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Dear Dr Chakravarty,
NICE technology appraisal on ruxolitinib for treating non-segmental vitiligo in people 12 years and over [ID3998]
Thank you for the opportunity to participate in the above-mentioned technology appraisal. On behalf of the British Association of Dermatologists (BAD), we would like to appeal against the decision in the Final Draft Guidance on grounds 1a and 2, as we have set out below.
[bookmark: _bookmark0][bookmark: _bookmark1]Ruxolitinib cream is the first and only licensed treatment for non-segmental vitiligo, marketed for application to a maximum of 10% of total body surface area. Current clinical management of vitiligo (as per BAD clinical guidelines)1 may include no treatment, but this is due to variability of currently available unlicensed treatment results and accessibility issues, rather than representing a fair comparator to ruxolitinib cream. Unlicensed topical treatments (corticosteroids or calcineurin inhibitors) are the first line treatments. In particular, the effectiveness of topical corticosteroids for vitiligo is only 20%.2 The most effective treatment, currently available for vitiligo in the UK, is a combination of topical corticosteroid and phototherapy; its effectiveness rate is around 27%,1, 2 which is still low. Phototherapy is available in secondary care and requires patients to attend the hospital two to three times a week for 9 to 12 months continuously.
Vitiligo is a complex skin condition and, throughout the appraisal of ruxolitinib, we felt that the NICE Committee might (not unreasonably) have struggled to understand fully the complexities and nuances of its treatment. We did not think that the Committee made full use of both the clinical and patient expertise available to it, with very few opportunities provided to contribute to the discussion in the meetings.
Ground 1a: In making the assessment that preceded the recommendation, NICE has failed to act fairly.
Ground 1a.1


[bookmark: _bookmark2]1 Eleftheriadou et al., British Association of Dermatologists guidelines for the management of people with vitiligo 2021. Br J Dermatol 2022
[bookmark: _bookmark3]2 Thomas et al., Randomized controlled trial of topical corticosteroid and home-based narrowband ultraviolet B for active and limited vitiligo: results of the HI-Light Vitiligo Trial. Br J Dermatol 2021






Willan House, 4 Fitzroy Square, London, W1T 5HQ	Members bad.org.uk | Patient hub skinhealthinfo.org.uk	+44 (0)207 383 0266

