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Astellas Response to the NICE Appraisal Consultation Document (ACD) 


Enzalutamide for metastatic hormone-relapsed prostate cancer previously treated with a docetaxel-
containing regimen 


Astellas welcomes the Committee’s draft recommendation for the use of enzalutamide, and is generally 
satisfied that all of the relevant evidence has been appropriately interpreted.  Many thanks for the 
opportunity to add some further clarifications at this stage of the appraisal. 


Our response to the ACD is structured into two sections. Firstly, discussing the evidence presented in the 
ACD and whether any relevant information has been omitted from the evaluation. Secondly, an 
Appendix presents a small additional analysis to address a gap in the evidence identified by the 
Committee which will enable an evaluation of enzalutamide for patients who had received two or more 
courses of chemotherapy and for whom best supportive care would be the relevant comparator.  We 
hope that this short addition to the evidence presented in our initial document will support a 
recommendation for using enzalutamide in all post-chemotherapy patients, as identified in the appraisal  
scope. 


 


Section 1 


• In section 3.22 the ACD confuses results from the interim and final analyses: 


“It then fitted alternative parametric functions (exponential, Weibull, log-logistic, log-normal and 
gamma) to patient-level data for the placebo group in AFFIRM (representing best supportive care) and 
extrapolated the curves beyond the end of the trial, using the interim analysis cut-off date (25 
September 2011) for overall survival, and the final cut-off date (16 December 2011) for progression-
free survival.” 


This is incorrect and should state: “(...) using the final cut-off date (16 December 2011) for overall 
survival, and the interim analysis cut-off date (25 September 2011) for progression-free survival.” 


• The ACD mentions several times (section 3.28, 4.14 and 4.15) that no costs for hospitalisations were 
included in the model. This is incorrect: the model does include hospitalisation costs for adverse 
events (AEs) and skeletal related events (SREs). SRE costs included in the model were spinal cord 
compression, pathological bone fracture, radiation to the bone, and surgery to the bone. As discussed 
in the manufacturer submission section 7.5.7, the costs for spinal cord compression were included 
through HRG HC28b–Spinal Cord conditions with CC (NHS Trusts Non-Elective Inpatient Long Stay), at 
a cost per event of £6,047. Also the costs for pathological bone fracture (£5,042) and surgery to the 
bone (£3,888) were based on non-elective inpatient (long stay) HRG data. The Committee’s concern 
that no costs for spinal cord compression were included in the model (section 4.14) is therefore not 
supported.  
 







UK clinical experts indicated that hospitalisations would be mainly SRE related (with some additional 
hospitalisations due to AEs or end-of-life stays). As hospitalisation costs were included, the statement 
on a potentially increased ICER when including hospitalisation costs in section 4.15 of the ACD is 
incorrect. 
 


• In section 4.8 the Committee concluded that it could not make any recommendations for 
enzalutamide for patients who had received two or more courses of chemotherapy and for whom 
best supportive care would be the relevant comparator. There is no clinical rationale why 
enzalutamide would work differently in patients who have received two or more courses of 
chemotherapy, and the exclusion of this artificial subgroup is only due to the restrictions of a previous 
appraisal. This subgroup was not identified during the scoping meeting with NICE, nor was it 
requested by the ERG during the clarification request.  As mentioned in the ACD, only a very small 
proportion of the mCRPC population would have received two or more prior chemotherapies, and it 
would be an ethically appropriate decision to fund enzalutamide for these patients, with a very small 
budget impact. The Committee did not consider this subgroup as the submission only presented 
evidence for the total population. To allow the Committee an evaluation of enzalutamide in this 
group of patients, the appendix of this response document presents the cost-effectiveness results for 
this subgroup. 
 


