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19 September 2025


Lead Non-executive Director for Appeals
National Institute for Health and Care Excellence 2nd Floor
2 Redman Place London E20 1JQ

Dear Dr Chakravarty,


Appeal against the Final Draft Guidance for cerliponase alfa (Brineura) [ID 6145]
Thank you for your letter of 5 September 2025 setting out your initial views on the BDFA’s appeal. All those who suffer from this rare, life-shortening condition and their families would be extremely disappointed if the serious concerns we have identified are not fully considered, giving another chance for more patients to benefit from this life-changing treatment.

We outline below why the grounds we have raised are – at least – arguable and therefore must be referred for full consideration.


Ground 1(a).1 – Failure to consider the nature of the condition (ultra-rare paediatric / innovative therapy)

You state that the Committee considered the nature of the condition by applying maximum QALY weighting (3) plus 0.2. This does not address the procedural ground raised.

· Section 6.2.34 of the Manual requires the Committee to consider how the nature of the condition affects the ability to generate high-quality evidence before applying flexibility. The FDG acknowledges rarity, severity, and innovation, but then discounts real-world 6-year data as “too optimistic” (FDG 3.8), without explaining what level or form of further data could ever be “sufficient” in a cohort of <50 patients nationwide.
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· QALY weighting is a separate mechanism (6.2.23–6.2.25). It does not discharge the duty under 6.2.34 to avoid imposing evidential demands that are structurally unachievable.
Accordingly, the appeal point is not about whether QALY weights were maximised, but whether the Committee acted fairly in setting impossible evidential thresholds and failing to give reasons. That is a distinct and arguable ground.


Ground 1(a).2 – Failure to act fairly in hearing patient/clinician evidence (Committee Meeting 4 - CM4)

You suggest no procedural unfairness arose from late start or absence of a clinical expert. We clarify:

· Material omission: Dr Ram, a designated key clinical expert, was unavailable due to delay to the scheduled start time. As a result, his evidence on real-world outcomes and current diagnostic practice was not before the Committee at CM4. Dr Ram subsequently sought a meeting with the NICE Technical Team to put forward his views, but these were not taken further.
· Compressed session: As a result of the delayed start, the session lasted only just over 2 hours, of which approximately 30-40 minutes were occupied by the presentation itself. Patient experts have confirmed they were unable to discuss key issues (e.g., seizure control, functional stabilisation). One representative felt explicitly curtailed during closing remarks.
· Perception of predetermined process: By truncating CM4 and disregarding the previously agreed schedule, the patient community reasonably perceived that the session was set up to fail. Stakeholders questioned the value of convening the meeting if sufficient time was not in practice allocated for meaningful exchange.
· Inappropriate committee comment: During CM4, one Committee member remarked to a patient representative that “the price asked by the company is not commensurate with the benefits and if the decision is no then the company is to blame”. This statement suggested that responsibility for a negative outcome lay outside the evidence presented and reinforced the perception among patient representatives that CM4 was not a genuine forum for hearing their views, but a procedural formality.
· Governance concern: Committee members are remunerated for their participation. This heightens the expectation that meetings are convened and structured with due seriousness to ensure fairness and full consideration of evidence, rather than as a formality.
Procedural relevance: Under the Manual para 3.3.18, patient and clinical expert evidence is an essential compensatory input where RCT-quality data is unfeasible. The absence of Dr Ram, the curtailed hearing of patient experts, and the perception that CM4 was procedurally deficient meant this safeguard was not realised.

This was more than an inconvenience; it was a procedural irregularity that materially affected the evidence base and undermined confidence in the process. This is therefore an arguable fairness ground.


Ground 1(b).1 – Equality Act 2010

You state that any indirect discrimination is objectively justified. That assertion is not explained in your letter nor in the FDG. Absent such explanation, it is not possible to dismiss this ground as unarguable.

