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xxxxxxxxxxxxxx
Director for the Abiraterone Technology Appraisal
National Institute for Health and Clinical Excellence
Cc: xxxxxxxxxxx, xxxxxxxxx
9 July 2020
Dear xxxxxxxx
RE: Abiraterone for newly diagnosed high-risk hormone-sensitive metastatic prostate cancer [ID945] – Appeal against FAD
I am writing in my capacity as Chief Investigator of the STAMPEDE trial and one of the clinical experts consulted on the recent NICE Abiraterone appraisal. STAMPEDE provides the largest of the clinical trials of relevance to the above appraisal. I do not believe the recent appraisal accurately reflects the evidence I provided. Additionally, as it is now nearly 3 years since the original hearing, I do not believe the recent FAD accurately reflects new evidence, including from STAMPEDE, that has become available in the meantime.  I have also been canvassing opinions among uro-oncologists around therapy for men with newly diagnosed metastatic prostate cancer. A list of names supporting this appeal via the British Uro-Oncology Group (BUG) is appended at the end of this document. There is a strong consensus that the draft decision to reject abiraterone in this setting is wrong and is based on a flawed interpretation of the evidence. Our reasoning for this is set out below. Currently the only approved options are androgen deprivation alone or in combination with docetaxel. 
Abiraterone has been under consideration by NICE since 2017 for the treatment of newly diagnosed high risk metastatic hormone-naïve prostate cancer following the results of LATITUDE 
 ADDIN EN.CITE 

1
 and STAMPEDE 
 ADDIN EN.CITE 

2
. In the meantime, abiraterone has been recently approved (13th January 2020) by the Scottish Medicines Consortium for treatment of newly diagnosed high risk metastatic hormone sensitive prostate cancer via a patient access scheme. I understand that NHSE and NICE have rejected the use of this scheme in England.  

We know through a recent (pre-COVID-19) audit carried out by the National Prostate Cancer Audit (NPCA) that only 27% of men with newly diagnosed metastatic hormone sensitive prostate cancer receive docetaxel. This means that at present nearly ¾ of men with metastatic hormone sensitive prostate cancer do not receive therapy likely to lengthen their lives by several years and which will also approximately half their risk of symptomatic skeletal events and increase time to relapse by 40% (for docetaxel) or 70% (for abiraterone). Although the abiraterone licence is restricted to high risk prostate cancer, the STAMPEDE trial has shown the benefits apply equally to low risk newly diagnosed men as well 
 ADDIN EN.CITE 
3
; these benefits have also been shown in STAMPEDE to apply to low and high risk men with docetaxel 
 ADDIN EN.CITE 
4
.  The NHS in Scotland is currently considering extending the approval to all newly diagnosed metastatic disease on this basis. 
The NICE decision appears to hinge on a number of misinterpretations of the data which I will address in turn.

1. “There are concerns that the trials may overestimate the effectiveness of abiraterone. This is because the treatments offered in the trials after the disease progresses do not reflect those offered in the NHS, where more people on standard care have effective treatments after their disease progresses than in the trials.”

The STAMPEDE and LATITUDE trials produced near identical results with the HR for survival being 0.63 and 0.62. STAMPEDE recruited men from 110 UK centres and relapse therapy was as determined by the treating clinicians. The trial thus recruited from every major UK centre and thus the salvage therapies are about as accurate a reflection of standard practice as it is possible to get and certainly much more representative than most trials. This statement is therefore demonstrably wrong. 
2. “The cost-effectiveness estimates without a commercial arrangement are higher than the range normally considered a cost-effective use of NHS resources.”

The STAMPEDE group has recently analysed the cost effectiveness of abiraterone and presented the data at a major conference 5. These show that at discounts likely to be reflective of the current UK access cost, abiraterone meets the standard NHS criteria when compared to ADT alone. The STAMPEDE group are happy to make these data available in full to NICE

3. “It is not appropriate to consider separately the clinical and cost effectiveness of abiraterone in combination in people who currently have ADT alone”

As already noted, ADT alone is the standard of care for the majority of men with the disease, to consider this inappropriate is not right. 