• In section 4.7 the ACD mentions the incidence of spinal cord compression as 8.3% of the people 
treated with enzalutamide and 7.3% of those who received placebo. It should be noted that these 
incidences do not take into account the difference in follow-up duration (total patient years, XXXXX 
for enzalutamide and XXXXX for placebo). The exposure adjusted incidence rate is stated in section 
7.3.1.4 of the manufacturer submission as xxxx events per patient year for enzalutamide and xxxx 
events per patient year on BSC. When the exposure adjusted incidence rate for abiraterone was 
analysed through indirect comparison, this resulted also in xxxx events per patient year. 
 


• The modelling scenario preferred by the Committee is described in section 4.15 of the ACD and 
includes the following aspects: 
 
o OS for abiraterone modelled as a constant hazard ratio over time. 
o Equal ‘on-treatment’ utility gain for enzalutamide and abiraterone 
o The actual patient access scheme discount for abiraterone 
o Including hospitalisation costs 


As described in the previous sections, hospitalisation costs were included in the model. As none of 
the other modifications proposed by the Committee affect the comparison with BSC, it should be 
noted that the most plausible ICER for enzalutamide against BSC is the ICER presented in the 
manufacturer submission base case: £43,587 / QALY gained. 


  







Appendix – additional analysis of patients who have received two or more prior courses of 
chemotherapy. 


Following the recommendations of the Committee, a subgroup analysis was performed to represent 
patients who have received two or more courses of chemotherapy.  In this subpopulation BSC is the 
only relevant comparator.  


In line with the most plausible scenario described in section 4.15 of the ACD, no changes were made 
to the model. Also, in line with section 4.12 of the ACD, the on treatment utility gain for enzalutamide 
was maintained. 


Methods 


In line with the original model, Weibull curves were fit for placebo patients who had received two or 
more courses of chemotherapy. The Weibull intercept and scale were xxxxxxxxxxxxxx and xxxxx 
xxxxxx resulting in xxxxxxxx and xxxxxx. This curve resulted in a median placebo OS of 12.8 months, 
compared to 13.0 months for the original curve based on the overall AFFIRM population. 


For enzalutamide OS in the subgroup, the HR at the time of database lock was 0.656 (95% CI: [0.481; 
0.895]). 


Similarly, the placebo Weibull curve for TTD was derived: The Weibull intercept and scale were xxxx  
xxxxxxx and xxxxxxxxxx resulting in xxxxxxx and xxxxxxx. This curve resulted in a median placebo TTD 
of 3.6 months, compared to 3.7 months for the original curve based on the overall AFFIRM 
population. 


The enzalutamide TTD HR in the subgroup was xxxxxxxxxxxxxxxxxxxxx. 


The subgroup parameters were applied in the model using the Committees preferred assumptions. 


Results 


As shown in Table 1, patients in the subgroup have a lower life expectancy than the total population. 
In addition, as the efficacy of enzalutamide is lower in the subgroup with two or more prior 
chemotherapies, the difference in life years (LYs) gained is lower than in the base case, but at xxxxx 
discounted life years (xxxxxxxxxxx) still higher than 3 months.  


As a result of the lower life expectancy, the time on treatment is also lower, resulting in lower 
technology acquisition costs for the subgroup. The incremental cost-effectiveness of enzalutamide vs. 
BSC in this population is £45,509, which is in line with the ICERs for other drugs accepted under the 
criteria for life extending drugs. 


For mCRPC patients who have received two or more courses of chemotherapy, currently no 
treatment option is available. Enzalutamide meets all criteria to be considered by NICE under the 
Supplementary Advice on appraising EoL medicines for patients who received two or more courses of 
chemotherapy: 







• The treatment is indicated for patients with a short life expectancy, normally less than 24 
months 
As indicated by the median survival in the control arms of the COU-AA-301 study (25) and the 
AFFIRM study (3), patients currently treated with BSC have a short life expectancy of 
approximately one year. This is also confirmed by the median survival of 12.8 months in this 
subgroup. 


• The treatment offers an extension to life, normally of at least an additional 3 months, 
compared with current NHS treatment 
Enzalutamide showed an increase in median OS in the AFFIRM study of more than three months. 
In the subgroup analysis this translated into a gain of xxxxxxx or xxxxxxxxxx. 


