of the Appraisal Committee should have been scheduled prior to issue of Final Draft Guidance.
11. NICE’s Manual does not limit the number of meetings of the Appraisal Committee that may be held before Final Draft Guidance (FDG) is issued and there is no procedural or other reason why the number of meetings should be limited to two. In fact there are multiple examples of appraisals where three or more meetings of the committee have been required in order to consider new data or otherwise as a matter of fairness.



12. In view of the history of this appraisal, UCB strongly believes that a third meeting of the Appraisal Committee should have been scheduled to ensure that fenfluramine was fairly considered. This is due to the effect of the following matters considered both individually and cumulatively:
12.1. The indication for use of fenfluramine considered in this appraisal is a rare disease with a heterogeneous patient population; this inevitably results in challenges in the clinical investigation and economic modelling which are likely to require more extensive consideration by the Committee
12.2. The absence of technical engagement increases the likelihood that a third meeting of the Appraisal Committee will be required in order to address issues arising from uncertainty in the assumptions relied upon for the Committee’s conclusions
12.3. While UCB made every effort to engage with NICE, multiple key issues raised in Draft Guidance were unresolved following ACM2, including those set out in the table below:
Summary of actions to address uncertainties raised in Draft Guidance

	Uncertainties during ACM1
	Steps taken at ACM2 to address
	Uncertainty resolved?

	Appropriate comparators
	2 days before the meeting the committee requested UCB to perform analysis vs SoC alone. Here UCB again highlighted SoC alone is not appropriate but provided the analysis for transparency. During ACM2 clinicians were not directly asked questions to comment on in any detail what is reflective of clinical practice, specifically where FFA should be positioned and compared against in light of the
new request to focus on SoC alone
	No. The committee maintained that SoC is a appropriate comparison to make and mentioned it as ‘resolved’ in ACM2 committee slides, however this remains unresolved from UCB and clinical expert opinion

	Appropriateness of model structure based on relative reduction
in drop seizures
	N/A model structure was determined as acceptable following ACM1
	Yes

	Extrapolation of fenfluramine treatment effect
	UCB proposed a maintained treatment effect for extrapolation (cycle 6 onwards), which was agreed by the committee and EAG. However, uncertainty in the approach for determining efficacy in cycles 2-5 was not discussed until ACM2. UCB proposed analysis based on the ITT population, which was thought to be preferable based on Draft Guidance stating “The committee considered that it would prefer the
ITT
	Yes, for assumption extrapolation of treatment effect, but no for the appropriate methods to compare efficacy for cycles 2-5 (OLE).
UCB were not given an opportunity to rectify this following ACM2 and this is said to be and
unresolved





	
	population to be used”, however state occupancies remained the preference despite ITT LOCF
population data being accepted in CBD’s appraisal in LGS (TA615).
	uncertainty within the FDG.

	Utility values: uncertainty in modelling of patient
and caregiver HRQoL
	Agreed to be uncertain but acceptable for decision making
	Yes

	Application of severity modifier to caregiver QALYs
	Severity modifier applied to patients only (not patients and carers). UCB compromisingly agreed it should not apply to carers.
	No, although the application of the modifier to patients only was agreed. However, this modifier works against FFA if CBD is assumed to be superior, and therefore goes against the notion of having a modifier to
support companies in the first instance.

	Maintenance doses of fenfluramine and cannabidiol
	Additional evidence was provided for the average dose of fenfluramine and supporting commentary for the appropriate dose of cannabidiol. 0.416 mg/kg/day was agreed for FFA and
between 12-16 mg/kg/day for CBD
	Yes

	Modelling institutionalisation (impact of institutionalisation on caregiver HRQoL and inclusion of institutionalisation
costs
	UCB accepted committees’ assumptions
	Yes

	Treatment waning
	Was not discussed in detail during ACM1 (slide was in the appendix section). However, was discussed as a major issue in ACM2. UCB provided evidence on why the assumptions of the committee of applying waning to 100% of patients is incorrect and goes against clinical opinion during ACM2. However, waning remained
to be applied to 100% of patients as per the FDG
	No, waning assumptions need to be revisited in- line with HCP feedback and clinical evidence