The Committee acknowledges that ruxolitinib cream is more effective than phototherapy, but then ignores the indirect treatment comparison (ITC), not even relying on it as providing a direction of travel for its conclusions. This is an unfair application of NICE’s procedures.
In sections 3.4 and 3.6, the Committee acknowledges that ruxolitinib is likely to be more effective than phototherapy. It then dismisses the ITC that provides evidence for the comparison, provided by the company, on the basis that the EAG did not feel that it was reliable and because of some differences in the baseline characteristics between the trials.
Differences in baseline characteristics between trials are not unusual in ITCs and the Committee does not describe what these are or provide any opportunity for clinical and patient experts to comment on whether these would be likely to be prognostically or otherwise important.
The ITC was not even used to support a direction of travel in decision-making. This was unfair.
Ground 1a.2
In section 3.10, the Committee appears to believe that the model is fundamentally flawed, being based around the response from a baseline for facial vitiligo only but does not explain why it thinks this is the case.
The Committee does not explain, in any detail, why the response “from a baseline for facial vitiligo” alone should amount to a fundamental flaw in the model, so there is a lack of transparency in the FDG about what the remaining structural uncertainties are in the model. If these relate to the fact that the model is based solely around the response from a baseline for facial vitiligo, then this should not be regarded as a fundamental flaw, and we discuss this point further in Ground 2.3 below.
Further, it is unclear exactly how these uncertainties were weighed when the Committee took them into account for decision-making purposes.
It is also noteworthy that the choice of primary outcome (F-VASI, i.e. improvement in facial vitiligo) was criticised explicitly in the FDG, yet this issue was not raised or even discussed with either the clinical or the patient experts present during both meetings (initial and consultation), so the Committee failed to follow its own procedures in ensuring that patient and clinician views were taken into account.
Ground 1a.3
The weight applied to adverse events in the Committee’s deliberation lacks transparency,
despite this question having been the subject of some discussion in Committee meetings.
During the consultation meeting, the question of adverse events was raised. Adverse events in this area relate to the potential carcinogenic risks associated with topical calcineurin inhibitors (TCIs) and those related to ruxolitinib. The FDG discusses adverse events relating to ruxolitinib, but not those relating to other treatments (e.g. TCI).
Given that the risks associated with TCI are well known and with cost and other implications for patients and the NHS, we would argue that they do represent a factor that should have been taken into account for decision-making purposes. Equally, the concerns raised about side effects surrounding ruxolitinib are noted by the Committee not to be treatment-related and to apply to treatments in this area generally, but then concludes that they potentially cause disutility for ruxolitinib alone.
This is important if we consider that the correct comparator should be phototherapy with concomitant topical corticosteroid (TCS) or topical calcineurin inhibitor (TCI) use, which we argue should be the
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case, elsewhere in this letter. The Committee is basing its argument on the belief that there is no comparator treatment at this point of the pathway, which is not, in fact, the case.
Both the lack of transparency about consideration of adverse events for other treatments and the manner in which these have been given weight in decision-making for ruxolitinib seem unfair (and potentially unreasonable too).
The recommendation is unreasonable in the light of the evidence submitted to NICE. Ground 2.1
More patients would have phototherapy than the Committee assumes. As this would involve whole-body phototherapy, which is widely available, this has significant cost implications for the NHS, so the assumption on which the Committee has relied is unreasonable.
In section 3.15, the Committee stated that only 25% of patients would receive phototherapy “in line with clinical opinion received at the first committee meeting”. We believe that the Committee has misinterpreted this response and, in fact, incorrectly assumed that access to phototherapy and willingness of patients to accept phototherapy as treatment option is consistent across England and Wales, and always at a low level. This is unreasonable, which may be based on a misunderstanding of what it was informed and does not reflect reality. Furthermore, in section 3.2, the FDG states that 50% of patients in secondary care would be referred for phototherapy. The company has positioned ruxolitinib for use in secondary care only and the Committee appeared to have accepted this positioning.
Once patients have cycled through TCS/TCI, many of them will be more motivated to receive NB-UVB phototherapy, i.e. whole-body hospital-based phototherapy, as hand-held phototherapy is only available in one hospital in England (Royal Wolverhampton NHS Trust).
Whole-body, hospital-based, phototherapy is, in fact, widely available in the UK.
It (whole-body phototherapy) is also much more expensive than hand-held phototherapy (or no treatment at all), so this involves considerable expense and resource intensity for the NHS.
Sach et al.3 reports the mean cost per participant (for 9 months’ worth) of treatment was £753 ± 59·2 for home-based, hand-held NB‐UVB and £792 ± 94·6 for combination of home-based, hand-held NB- UVB with topical corticosteroids. This includes the combined costs of the device and time for the consultant dermatologist, nurse and GP.
On the other hand, one phototherapy session (procedure only, excluding consultant, nurse and GP time), the NHS tariff is around £100. A patient with vitiligo would normally receive at least twice weekly hospital phototherapy for 9 to 12 months in total (i.e. around 104 phototherapy sessions), which adds up to at least £10,400.
Furthermore, phototherapy is recommended (by the BAD guidelines) to be used concomitantly with TCS/TCI as maintenance therapy, incurring additional cost. It is not clear whether the Committee has factored this in its decision-making. If it has not, this too would not be a reasonable viewpoint. This issue might also be argued under Ground 1a (transparency appeal point), but we have chosen to