• The technology is licensed or otherwise indicated, for small patient populations normally not 
exceeding a cumulative total of 7000 for all licensed indications in England. 
As indicated in the original MS, the potential patient population for enzalutamide in 2013 is 
estimated at 2,977 patients. Only a very small proportion of these patients would have received 
two or more prior chemotherapy regimens. 


 


Table 1 - Cost-effectiveness results of enzalutamide vs BSC in the subgroup and the total population 


 Two or more prior chemo Total population 
  Enzalutamide BSC Enzalutamide BSC 
Technology acquisition cost xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
Other costs xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
Total costs xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
Difference in total costs xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
LYG xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
LYG difference xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
QALYS xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
QALY difference xxxxxxx xxxxxxx xxxxxxx xxxxxxx 
ICER - £45,509 - £43,587 
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Dear Sir/Madam, 


Prostate Cancer UK was delighted to learn that NICE are proposing to recommend the use of 
enzalutamide for the treatment of metastatic hormone relapsed prostate cancer previously 
treated with a docetaxel-containing regimen. We believe that the Committee has taken account 
of the criteria as set out in the Appraisal consultation document.  


We hope this decision is confirmed at the Committee meeting on 20th November 2013. We 
would then urge the Final Appraisal Document be published as soon as possible.  


Yours sincerely, 


xxxxxxxxxxxx 


 


xxxxxxxxxxxx 
Senior Policy Officer 
Prostate Cancer UK 
 
The Counting House 
53 Tooley Street 
London 
SE1 2QN 
T: xxxxxxxxxxxxx 
E: ben.cavanagh@prostatecanceruk.org  
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Prostate Cancer Support Federation 
Registered Charity Nº: 112337 


Registered Office: 16 Kirby Street, London, EC1N 8TS 


20 Hallcroft Avenue 
Countesthorpe 


Leicester, LE8 5SL 


Tel: 0116 277 5330 
Email:    treasurer@prostatecancerfederation.org.uk 


 
 


 


 


Tuesday, 17 December, 2013  


Meindert Boysen 
Programme Director,  
Centre for Health Technology Evaluation 


Dear Meindert 


Single Technology Appraisal (STA) – Enzalutamide for the treatment of metastatic hormone 
relapsed prostate cancer previously treated with a docetaxel-containing regimen [ID600] 


The Prostate Cancer Support Federation welcomes the draft recommendation for the above STA. In 
particular, we are pleased to see that the grossly unfair caveat that enzalutamide cannot be given after 
abiraterone has been overruled. We hope that the CDF will follow your draft recommendation for the 
remaining time that this will be the only way to access enzaulamide. 


Listed in the side affects are bone fractures and as both Dr. Simon Russell I and  pointed out at the 
meeting, these awful events could be greatly reduced if bisphosphonates or denosumab were part of 
the recommended treatment pathway for advanced prostate cancer.  


Yours sincerely 


xxxxxxxxx 
Hon. Treasurer 
Prostate Cancer Support Federation 
 


  
Prostate Cancer Support Federation 
 








Dear Sir/Madam 


On behalf of the British Uro-oncology Group (BUG) please find below our comment 
with regard to the above ACD.  I would be grateful if you would confirm receipt and 
that you do not require anything further from us at this point in time. 


Thank you. 


The British Uro-oncology Group (BUG) supports the proposed availability of 
enzalutamide on the NHS for patients with mCRPC.  However, BUG has the 
following comments to make with regard to the Appraisal Consultation Document: 
  
In Section 1.1 and 4.8 the recommendation for enzalutamide for patients whose 
disease has progressed during or after one docetaxel containing chemotherapy 
regimen excludes patients who have received two or more courses of 
chemotherapy.  BUG challenges the clinical rationale for this exclusion of this 
subgroup of patients. It is further anticipated that the patient population receiving two 
or more courses of chemotherapy would be relatively small and would not impact 
significantly upon the cost of the drug to the NHS.  BUG strongly requests NICE to 
make enzalutamide available for patient who have received one, two or more cycles 
of chemotherapy regimen. 


