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One Wales Medicines Assessment Group (OWMAG)
Minutes of the Teams meeting held Monday 18 March 2024
Members in attendance
John Watkins, Consultant in Public Health, OWMAG Chair
Alan Clatworthy, Clinical Effectiveness and Formulary Pharmacist, representative Swansea Bay
Lindsay Davies, Senior Information Pharmacist, representative Cardiff and Vale
Joe Ferris, Operations Manager, ABPI Cymru Wales
Teena Grenier, Medicines Governance Lead, representative Betsi Cadwaladr
Will Hardy, Research Fellow, Bangor University, Health Economist
Kathryn Howard, Head of Pharmacy, Royal Glamorgan Hospital, representative Cwm Taf Morgannwg
William King, Consultant in Public Health, representative Powys
Malcolm Latham, Community Health Council, Lay representative
Leo Pinto, Consultant in Public Health, representative Aneurin Bevan 
Hywel Pullen, Assistant Director of Finance, Powys
Bethan Tranter, Chief Pharmacist, representative AWPAG/Velindre

AWTTC
Andrew Champion, Programme Director
Clare Elliott, Senior Appraisal Scientist
David Haines, Medical Writer
Laura Phillips, Admin Supervisor 
Rosie Spears, Senior Appraisal Scientist
Gail Woodland, Senior Appraisal Pharmacist
Tom Wingfield, Senior Health Economist

Observers
[bookmark: _Hlk161744765]Paul Taylor, Prospective Lay Member, AWTTC

Clinical experts
Laura Basini-Gazzi, Oncology Pharmacist, Velindre Cancer Centre
Dr Betsan Thomas, Consultant Clinical Oncologist, Velindre Cancer Centre
Dr Rhiannon Evans, Consultant Clinical Oncologist, Velindre Cancer Centre

Patient organisation representative
Helen West, Guts UK

List of Abbreviations:
ABPI				Association of the British Pharmaceutical Industry
AWTTC			All Wales Therapeutics and Toxicology Centre
ESR				Evidence Status Report
IPFR				Individual Patient Funding Request
NICE				National Institute for Health and Care Excellence
NMG				New Medicines Group
OWMAG			One Wales Medicines Assessment Group
WHSSC			Welsh Health Specialised Services Committee

1. Welcome and Introduction
The Chair opened the meeting and welcomed members.

2. Apologies
Tim Banner, Clinical Director Pharmacy & Medicines Management, representative Cardiff and Vale 
Ian Campbell, Hospital Consultant CAV, representative NMG
Shaun Harris, Health Economist, Swansea University
Jonathan Sims, Clinical Director of Pharmacy, representative Aneurin Bevan 
Michael Thomas, Consultant in Public Health Medicine, representative Hywel Dda

3. Resignation
The Chair informed the group that Shaun Harris, Health Economist, Swansea University has resigned from the group.

4. Welcome
The Chair welcomed one observer: Paul Taylor, Lay Member, AWTTC Scrutiny Panel. Laura Phillips introduced three new group members: Leo Pinto, deputy member for Aneurin Bevan; Lyndsay Davies, deputy for Cardiff and Vale; and Will Hardy, deputy Health Economist. Members were invited to introduce themselves.

5. Declarations of Interests/Confidentiality
The Chair reminded members that all OWMAG proceedings are confidential and should not be disclosed outside of the meeting. Members were reminded that declarations of interest and confidentiality statements are signed by each member on an annual basis. The Chair invited any declarations of interest; there were none.
6. Assessment 1

Nivolumab monotherapy as a first-line treatment for patients with metastatic deficient mismatch repair (dMMR) / high microsatellite instability (MSI-H) oesophageal and gastric cancer

Rosie Spears presented an overview of the key aspects of the nivolumab evidence status report (ESR).

The Chair introduced the clinical experts, Dr Betsan Thomas and Laura Basini-Gazzi from Velindre Cancer Centre. The Chair described the role of the clinical expert as an invited observer of the OWMAG meeting to answer questions and input into discussions to enable members to gain a better understanding of the clinical context. The Chair highlighted that clinical experts were nominated by their specialist group or network and should not express personal opinion or promote the use of a medicine. The Chair invited any declarations of interest from the clinical experts; there were none.

The Chair introduced the patient organisation representative Helen West from Guts UK. The Chair described the role of the patient organisation representative to attend meetings and observe proceedings, answer questions and input into discussion to give a better understanding from a patient and carer perspective. The Chair invited any declarations of interest from the patient organisation representative; there were none.