· The legal test requires NICE to demonstrate that the discriminatory impact is a proportionate means of achieving a legitimate aim. The FDG (3.21, 3.24) does not weigh the severity of the discriminatory impact (siblings treated differently, younger children denied life-saving therapy) against the asserted aim. No proportionality analysis was undertaken.
· Further, the Public Sector Equality Duty (s.149) requires NICE to give “due regard” to the need to eliminate discrimination. The cursory acknowledgment in the FDG does not evidence “due” regard.
These failures to comply with its obligation of themselves amount to a procedural unfairness – including a failure to consider mandatory considerations and a failure to give reasons. The appeal ground is therefore arguable.


Ground 2.1 – Unreasonable interpretation of clinical effectiveness
You note the Committee already applied flexibility via maximum QALY weighting.
The BDFA’s point is different:
· The Committee’s statement that long-term benefit evidence was insufficient (FDG p.2, 3.8) is unreasonable because it set evidential standards that cannot be met in a cohort of 3–6 children per year, even with a 6-year national dataset.
· No explanation was given of what further evidence would have been considered sufficient. This absence of reasoning renders the conclusion irrational.
Accordingly, the appeal point is not about QALY weighting but about the unreasonable rejection of the only feasible dataset, contrary to 6.2.34, which could not be remedied by weighting.


Ground 2.2 – Reliance on unrepresentative pooled data

You state the Committee could only use the data before it. This overlooks the fact that:
· All parties (BioMarin, NHS England, clinicians, and NICE itself at FDG 3.7) agreed the representative incident cohort would be scored 6, 5, and 4.

· Why early diagnosis materially changes cost-effectiveness

· Greater clinical benefit per child: Children diagnosed earlier retain more function at baseline and therefore sustain greater and longer-lasting benefit from Brineura, resulting in significantly higher QALY gains than late-diagnosed patients.

· Improved ICERs: Larger QALY gains in early-diagnosed patients improve the ICER. Pooling with late-diagnosed patients (scores 1–3) artificially depresses QALY gains, making Brineura look less cost-
effective than it is in today’s practice.

· Reflecting current practice: For at least the last three years, all incident patients have been diagnosed at scores 6 or 5, with occasional score
4. Continuing to use historic pooled cohorts ignores this established reality and unfairly penalises the treatment in the ICER calculation.

· Implications for affordability: A more accurate ICER (based on early diagnosis) strengthens the case for a sustainable commercial arrangement between NHS England and BioMarin. By undervaluing Brineura’s benefits, the current pooled analysis distorts the economic picture and undermines those negotiations.

· By pooling trial/compassionate-use patients (later diagnosed, less benefit) with incident patients, the Committee ignored this consensus and modelled on a population it accepts is not representative of future patients.

· The Committee also incorporated COVID-affected periods, despite acknowledging this likely understated effectiveness.

The BDFA recognises the ground has shifted and acknowledges present realities of early diagnosis. The failure to model on the agreed representative cohort is therefore a failure to take account of relevant material facts and is arguable.


Ground 2.3 – Exclusion of caregiver quality-of-life benefits

You state that maximum QALY weighting (3) was already applied. Again this does not address the ground:

· The Manual at para 4.3.17 imposes a separate duty to consider carer health effects. QALY weighting under 6.2.23–6.2.25 does not discharge this.
· Treating carer disutility as interchangeable with carer QALY gains is an accounting error. Stabilisation reduces carer stress, fatigue, and physical burden. These are positive health effects, not merely absence of disutility.
· The Committee acknowledged family impact (FDG 3.2) but then excluded these health effects from cost-effectiveness. That omission is arguably unreasonable
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For the reasons above, we respectfully submit that the points NICE considered “not arguable” do in fact fall within the permitted grounds and merit referral to the Appeal Panel.

Yours sincerely,
XXXXXXXXXXXXXXXXX

XXXXXXXXXXXX XXX, BDFA CIO
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