 


xxxxxxxxxxx 
British Uro-oncology Group (BUG) Secretariat 
Right Angle 
Barley Mow Centre, 10 Barley Mow Passage 
London W4 4PH 
 
xxxxxxxxxxxxxxxxxxx 
xxxxxxxxxxxxxxxxxxxxxxxxxxx 


 








From:
 xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx
xxxxxxxxxxxxxxxxxxxxxxxxxxxx 


Sent: 08 November 2013 13:16 
To: TA Comm B 
Subject: NICE - ACD - Prostate cancer (hormone relapsed, metastatic) - enzalutamide 


(after docetaxel) [ID600] 
 
Categories: Acknowledged, Saved 
 
Dear Jeremy,  
 
There are no comments to submit on behalf of the Royal College of Nursing to inform 
on the ACD consultation of the above appraisal at this present time. 
 
Thank you for the opportunity to participate. 
 
Please acknowledge receipt. 
 
Kind Regards,  
 
xxxxxxxxxxxx 
 
xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 
xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx  
Royal College of Nursing | Room 203 | 20 Cavendish Square | London W1G 0RN  
 
Tel. xxxxxxxxxxxxx/Fax. xxxxxxxxxxxxx | margaret.ojo@rcn.org.uk | www.rcn.org.uk 
 
The RCN represents nurses and nursing, promotes excellence in practice and shapes health 
policies 
 


 
The RCN represents nurses and nursing, promotes excellence in practice and shapes health 
policies 
 
Check out the new This is nursing website to find out how the RCN is promoting the profession 
and addressing the issues that face it. 


               
 
Please consider the environment before printing this email  
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---------------------------------------------------------------------------------------------------------- 
 
http://www.rcn.org.uk 
 
This email is confidential and intended solely for the use of the individual to whom it is addressed. Any 
views or opinions presented are solely those of the author and do not necessarily represent those of the 
Royal College of Nursing or any of its affiliates. 
 
If you are not the intended recipient be advised that you have received this email in error and that any 
use, dissemination, forwarding, printing or copying of this email is strictly prohibited. If you have received 
this email in error please return it to the sender immediately. The contents of this message may be legally 
privileged. 
 
Royal College of Nursing of the United Kingdom 
20 Cavendish Square 
London W1G ORN 
Tel: +44 (0) 345 456 3996 
Fax: +44 (0) 20 7647 3436 


 
__________________________ 
 
Delivered via MessageLabs 
__________________________ 
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 Royal College of Physicians 
 11 St Andrews Place 
 Regent’s Park 
 London NW1 4LE 


 Tel: +44 (0)20 3075 1560 


  


 www.rcplondon.ac.uk 


Meindert Boysen 
Programme Director, Centre for Health Technology Evaluation 
NICE 
TACommB@nice.org.uk


From The Registrar      


  


xxxxxxxxxxxxxxx MD FRCP 
patrick.cadigan@rcplondon.ac.uk 
 
 
 
 
 
 


7 November 2013  
 
Dear Mr Boysen 
 
Re: Enzalutamide for the treatment of metastatic hormone relapsed prostate cancer previously treated 
with a docetaxel-containing regimen [ID600] – Appraisal Consultation Document (ACD) 
 


The Royal College of Physicians (RCP) plays a leading role in the delivery of high quality patient care by 
setting standards of medical practice and promoting clinical excellence.  We provide physicians in the 
United Kingdom and overseas with education, training and support throughout their careers.  As an 
independent body representing over 29,000 Fellows and Members worldwide, we advise and work with 
government, the public, patients and other professions to improve health and healthcare.  


 
I write on behalf of the NCRI/RCP/RCR/ACP/JCCO with regard to the above ACD. We are grateful for the 
opportunity to respond and wish to submit the following joint comments. 
 