	Treatment wastage
	All 3 clinical experts raised wastage to be an issue in ACM1. UCB were asked to provide
scenarios on wastage and did so
	No, assumptions need to be revisited in-line with HCP
feedback





	
	as per the committees request (assuming equal wastage, and scenarios with more wastage for CBD). There is no statistical evidence or clinical papers that comment on wastage of FFA vs CBD. Therefore, UCB had to make assumptions following clinical experts mentioning at least 1 bottle of CBD is dropped per year vs 0 for FFA. However, this was ignored in
the FDG due to uncertainty in the only evidence available.
	




12.4. At least one of the unresolved issues identified in the table above relates to the extrapolation of the treatment effect for fenfluramine and the change in position of the Committee between ACM1 and ACM2. Based on the wording of the Draft Guidance, UCB reasonably understood that an ITT analysis was preferred by the Committee and that, in those circumstances other analyses were not needed. However at ACM2 it became clear that the Committee wished to consider other options. A third ACM would have permitted UCB opportunity to submit the additional analyses.
12.5. Additional analyses were requested from UCB immediately before ACM2 with inadequate time for fair preparation (in one case a mere half a working day) and disclosure of key material was provided to UCB by NICE the day before ACM2. A third meeting of the Appraisal Committee would have allowed adequate time for consideration of this material by both the Committee and UCB before FDG was issued.
13. Following ACM2, UCB contacted NICE to ask that a third meeting of the Appraisal Committee should be scheduled to allow for further consideration of draft guidance and resolution of key issues. This request was refused.
13.1. UCB was told by email on 25 March 2024, that a third Appraisal Committee meeting would deviate from ‘published processes’; this is incorrect as explained above
13.2. No other reason for refusing a third meeting was provided.
14. In summary, the appraisal of fenfluramine in LGS is a complex assessment in a rare and complex disease associated with multiple uncertainties. In the absence of technical engagement to attempt to resolve at least some of these before ACM1 and in the context of the key issues unresolved after ACM2, together with late submission of analyses and disclosure at ACM2, fairness required that a third meeting be scheduled. NICE has provided no explanation for declining to schedule a third meeting save an incorrect assertion that this is not consistent with NICE’s published processes.



· Ground 1(a).3: Standard of Care (SoC) alone does not reflect NHS clinical practice and is not an appropriate comparator for fenfluramine.
15. Comparison of fenfluramine with SoC alone is inappropriate; treatment with SoC alone does not reflect NHS practice and is therefore inappropriate as a comparator. While the Scope for this appraisal lists SoC as a comparator, this was despite UCB’s response to the draft scope:
“fenfluramine is expected to be used as an add-on treatment following failure of combinations of any of the standard of care treatments listed apart from cannabidiol plus clobazam. Fenfluramine is expected to be provided as an alternative treatment option to cannabidiol plus clobazam (as per fenfluramine’s EMA Orphan Maintenance Assessment Report Jan 2023).”
16. The following evidence was available to the Committee in the context of its consideration of SoC alone as a comparator:
16.1. The question of comparators was considered at ACM1 and in the subsequent Draft Guidance as follows:
16.1.1. During ACM1 (as per public committee slide 16) the clinical experts were asked to identify the appropriate comparator for FFA. All experts identified the appropriate comparator as CBD+CLB, however this was not reflected in the Draft Guidance.
16.1.2. Paragraph 1.2 of the Draft Guidance stated
“People with LGS are offered a range of antiseizure medicines that collectively make up standard care. If this does not control their seizures, other treatments can be introduced, including cannabidiol plus clobazam.”
It is clear from this wording that CBD plus CLB is considered after all medicines that make up standard of care have already been tried. This is the same line of proposed positioning as FFA, which should therefore be compared with CBD and not with SoC therapies that have already been unsuccessful.
16.1.3. UCB’s submission is referenced at paragraph 3.3 of the Draft Guidance:
“The company highlighted the refractory nature of LGS and the heterogeneity of the treatment population. It noted that it is therefore not clinically or statistically meaningful to compare fenfluramine plus SC with individual or specific combinations of antiseizure medications (ASMs), except cannabidiol plus clobazam plus SC. It added that cannabidiol plus clobazam plus SC is the only treatment with sufficient trial data to permit a robust comparison”