The Committee attempted to split men fit for docetaxel from those who are unfit and then tries to argue that there is no evidence that abiraterone would work in men unfit for chemotherapy. There are a number of problems with this. Firstly, within STAMPEDE, randomisations vary over time. For the early part of the abiraterone recruitment, the docetaxel arm was also recruiting, hence all men would have been chemo-fit. However, from 2013, the docetaxel arm closed, so the chemo-fit requirement no longer applied and the later patients were older, with worse performance status on average than the earlier ones. It is reasonable to assume therefore that clinicians were now entering men who were not chemotherapy fit. The respective hazard ratios for overall survival for these 2 groups were 0.69 and 0.59 respectively i.e. the hazard ratio for benefit improved when the “chemo-fitness” of the patients dropped 


2 ADDIN EN.CITE . 
4. “The clinical experts explained that people who have previously had docetaxel as first-line treatment in the hormone-sensitive setting can have docetaxel again (for up to an additional 10 cycles)”

As one of the three clinical experts, I do not believe this is an accurate reflection of what I said. xxxxxxxxxxx, the other oncologist on the panel in 2017 is a signatory to this letter. While men did get rechallenged with docetaxel within STAMPEDE on the docetaxel arm, this is a minority – around 10% in the later cohort when abiraterone was available on relapse 
 ADDIN EN.CITE 
6
. Few men would tolerate 16 cycles of docetaxel due to dose limiting neuro-toxicity. Thus, while there will be some impact from rechallenge with docetaxel, overall it is limited. The rest of section 3.3 thus does not accurately reflect the care of the majority of men receiving upfront docetaxel. The overall conclusion regarding salvage therapies is thus inaccurate. 

5. The comparison of abiraterone and docetaxel suggest that there may be no difference in overall survival.
There are 2 ways to do this – direct randomised evidence and a network meta-analysis. We have published both 
 ADDIN EN.CITE 
6,7
 using our own data. From the head to head analysis, preferred by NICE, abiraterone is clearly superior on failure free survival but the survival comparison suggests similar efficacy but is clearly of limited power 
 ADDIN EN.CITE 
6
. The network meta-analysis, also concludes that failure free survival is substantially superior for abiraterone and importantly also concludes that abiraterone is probably superior on overall survival – “Results suggest that AAP has the highest probability of being the most effective treatment both for OS (94% probability) and failure-free survival (100% probability)” 
 ADDIN EN.CITE 
7
. It is thus likely that the NICE assumption of equivalent survival is probably wrong and that docetaxel produces inferior results on both FFS (markedly so) and OS. 

6. The magnitude of OS benefit for abiraterone may be over-estimated (section 3.6).

Given that two large, well conducted randomised trials of ADT plus abiraterone vs ADT produced near identical results on all endpoints, this does not seem a supportable statement. The magnitude of benefit is also strikingly similar to trials with enzalutamide, another new generation hormone therapy, where the hazard ratio was 0.67 in the corresponding trial in upfront use in metastatic disease 


8 ADDIN EN.CITE . Enzalutamide has similar activity to abiraterone in relapsed disease and consistent expert opinion views the drugs as interchangeable in this setting with regard to efficacy (but not toxicity) 
 ADDIN EN.CITE 
9-11
. This would thus seem to be a consistent class effect. 
7. “Neither STAMPEDE nor LATITUDE likely capture all the benefit on overall survival of follow-on treatments used in NHS clinical practice”
As already noted, men in STAMPEDE received care via every major oncology centre in the UK at a time when the range of therapies available were essentially very similar to the present. These clinicians are experts in their field and the men were being closely followed up in a clinical trial. It seems intrinsically unlikely that this is a correct statement with respect to STAMPEDE and as one of the clinical experts on the panel, I would strongly dissociate myself from it. 

8. The Health Economic Modelling and costs
I cannot comment on these directly, however, our own modelling suggests that achievable discounts would put abiraterone in the cost effective range compared to ADT alone 5.

9. Quality of Life
We have recently presented comparative quality of life data from men contemporaneously recruited to the STAMPEDE docetaxel and abiraterone comparisons showing persistent gains on QOL for abiraterone over docetaxel out to 2 years post randomisation 12.

10. COVID-19 

The side effect profile of abiraterone is different to docetaxel, with no significant effects on immunosuppression or lung function. Also, as it is an oral medication, it requires less face-to-face hospital time with a consequent reduction in the risk of iatrogenic infection and release of NHS resources. The downstream reductions in prostate cancer relapse rates and skeletal events will also reduce future footfall through the healthcare system at a time of likely unusually high demand. It is highly likely that the NHS will have to deal with further waves of COVID-19 and abiraterone would reduce risk for men with prostate cancer and allow hospital resources to be redeployed. Not approving abiraterone disproportionality affects older men in this context as they are most likely to have further rounds of shield if COVID-19 resurges in the winter months, as is likely with no vaccine. 
In conclusion, we believe that on current evidence that abiraterone is a superior treatment to docetaxel on a range of criteria including failure free and overall survival as well as quality of life. It is more easily deliverable and more suitable in the event of further COVID-19 outbreaks which are highly likely. On behalf of the British Uro-Oncology Group (BUG), we urge NICE to reconsider its opinion. 

Yours sincerely,
xxxxxxxxxxxxxxxxxx
STAMPEDE Trial Chief Investigator

On behalf of the British Uro-Oncology Group (List of consultees appended at the end of the document)
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