Our experts welcome the potential approval for Enzalutamide in the postdocetaxel treatment setting in 
mCRPC. The ACD specifies that this approval is post a single line of docetaxel chemotherapy only and whilst 
the number of patients receiving more than 1 line of chemotherapy is small it would have been a great help 
if the committee had also approved Enzalutamide for patients who have had more than 1 line of 
chemotherapy. The patient population in the AFFIRM trial included those who had 1 or more lines of 
chemotherapy. 
 
In reviewing the ACD, it appears that patients in mCRPC setting post one line of docetaxel chemotherapy will 
potentially be able to avail of both abiraterone and enzalutamide (this is different from the situation with 
CDF in England where patients who have had abiraterone cannot get Enzalutamide). This increases the 
number of treatment options for this group of patients. 
 
Yours sincerely 
 
xxxxxxxxxxxxxxxxxx 
Registrar 
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From: xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 
Sent: 08 November 2013 09:50 
To: TA Comm B 
Subject: NICE: ACD - prostate cancer (hormone relapsed, metastatic) - enzalutamide 


(after docetaxel) 
 
Categories: Saved, Acknowledged 
 
Dear NICE 
  
Thank you for the opportunity to comment on the appraisal consultation document for 
the above single technology appraisal. 
  
I wish to confirm that the Department of Health has no substantive comments to make, 
regarding this consultation. 
  
Regards 
  
xxxxx 
  
  


 


xxxxxxxxxxxxxx 
NICE sponsor team,  
Room 2S15, Quarry House, Quarry Hill, Leeds, LS2 7UA 
Email: peter.blinston@dh.gsi.gov.uk 
Tel:  xxxxxxxxxxxxx 
Follow us on Twitter @DHgovuk 
  


  
  
  
  


 
This e-mail and any files transmitted with it are confidential. If you are not the intended 
recipient, any reading, printing, storage, disclosure, copying or any other action taken in respect 
of this e-mail is prohibited and may be unlawful. If you are not the intended recipient, please 
notify the sender immediately by using the reply function and then permanently delete what you 
have received.  


 
Incoming and outgoing e-mail messages are routinely monitored for compliance with the 
Department of Health's policy on the use of electronic communications. For more information on 
the Department of Health's e-mail policy click here http://www.dh.gov.uk/terms  


 
 
The original of this email was scanned for viruses by the Government Secure Intranet virus 
scanning service supplied by Vodafone in partnership with Symantec. (CCTM Certificate 
Number 2009/09/0052.) On leaving the GSi this email was certified virus free. 
Communications via the GSi may be automatically logged, monitored and/or recorded for legal 
purposes. 
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__________________________ 
 
Delivered via MessageLabs 
__________________________ 








 


1 
 


 


Janssen’s Response to the Appraisal Consultation Document 
 


Prostate cancer (hormone relapsed, metastatic) - enzalutamide (after docetaxel) 
 
Please find below Janssen’s response to the Appraisal Consultation Document (ACD) for 
enzalutamide. We are pleased to have the opportunity to provide our comments in relation 
to the interpretation of the cost-effectiveness evidence within the ACD and these are 
detailed below. 
 
Our detailed response to the ACD is split into two main sections. In section 1 we highlight 
our response with respect to the evidence base used in this appraisal. Specifically, the 
dataset used by the manufacturer in the indirect comparison between enzalutamide and 
abiraterone and the assumptions made about hazard ratios and survival projection are all 
conducted in such a way as to have biased the results against abiraterone. Consequently, 
Janssen’s view is that the summaries of the comparative clinical and cost-effectiveness of 
enzalutamide and abiraterone within the ACD are not reasonable interpretations of the 
evidence (Section 2). We propose that the guidance should detail the limitations and 
uncertainty of the analysis conducted by the manufacturer to ensure that the evidence 
base is accurately reflected. 
 
 
 


Section 1: Has all of the relevant evidence been taken into 
account?  
 