The Chair invited the patient organisation representative to give an overview of the patient and carer perspective. Helen West explained that there are very few treatment options for these patients and they are generally keen to try any treatment that could give additional weeks or months of life. Patients and carers are both concerned about the impact and the severity of treatment [adverse effects]. They recognise nivolumab as not having such a powerful impact as other treatment options and patients can continue day-to-day activities. The importance of treatment options for patients was re-iterated as the most important aspect due to lack of options for oesophageal cancer.

The Chair invited the clinical experts to provide more information on the particular patient group under consideration. Dr Thomas explained that not many gastric or oesophageal cancers are MSI-H or mismatch repair deficient (dMMR); due to the small numbers it is unlikely that trials will be forthcoming for this subgroup of patients. However, molecular characteristics are similar to those in other tumour sites such as endometrial and colorectal cancers and so experience with immunotherapy on these cancers may be considered. Dr Thomas explained that nivolumab monotherapy had been made available for these patients during the COVID-19 pandemic however the guidelines are now withdrawn. Ideally clinicians would like to be able to prescribe immunotherapy as monotherapy for all dMMR/MSI‑H patients. Immunotherapy in combination with chemotherapy is available for patients with a PD-L1 combined positive score (CPS) of ≥ 5 therefore this request has been restricted to patients with a CPS of < 5. Dr Thomas shared her experience with the group, she has 3 patients currently receiving nivolumab monotherapy, two of whom are in radiological remission and have been on therapy for about 12 months. She explained that this is unheard of in this particular cancer group.

The Chair asked the clinical expert about the differences between nivolumab and pembrolizumab. Dr Thomas explained that she was not aware of any significant differences, nivolumab was chosen as there is more experience of using this medicine in gastric cancers. There are differences in the intervals between cycles with pembrolizumab every 3 or 6 weeks and nivolumab every 2 or 4 so there are scheduling advantages to both. The Chair questioned the duration of treatment for patients who are in remission. Dr Thomas explained that patients would be expected to remain on treatment for up to 2 years unless they develop side effects.

The use of immunotherapy in combination with chemotherapy in patients with a CPS ≥ 5 was questioned, would monotherapy be more appropriate? Dr Thomas explained that if chemotherapy is poorly tolerated then dose reduction and stopping early is an option but if there was complete contraindication to chemotherapy for a patient then immunotherapy monotherapy would be considered in patients with CPS ≥ 5. The group queried the overall survival estimates presented in the KEYNOTE 062 study for the subgroup of MSI-H patients. Measured ORR, PFS, and OS were better in the pembrolizumab plus chemotherapy group whilst the estimated OS at 12 and 24 months favoured the pembrolizumab monotherapy arm. The lead suggested that this is likely due to the low patient numbers and wide confidence intervals.

The question of availability of timely genetic testing was raised. Dr Thomas informed the group that test results from the Cardiff testing centre were usually returned within 3 weeks which is acceptable for these patients as results are received before patients would have commended therapy. In her experience genetic testing has not led to any significant delays in treatment. Gail Woodland highlighted that there is a mixed picture with respect to testing across Wales, therefore there may be differences in testing and turnaround time between health boards may vary. The group also asked for clarity on the different PD-L1 tests available, Gail Woodland explained the difference between the tumour positive score and the CPS, the latter reserved for squamous cell carcinoma in oesophageal cancers.

The group requested confirmation on the stopping criteria for patients. Dr Thomas confirmed that stopping after 2 years of treatment is reasonable and standard in line with other more generic immunotherapy trial data.

There was discussion around the mechanism of action of anti-PD-1 therapies in patients with a PD-L1 CPS < 5. Dr Thomas explained that in the absence of dMMR/MSI-H mutations patients with a CPS < 5 would not respond to anti-PD-1 therapy. In dMMR/MSI-H tumours the mechanism of action is by a completely different pathway which does not correspond to the CPS score; so an MSI-H tumour with low CPS would still have a response to immunotherapy.

The group queried the position of the other UK nations with respect to availability of nivolumab for this indication. Dr Thomas informed the group that access in the other nations is currently through compassionate use or individual funding requests. Gail Woodland confirmed that there was no routine funding route in Scotland or England currently.

Will Hardy presented an overview of the key aspects of the nivolumab health economics.