16.1.4. However, despite the evidence at paragraph 16.1.1 -16.1.3 above, the Committee concluded at paragraph 3.3 of the Draft Guidance that SoC was an appropriate comparator:
“It also concluded that cannabidiol plus clobazam plus SC and SC alone are appropriate comparators”. No evidence was identified by the Committee to support its conclusion that SoC alone is an appropriate comparator.
16.2. UCB were asked to submit revised analyse comparing fenfluramine with SoC alone two days before ACM2, on 4 March 2024. UCB submitted the requested analyses but emphasised that CBD + CLB + SoC alone should be the only comparator
“Using SoC as a comparator is also against the proposed positioning of Fenfluaramine in Lennox-Gastuat syndrome as a third-line add-on therapy, in line with the positioning of cannabidiol plus clobazam (TA615)”,
16.3. During ACM2 the Committee raised the question whether CBD and SoC alone were both appropriate comparators. There was no reference to UCB’s statement that only CBD + CBZ should be considered as a comparator and UCB were not invited to comment on this issue.
16.4. Following ACM2, paragraph 3.3 of the FDG continues to refer to SoC alone as an appropriate comparator, even though this conflicts with the views of clinical experts and UCB. It is unclear whether the Committee intends that SoC should be viewed as a comparator only for those patients who are unable to receive CBD +CBZ; if so, this should be made clear in the document. If the Committee intends that SoC alone should be viewed as a comparator for all third line LGS patients, the Committee must identify the evidence relied upon for this conclusion, given that it has not relied upon the evidence from the clinical experts.
17. To the extent that the Committee intends to say that SoC alone should be a comparator only in relation to those patients who are unable to receive CBD + CBZ, there is limited if any data available in relation to the characteristics of such patients. Furthermore the data for use of SoC therapies was, as recognised by the Committee, generated many years ago and is therefore likely to be unreliable. Paragraph 3.3 of the FDG states:
“The committee acknowledged that most of the studies for these treatments [SoC therapies] were conducted over 20 years ago and so do not reflect current clinical practice. Because of this and the heterogeneity in the treatment population, it accepted that any comparisons with these treatments may not be robust and clinically meaningful.”
In these circumstances, any comparison with SoC alone will be unreliable given the heterogeneity in the treatment population they themselves have highlighted and the potential unreliability of the available data.



18. The FDG additionally misrepresents statements and positioning by UCB in relation to the comparator issue, including:
18.1. Paragraph 3.3: “The committee recalled that the company included SoC alone as a comparator in its submission based on its proposed positioning. It considered that it did not see anything in response to the draft guidance consultation that altered its conclusions about the appropriate comparators from the first committee meeting”. It is incorrect that UCB included SoC alone as a comparator within the submission. In fact, in the submission, it was stated that “Fenfluramine is therefore anticipated to be used as a later-line adjunctive therapy following treatment failure with other standard ASMs, like the positioning of cannabidiol” (Page 5, Doc A). The comparison with SoC alone was only provided within scenario analysis for transparency.
19. In summary, NICE appears to be requiring UCB to demonstrate the cost effectiveness of fenfluramine relative to SoC alone, despite the clear and consistent evidence from clinical experts that this is not a valid approach, in circumstances where the available data for SoC alone are outdated and unreliable and no new clinical trial data may ethically be obtained. The effect of such an approach is to exclude fenfluramine as an alternative treatment option to CBD and to protect use of SoC despite the lack of reliable supporting data. This is patently unfair to patients and to UCB and the potential outcome is frankly perverse.
· Ground 1(a).4: NICE’s approach to the use of ITT LOCF data versus clinical trial state occupancy data in order to compare fenfluramine + SoC with CBD + CLB + SoC, is procedurally unfair and inconsistent with the approach followed in the appraisal of CBD for the same indication (TA615).
20. At paragraph 3.12 of the FDG, the Committee rejects the modelling approach used by UCB to compare the effects of fenfluramine with cannabidiol during cycles 2 to 5, which used the ITT populations from the OLE studies for fenfluramine and for cannabidiol, using a last observation carried forward (LOCF) methodology to impute data for the patients who dropped out/ were lost to follow up. Instead the Committee preferred the EAG’s approach, which used Study 1601 state occupancy data for both products, as the basis for decision making:
“[The Committee] concluded that it would use the OLE treated- population data for modelling treatment effect for cycles 2 to 5 as a basis for decision making, despite its limitations”.
21. This conclusion represents a change in the Committee’s conclusions from those expressed in the Draft Guidance, in which the Committee stated its preference for use of the ITT population rather than state occupancies to assess the relative treatment effects of fenfluramine and cannabidiol (paragraph 3.10)