[bookmark: _bookmark4]3 Sach et al., An economic evaluation of the randomized controlled trial of topical corticosteroid and home-based narrowband ultraviolet B for active and limited vitiligo (the HI-Light Vitiligo Trial). Br J Dermatol 2021

argue it here as it partly relates to how the use of phototherapy/comparators have been considered by the Committee.
Ground 2.2
The Committee is wrong to say that improvements in F-VASI did not necessarily correspond directly to the improvement in quality of life (QoL) for people with vitiligo. Whilst changes in F- VASI will not always correlate with changes to T-VASI on all measures, there clearly is a relationship and, in any case, improvements in F-VASI have been shown to be hugely important to patients. The Committee’s assertion is, therefore, unreasonable.
The Committee have made the assumption that the choice of primary outcome (improvement in facial vitiligo, i.e. F-VASI) was perhaps unusual; however, a few studies have been published indicating that the QoL burden was more profound for patients with lesions on the face.4, 5 Therefore, it is unreasonable to claim that there is no link between improvements in F-VASI score and improvements in QoL.
Ground 2.3
The Committee seems to believe that the model is fundamentally flawed, being based around the response from a baseline for facial vitiligo only, but this assumption is not supported by focus-groups and consensus exercise with vitiligo patients and is therefore unreasonable.
As noted in Ground 1a above, the Committee concluded that there remained some structural uncertainties, but it did not consider them likely to be resolved with any further changes to the model. It also says that it does not reflect how vitiligo is treated by the NHS.
The FDG does not expand on what these structural uncertainties are but implies that they are related to the concerns raised by the EAG regarding uncertainty and reliability of assumptions about retreatment after loss of response and validity relating to the proportion of people reaching F-VASI 90 (i.e. how the model is based around the response from a baseline for facial vitiligo only). This is described as “uncertainty inherent in the trial design because the primary outcome of facial VASI score…”.
From this appears to be drawn the conclusion that the model is, therefore, fundamentally flawed and we believe that this conclusion is unreasonable, based on the facts.
The model is built on the primary outcome (of TRUeV1 and TRUeV2) improvement in facial vitiligo. As mentioned in our appeal point 1a.2 above, research shows that facial vitiligo has a more profound QoL burden on patients.
In fact, workshops with a large and diverse group of patients with vitiligo – led by the International Initiative for Outcomes (INFO) for vitiligo – showed that patients consider visible areas, such as the face, most important in terms of achieving satisfactory repigmentation. Furthermore, studies showed that the burden of vitiligo was greatest on patients with darker skin tones and on patients with facial




[bookmark: _bookmark6]4 Ezzedine et al., Psychosocial Effects of Vitiligo: A Systematic Literature Review. Am J Clin Dermatol
2021
[bookmark: _bookmark7]5 Bibeau et al., Mental Health and Psychosocial Quality-of-Life Burden Among Patients With Vitiligo: Findings From the Global VALIANT Study. JAMA Dermatol 2023

involvement5, 6, hence, the INFO and the Vitiligo Global Consensus Issues Group recommended that future vitiligo RCTs should select patches on visible areas, such as the face.7
We believe that it is unreasonable to doubt the approach to the model when the treatment is primarily aimed at facial involvement and when the evidence suggests that it is the treatment of this aspect of vitiligo that patients value the most.
Conclusion
In summary, we hope that our points above will provide evidence of various areas where transparency is lacking or where there are departures from process and errors of reasoning by the Committee. There was also a lack of utilisation of the clinician and patient experts throughout the whole process, which supports our belief that NICE failed to act fairly and reasonably.
Thank you for your consideration of our appeal points and we look forward to hearing from you following your initial scrutiny process.
Yours sincerely,

XXXXXXXXXXXX							XXXXXXXXXXX


XXXXXXXXXXXXXXXX
Chair, BAD Therapy & Guidelines sub- committee

XXXXXXXXXXXXXXXXXXXX
Member, BAD Therapy & Guidelines sub- committee
Member, BAD Research sub-committee
Lead, BAD vitiligo guideline development group
























[bookmark: _bookmark8]6 Mehta et al., Psychosocial impact of vitiligo in patients with skin of color. Dermatological Reviews 2022
[bookmark: _bookmark9]7 Eleftheriadou et al., International Initiative for Outcomes (INFO) for vitiligo: workshops with patients with vitiligo on repigmentation. Br J Dermatol 2019
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