The group discussed aspects around the costings used for nivolumab. Gail Woodland also provided clarity around the use of chemotherapy as a comparator. The group understood that nivolumab may be given by a homecare provider in some cancer centres.

The group discussed the considerable uncertainty around the clinical effectiveness data presented and what ICER would potentially be acceptable for this treatment. The group agreed that nivolumab would likely sit in the upper right quadrant of the cost effectiveness plain providing increased clinical benefit over chemotherapy whilst being considerably more costly. Gail Woodland provided clarity around the AWMSG rare disease criteria and suggested that nivolumab would not meet the criteria due to the high number of licensed indications for which it may be prescribed in Wales. The group discussed the possibility that the ICER may be above the conventional threshold of cost effectiveness used by HTA committees. There was then further discussion around the uncertainties, rarity of the condition and life expectancy of patients. Gail Woodland confirmed that we were unable to provide a value for the ICER due to the lack of data.

The group questioned the availability of pembrolizumab monotherapy for patients who had failed treatment with chemotherapy, Dr Thomas confirmed that these patients would not have pembrolizumab monotherapy as a treatment option.

The Chair opened discussion on the patient and public perspective. The lay representative, Malcolm Latham, commented on the possibility of remission from cancer. He also highlighted the lack of good data, and that a positive recommendation would allow for data collection. Malcolm Latham highlighted that a One Wales decision would reduce uncertainty as to whether a patient would receive treatment and may reduce the time for treatment to be started. The group asked for the patient perspective on a potential treatment cap of two years. Helen West from GUTs UK suggested that patients would appreciate this to be discussed and made clear upfront during discussions around the treatment options and life expectancy with the patient. 

AWTTC were asked about the future licensing of treatments for this patient group.  
The clinical experts and patient organisation representative were thanked and left the meeting. 

The Chair closed discussion and invited members to vote:

Date of advice: Monday 18 March 2024
Using the agreed starting and stopping criteria nivolumab can be made available within NHS Wales as monotherapy for the first-line treatment of patients with metastatic deficient mismatch repair (dMMR) / high microsatellite instability (MSI‑H) oesophageal and gastric adenocarcinoma where the programmed death ligand-1 (PD-L1) combined positive score (CPS) is less than 5

7. Assessment 2

Dabrafenib and trametinib for treatment of inoperable BRAF V600E mutated anaplastic thyroid cancer

[bookmark: _GoBack]Clare Elliott presented an overview of the key aspects of the dabrafenib and trametinib evidence status report (ESR).

The Chair introduced the clinical expert, Dr Rhiannon Evans from Velindre Cancer Centre. The Chair described the role of the clinical expert as an invited observer of the OWMAG meeting to answer questions and input into discussions to enable members to gain a better understanding of the clinical context. The Chair highlighted that clinical experts were nominated by their specialist group or network and should not express personal opinion or promote the use of a medicine. The Chair invited any declarations of interest from the clinical expert; there was none.

Dr Evans explained that anaplastic thyroid cancer is an extremely rare form of cancer with between 5 and 10 patients diagnosed in Wales. It is an aggressive form of cancer, often diagnosed at advanced disease with a neck lump that affects swallowing, speech and breathing. The patient’s quality of life is severely affected and deteriorates very quickly. The majority of patients are not suitable for surgery due to advanced disease and will tend to opt for supportive care concentrating on quality of life with fewer hospital appointments etc. Standard treatment is currently chemotherapy, radiotherapy is an option but is not routinely used. Response rate to chemotherapy is generally poor. The potential for dabrafenib with trametinib offers a positive news story because prognosis has been so poor until now. Dr Evans described her experience of using the combination of dabrafenib with trametinib in this setting, the patient could feel the response immediately and their quality of life was improved for a few months before her death.

The Chair asked about availability in the other UK nations, Clare Elliott confirmed that it is available in NHS England and Scotland.

The group asked about the potential for surgery following treatment with dabrafenib and trametinib and the potential for remission. Dr Evans explained that following surgery, adjuvant treatment would likely be recommended, surgery would be considered the gold standard for treatment. She also highlighted that with the small patient numbers the number of patients who would be suitable for surgery is tiny and she has not yet encountered a patient who has become operable locally. Clare Elliott highlighted that there had been some real world reports of patients who have had a complete response to dabrafenib with trametinib and had tumour resection. She also confirmed that patients would be expected to receive treatment until disease progression.