“The committee considered that it would prefer the ITT population to be used, and that if only the treated population was used then this could result in bias”.
22. The change in the approach preferred by the Committee has prejudiced UCB.
22.1. In response to the Draft Guidance, UCB identified the ITT LOCF population for the CBD + CLB + SoC OLE study and conducted the same analysis for FFA + SoC to match these data. However, this approach was rejected in the FDG. The Committee stated at paragraph 3.6:
“The Committee stated that the analysis could be subject to bias but that the direction of bias was unclear. This is because of the difference in drop-out rates between the cannabidiol and fenfluramine OLE studies and because the LOCF assumes that data is missing at random”.
22.2. The Committee also criticised UCB for focussing on the ITT population stating
“ The Committee noted that the company had not done the imputation analyses that it had requested at the first committee meeting…..”, even though the Draft Guidance had stated explicitly that an ITT methodology was preferred and UCB understood that the other analyses discussed at ACM1 were required only if ITT data could not be obtained.
22.3. UCB does not seek to argue that the Committee is precluded from changing its mind. However the lack of clarity regarding the expectations of UCB following Draft Guidance is unfair and has clearly resulted in substantial prejudice to the company in the context of this appraisal.
23. The methodology submitted by UCB in response to the Draft Guidance (ITT population using the LOCF method) was accepted as the basis for guidance for cannabidiol for LGS in TA615. The TA615 committee papers state
“Analyses were repeated using inclusion of a last observation carried forward (LOCF) step. Analyses were descriptive, and no formal hypothesis testing was conducted”.
No reasons were provided in the current appraisal to justify a different approach to the data than that used in TA615, even though the patient population is the same and the appraisal faces the same challenges in terms of a rare disease with a heterogeneous patient population. In the absence of adequate justification for a different approach fairness requires consistency in terms of methodology and decision-making
· Ground 1(a).5: The absence of indications of the Committee’s preferred assumptions at the Draft Guidance stage and the lack of clear explanation of how the Committee had taken into account the status of LGS as a rare disease, substantially prejudiced UCB’s ability to offer a discount that would meet the Committee’s expectations of cost-effectiveness.



24. NICE’s Manual provides that patient access schemes (PAS), involving discounts on price, may be offered at various times during the appraisal process with the intention of achieving cost effectiveness and therefore a positive recommendation for NHS use. Paragraph 5.9.18 of the Manual envisages that PAS may be offered by a company in the original submission, at technical engagement, following Draft Guidance or once guidance has been finalised.
25. In the context of the current appraisal however, UCB was not in a position to propose any discount either at technical engagement (which did not take place) or following Draft Guidance, due to lack of clarity in relation to the Committee’s conclusions following ACM1.
25.1. While the Committee recognised that LGS is a rare disease, the focus of the Committee on the uncertainty of data suggested that the implications of disease rarity and the heterogeneous nature of the condition, had not been adequately taken into account by the Committee when reaching its conclusions, impacting the overall fairness of the Draft Guidance.
25.2. In relation to cost effectiveness the Draft Guidance stated:
“the committee noted that the cost-effectiveness estimates with its preferred assumptions would likely be above the range NICE normally considers to be an acceptable use of NHS resources”
25.3. However despite indicating that the Committee had identified its preferred assumptions, these were not stated in the Draft Guidance. In particular, the Draft Guidance did not define the Committee’s preferred methodology for modelling treatment waning, maintenance doses of fenfluramine and cannabidiol, medicine wastage or modelling care giver quality of life.
25.4. The assumptions accepted by the Committee for these elements all have a material effect on the cost effectiveness of fenfluramine and, in the absence of transparency from the Committee, UCB could not sensibly propose a patient access scheme. ”.
26. Even after issue of the FDG certain key assumptions which have substantially determined the cost-effectiveness estimates remain unclear.
· Ground 1(a).6: The requirement for UCB to produce new analyses and for substantive disclosure of important material from the EAG immediately before ACM2 did not allow adequate time for consideration and was inconsistent with a fair procedure
27. On the 29th of February 2024 (4 working days before ACM2) UCB were provided with the EAG’s detailed critique of UCB’s response to the Draft Guidance. This did not include the EAG’s preferred assumptions and/or resulting ICERs and was therefore difficult to interpret.
28. On 4th March 2024 (only 2 days before ACM2), UCB were provided with the EAG’s updated base case. However the EAG’s preferred assumptions were



still not provided, precluding adequate understanding by UCB. No explanation was provided for this late disclosure or for the failure to disclose the EAG’s preferred assumptions which would have assisted interpretation of this information by UCB. There was plainly inadequate time for consideration of this new material before ACM2 on 6 March 2024, prejudicing UCB’s participation in the process.
29. Secondly, UCB was asked to perform additional analyses comparing fenfluramine against SoC alone with only half a working day to prepare such analyses, prior to submission on 4 March 2024, less than 2 days before ACM2. UCB had to guess what preferred assumptions should be and therefore submitted analyses prepared rapidly and with little knowledge of the impact this would have on the submission outcome. This requirement was clearly unfair. Furthermore, the fact that the analyses were submitted less than 2 days before ACM2 meant that there was limited time for adequate consideration of these data by the Committee and this again results in unfairness to UCB.
30. It is a fundamental aspect of a fair procedure, that stakeholders should be given adequate time to prepare submissions and adequate time to consider materials prior to consideration. The timelines for generation and disclosure of documents prior to ACM2 wholly failed to meet this basic requirement of fairness with the result that UCB had inadequate time to prepare the submission provided on 4th March and inadequate time to consider the disclosure on 29th February and 5th March, prejudicing its ability to participate in ACM2.


2. GROUND 2: THE COMMITTEE’S APPROACH TO THE ASSESSMENT OF CLINICAL AND PATIENT EXPERT EVIDENCE WAS UNREASONABLE
· Ground 2.1: The Committee’s preference for a naïve comparison between the trials instead of an indirect treatment comparison of ITT data was unreasonable
31. Following ACM1 and the Draft Guidance, in which the Committee expressed a preference for a comparison of ITT data in the clinical trials of fenfluramine and cannabidiol, UCB conducted an indirect treatment comparison (ITC) to compare the long-term efficacy of FFA + SoC to CBD + CLB + SoC and submitted this to NICE in response to consultation with a full report of the analysis on 21st February 2024. This approach was also discussed with the NICE team on a separate call after ACM1 and ahead of ACM2.
32. However following ACM2, the Committee rejected the ITC analysis and “concluded that it would use the OLE treated-population data for modelling treatment effect for cycles 2 to 5 as a basis for decision making, despite its limitations” (paragraph 3.12 FDG). The Committee’s reasons included the following (together with UCB’s response):