The Chair asked about the availability of testing for BRAF V600E in Wales, Clare Elliott informed the group that the All Wales Genomic Medicine Service (AWMGS) were hoping to roll out testing in mid-April. Current turnaround for BRAF testing is 14 days. With the rapid deterioration of patients with respect to breathing and swallowing a rapid test within 5 calendar days is being developed and will be available in the next few months, for all of Wales.

Will Hardy presented an overview of the key aspects of the dabrafenib with trametinib health economics. He confirmed that there were no studies on cost effectiveness. He compared dabrafenib and trametinib with chemotherapy and with no treatment. He concluded that there is an increase in medicines costs with dabrafenib and trametinib with potentially lower resource use costs and costs associated with adverse events, although the magnitude is unknown. Also, the treatment is associated with a substantive progression free survival and overall survival.

The group were asked to note the rarity of the condition, life expectancy of patients and the lack of effective comparators. Although it was noted that this treatment would not strictly meet the AWMSG eligibility criteria for appraising a medicine for a very rare disease due to the other licensed indications. There was discussion around homecare provision as this is an oral therapy rather than an infusion. Bethan Tranter confirmed that this treatment would be taken at home, dispensed either from the hospital pharmacy or a homecare provider, dependent upon local arrangements. 

The Chair opened discussion on the patient and public perspective. The lay representative, Malcolm Latham, highlighted the availability of dabrafenib with trametinib in England and Scotland and the current lack of equity of access for patients in Wales. He also commented on the lack of treatment options for this patient group and the prospect of a very rapid, painful and unpleasant deterioration without treatment. The potential for self-care at home was also an important consideration from both patient and carer perspective. He also pointed out from a patient perspective that an oral preparation is likely to be favoured over a chemotherapy infusion at hospital. He stressed that from a patient’s perspective there would have to be a a very strong reason to not offer this treatment.

The Chair noted that group had been provided with two patient organisation submissions provided by the British Thyroid foundation and Thyroid Cancer Support Wales.

The group discussed the implication of increased progression free survival and overall survival, was it possible that this medicine, whilst increasing overall survival, may ultimately lead to a longer period of uncomfortable and debilitating symptoms on progression? Dr Evans explained that in practice she had not seen an increased in the gap between progression and overall survival and patients had deteriorated quickly once treatment had stopped. Clare Elliott recounted the results of some of the retrospective studies where quality of life was preserved until death. 

The Chair asked the group if there were any outstanding issues, there were none. The clinical expert was thanked and left the meeting. 

The Chair closed discussion and invited members to vote:

Date of advice: Monday 18 March 2024
Using the agreed starting and stopping criteria dabrafenib (Taflinar®) and trametinib (Mekinist®) in combination can be made available within NHS Wales for the treatment of inoperable anaplastic thyroid cancer with the BRAF V600E variant.


8. Abiraterone for treatment of nmHSPC
Rosie Spears presented proposed changes to the starting and stopping criteria for OW20, abiraterone acetate for non-metastatic and locally advanced, high risk hormone sensitive prostate cancer. The proposal is to align the inclusion criteria with the STAMPEDE clinical trial patients which included relapsing patients at high risk for progression. Rosie Spears explained that there is no new clinical evidence to present as results for relapsing patients were not analysed as a sub group, also a literature search did not provide any additional data. The original budget impact estimate for patient numbers was quite wide and the inclusion of relapsing patients is not expected to result in patient numbers increasing beyond original estimates as 3% of the STAMPEDE population were relapsing patients.
The group asked if we had received consensus feedback from clinicians in Wales with respect to risk stratification. Rosie Spears informed the group that the proposed changes had been circulated to all cancer centres and broad agreement had been received from two cancer centres. There was discussion around potentially considering a wider group still to be at risk of progression and would there be scope to change the definition of high-risk relapsing patients? Gail clarified with the group that if we were to broaden the criteria further out with the STAMPEDE criteria a re-assessment would be necessary.
The patient number estimate was queried, Rosie Spears confirmed that the estimate was based on the proportion of relapsing patients in the STAMPEDE trial. Clinical experts in Velindre confirm that this is likely to be a reasonable estimate for real world patient numbers. The number of patients treated in Velindre in the year following One Wales advice was 69 in total, so if this is extrapolated across all Wales and increased by 3% patient numbers should remain within original estimates. 
The Chair asked the group if there was a consensus to amend the starting and stopping criteria accordingly; the group agreed. The criteria will be amended and circulated to the group. 
The Chair thanked the group and closed the meeting at 12.40.
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