32.1. “Cannabidiol alone rather than cannabidiol plus clobazam was included as a comparator in the OLE NMA” (paragraph 3.7)
32.1.1. However cannabidiol plus clobazam was not used in the OLE treated population either, as data for the combination are not available.
32.2. “The purpose of a placebo arm is to determine the true effect of an intervention. Potential changes in the placebo response during the trials, for example because of changes in the participants’ beliefs or the natural history of a disease, were not accounted for. This is a potential source of bias” (paragraph 3.7)
32.2.1. The criticism raised by the Committee at paragraph 3.7 of the FDG was taken from the EAG’s critique of the ITC submitted by UCB in response to consultation on Draft Guidance. The EAG’s critique was disclosed to UCB only 4 working days before ACM2, giving UCB no opportunity to address the issue. Had time permitted, UCB would have investigated and attempted to address any potential bias arising from potential changes in the placebo response.
32.3. “Clinical heterogeneity between the populations does not appear to have been properly investigated and meta-regressions (a statistical method to adjust for differences between trials in key characteristics) was not used.” (paragraph 3.7)
32.3.1. This is not a valid reason to prefer a naïve comparison which, in contrast to an ITC, makes no attempt to adjust for differences between the trial populations or methodologies.
33. The NICE manual does not state that naïve comparisons should be favoured over ITCs if there are uncertainties within the ITC, or remaining assumptions that can be mitigated.. Section 6.2.9 of the Manual states: “Alternative methods, such as meta-analysis and indirect comparisons (including, for example, observational studies with a comparator drawn from the population through a matching-adjusted indirect comparison) may be considered when an RCT was not possible. The methods used to do the analysis must be rigorous and transparent.”.
34. While the Committee noted that a naïve comparison using the treated populations from the OLR studies may be subject to bias, it focussed on the criticisms of the ITC identified by the EAG (which lack merit as stated above) without considering the to the larger uncertainty of the naïve comparison.
35. Ultimately the committee has agreed that FFA is worse vs CBD based on an analysis showing only a -0.09 loss in QALYs as shown in committee 2 papers. NICE have not considered or allowed UCB to argue equal efficacy (the middle point between UCBs proposition and the EAGs analysis)
36. Equal efficacy was raised as a point during ACM1 but it was not considered or mentioned in committee papers
37. In summary, an ITC is a more robust and therefore preferred way to compare data from different trials. In this case however the Committee has made a



number of criticisms of the ITC (most of which are invalid) and, while recognising that a naïve comparison may be associated with bias has failed to consider the potential impact of such biases or to assess which methodology is likely to be associated with greater certainty. This is unreasonable.
· Ground 2.2: The Committee’s conclusions in relation to the waning of the treatment effects associated with fenfluramine and cannabidiol are inconsistent with the available evidence and with the approach followed in previous appraisals.
38. At paragraph 3.14 of the FDG, the Committee concludes:
“….it preferred to calculate treatment waning transition probabilities by assuming that 100% of people (rather than 5.2%) who experienced treatment waning in the last three months of the Study 1601 OLE, would experience treatment waning from cycle 10 onwards. This translated to observed percentages of 11.14% and 9.22% of people experiencing treatment waning in model cycle 10 for fenfluramine plus SC and cannabidiol plus clobazepam plus SC, respectively”.
39. This conclusion is arbitrary and unreasonable: it is unexplained, it is not consistent with the available evidence for waning of treatment effect with fenfluramine and adopts a different approach to that followed in TA615.
40. The issue of waning of treatment effect was not a discussion topic during ACM1, However the draft Guidance requested (paragraph 3.12) “additional scenarios exploring different proportions of people experiencing waning” and a “scenario with 10% of people per year discontinuing treatment as explored in TA615”. UCB provided both of these analyses.
41. UCB’s assessment of treatment waning was based on the proportion of people stopping treatment in the last three months of the Study 1601 OLE, namely 5.2%. As a conservative approach and in the absence of specific data, the same waning in treatment effect was applied to CBD. This assessment of treatment waning was further supported by an observational study (Polega et al 2022).
42. A critique of the analyses submitted by UCB was prepared by the EAG and disclosed to consultees on 29th of February 2024.
42.1. The critique stated: “UK clinical experts could not define the proportion of patients experiencing waning in either treatment arm and that they consider it conservative to assuming equal waning in both arms”.
42.2. The EAG indicated “It is unclear to the EAG what the true percentage of treatment waning should be and whether assuming equal waning in both arms is a conservative approach”.
42.3. However the EAG proceeded to assume 80% waning within its preferred assumption which correlated to its calculation of 8.92% and 7.38%



of patients experiencing waning for FFA and CBD respectively from cycle 10 onwards.
42.4. The EAG provided no evidence to support its assumption of 80% waning and did not explain why it had not assumed equal waning for both treatment arms contrary to the expert opinion provided to it.
43. In response to the Draft Guidance Dr Rhys Thomas, one of the clinical experts stated:
“Indeed we have evidence to suggest that there is good long term efficacy, perhaps even that the late efficacy is better than the early efficacy. This is best evidenced in the open label extension study (Knupp et al. Epilepsia 2023). In addition clinical experience in the UK prescribing fenfluramine for Dravet syndrome supports these data.”

“…..the possibility that fenfluramine may have better efficacy months to years after reaching the maintenance dose, as appears to be the case for some people with Dravet.”
44. During ACM2, the clinical experts reiterated their advice to the Committee that they do not expect to see any treatment waning for either FFA or CBD.
45. However the Committee rejected the above evidence:
45.1. It stated that “it preferred” to assume that 100% of people who experienced treatment waning in the last three months of Study 1601 OLE would experience treatment waning from cycle 10 onwards. This assumption is not based on any clinical expert opinion or real world evidence source and the Committee provides no explanation for this conclusion.
45.2. The Committee provides no explanation for rejecting the views of the clinical experts who stated that they expect 0% waning, but seems to rely simply on a general observation from patient carer experts that “drugs that initially work can lose efficacy” (paragraph 3.2 of the FDG).
45.3. The Committee rejected the evidence from Polega et al (2022) as it was “based entirely on a US population”, without considering or consulting with clinical experts to assess if there would be any observed differences between UK and US patient populations with regards to this assumption.
45.4. The assumption that a greater percentage of patients experience waning on FFA than CBD is unexplained and conflicts with the advice of clinical experts quoted by the EAG.
45.5. The committee quote precedence from TA615 where 10% discontinuation per year was applied as a scenario, however it is unclear from the guidance that this formed the basis for decision making and, if so, why.
46. In summary, the Committee’s conclusions in relation to the waning of treatment effect with fenfluramine disregard the evidence provided by clinical experts, the data from the Study 1601 OLE and available real world evidence, in favour of an assumption that is unexplained and unsupported by evidence. This is unreasonable.




· Ground 2.3: NICE’s conclusion that it should assume no treatment wastage between fenfluramine and cannabidiol is inconsistent with the available evidence and therefore unreasonable
47. During ACM1, all 3 clinical experts indicated that wastage for CBD is higher than that for fenfluramine based on their prescribing experience in DS and LGS. The Draft Guidance therefore stated:
47.1. “The clinical experts stated that in their experience the average maintenance dosage of cannabidiol was around 12 to 15 mg/kg/day. They added that cannabidiol is an oily substance and is provided in a glass bottle. So there can be wastage due to the glass bottle breaking or some cannabidiol being leftover in the bottle” (paragraph 3.16).
47.2. The Draft Guidance went on to note that there was uncertainty in relation to wastage with fenfluramine and CBD in clinical practice (paragraph 3.21) and to request specific analyses incorporating wastage costs associated with both products (paragraph 3,24).
48. Clinical experts stated that, due to CBD being an oily substance supplied in a glass bottle (as compared with FFA which is not oily and is supplied in a plastic bottle), at least 1 bottle is either dropped or broken per year. Therefore, based on the Committee’s request and consistent with clinical expert opinion, scenarios were provided which assumed (i) 5% wastage for both treatment arms, (ii) 5% wastage for FFA and 10% wastage for CBD, and (iii) 0% wastage for FFA and 10% for CBD.
49. The slides presented to the Appraisal Committee at ACM2, relied heavily on responses to consultation provided by the manufacturer of CBD including statements on slide 9 and slide 22 re wastage. Slide 26 referred to evidence from the manufacturer of CBD which asserted: “Similar containers for fenfluramine and cannabidiol and considers bottle breakage an isolated incident → unlikely any difference in wastage”. This statement was incorrect; CBD is an oily liquid supplied in glass bottles whereas fenfluramine is not an oily liquid and is supplied in plastic bottles.
50. During ACM2, the clinical experts stated (i) that they expect at least one 100ml bottle of CBD to be dropped per patient per year and (ii) there is generally CBD liquid left in bottles; the total wastage evidenced by the clinical experts is approximately 10% CBD wastage as per one of the scenarios provided in response to the Draft Guidance.
51. However, the FDG stated at paragraph 3.19 that it “had not seen sufficient evidence to support differences in treatment wastage between fenfluramine and cannabidiol”, as a result of which “it concluded that it preferred to assume no wastage for fenfluramine or cannabidiol”. These conclusions do not reflect the available evidence and are unreasonable for the following reasons:



51.1. The Committee has disregarded the evidence of the clinical experts that at least one 100ml bottle of CBD is dropped per year.
51.2. The Committee has not taken into account the evidence of the clinical experts that there is wastage of CBD due to liquid being left in the bottles and that 0% wastage is experienced for fenfluramine within clinical practice.
51.3. The FDG notes that “a patient carer expert stated that wastage of liquid treatments for LGS is often caused by the person having the treatment knocking it out of a carer’s hand, which is not specific to the drug used”. However the basis for the assertion that such wastage is not specific to the drug used is not stated and the amount of wastage will in practice clearly be linked to whether the treatment knocked out of the carer’s hand is contained in a fragile glass bottle or a more robust plastic container.
51.4. Instead of evidence from the clinical experts, the Appraisal Committee appears to have relied upon incorrect evidence from the manufacturer of CBD, that CBD and fenfluramine are supplied in similar containers, whereas the SmPCs for the two products confirm that CBD is supplied in glass bottles and fenfluramine is supplied in plastic bottles, where the risk of breakage is obviously different.
52. In summary, the conclusion of the Appraisal Committee at paragraph 3.19 of the FDG that it had not seen sufficient evidence to support differences in treatment wastage between fenfluramine and CBD is unbalanced and unreasonable. The evidence from the independent clinical experts provides clear support for differences in wastage between the two products for plausible reasons, whereas the only evidence to the contrary comes from the manufacturer of CBD and is factually incorrect.

The determination of this appeal
UCB requests that this appeal be determined at an oral hearing.

Requested outcome


UCB thanks the Appeal Panel for considering this appeal and requests that the appraisal of fenfluramine for LGS is returned to the Appraisal Committee for consideration at a further meeting with the following directions:
· That a technical engagement meeting should take place before such meeting with a view to addressing outstanding issues
· That UCB should have adequate opportunity to consider and respond to all data and analyses submitted following ACM1 and to address the issues identified by the Committee at ACM2
· That SoC alone is not an appropriate comparator for this appraisal and should be rejected from consideration



· That the Committee should adopt a method for calculating the treatment effects of fenfluramine comparable to that accepted for cannabidiol
· That the Committee’s position on waning of treatment effect should reflect the views of clinical experts, clinical trial data and/or real world evidence
· That the Committee should reflect the advice of clinical experts on the issue of wastage

Yours sincerely
XXXXXXXXXX
XXXXXXXXXX 
Interim Head of Access and Pricing BII UCB Pharma Limited
208, Bath Road, Slough, Berkshire SL1 3WE
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