 
1.1 The Indirect comparison presented by the manufacturer does not utilise the 


most comparable datasets (Section 3.11, 3.12 and 3.18 of the ACD) 
The robustness of the indirect comparison conducted by the manufacturer is questionable 
when the comparability of the datasets used and key differences of the two studies 
(AFFIRM and COU-AA-301) are considered. Clinical evidence used in the indirect 
comparison of overall survival (OS) should be taken from time points in the two trials 
(AFFIRM and COU-AA-301) with a similar follow-up duration given that treatment effects 
have been shown to be time-dependent in this stage of mCRPC (see details below).  In 
addition, any indirect comparison should account for differences in the patient populations 
and treatment experience between the two studies that might impact treatment effect.  
 
The indirect comparison presented by the manufacturer compared the final analysis from 
the AFFIRM study with the final analysis from COU-AA-301 (see Table 1). However, the 
follow-up duration is 5.2 months longer in the COU-AA-301 trial compared to the AFFIRM 
study.  
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Several key studies, including the COU-AA-301 trial, have demonstrated that the treatment 
effect on overall survival (OS) is time-dependent (COU-AA-301, TROPIC and TAX3271-4). This 
is demonstrated by converging overall survival curves, which indicated a diminishing 
treatment effect in late stage mCRPC.  Therefore, hazard ratios (HR) derived over different 
follow-up durations are not comparable.  For the purposes of conducting an indirect 
comparison, a similar follow-up period for comparison is available from the interim analysis 
or re-analysis of the final data at similar time points. At the interim analysis time points, the 
proportion of patients who had died in the placebo arms (55% and 53%) and the average 
length of follow-up (12.8 vs. 14.4 months) were more comparable. 
 
 
Table 1 Overall Survival Hazard Ratios from Phase III Clinical Trials ITT populations 


 Analysis 
(average 


follow-up) 


Number (%) of total 
patients who had 


died in the placebo 
arm 


Difference in median 
OS between study 


arms 


HR (95% CI) 


Enzalutamide vs. BSC, 
AFFIRM (n=1199) 


Interim  
(14.4 months) 


212 out of 339 (53%) 4.8mth  
(18.4 vs. 13.6) 


0.63 
(0.53, 0.75) 


 Final  
(15.0 months) 


232 out of 399 (58%) 4.5mth 
(17.8 vs. 13.3) 


0.62 
(0.52, 0.73) 


Abiraterone vs. BSC,  
COU-AA-301 (n=1195)  


Interim  
(12.8 months) 


219 out of 398 (55%) 3.9mth 
(14.8 vs. 10.9) 


0.65 
(0.54, 0.77) 


 Final  
(20.2 months) 


274 out of 398 (69%) 
 


4.6mth  
(15.8 vs. 11.2) 


0.74 
(0.64, 0.86) 


 
As the follow-up for Final analysis of COU-AA-301 is much longer (and far more complete) 
than the AFFIRM Final analysis, an indirect analysis of based on the final data is biased 
against abiraterone. Janssen proposes that using the interim datasets is the appropriate 
approach as survival for the treatment arm and control arm tend to converge over a longer 
follow-up. 
 
 
Janssen also suggests that the manufacturer’s indirect comparison does not accurately 
report the key differences between the trials. The differences relate to patient baseline 
characteristics, the treatments permitted as best supportive care (BSC) and subsequent 
treatment. Recent independent analysis5 has explored adjusting the survival curves from 
these studies to account for differences in study populations between the studies; an 
approach which is valid considering: 


- The inclusion criteria specified for AFFIRM may have lead to a fitter group of 
patients than were enrolled in the COU-AA-301 study. Specifically, the AFFIRM 
study had stricter exclusion criteria for cardiovascular and neurological disease and 
a minimum life expectancy of 6months was a screening criterion.  


- The ERG commented that patients in AFFIRM and COU-AA-301 were generally 
comparable, but noted some differences in baseline characteristics, with COU-AA-
301 having slightly older patients and more patients who had received more than 
one chemotherapy regimen. In addition, a larger proportion of patients had a Brief 
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Pain Inventory (BPI) score ≥ 4 and radiographic progression at baseline in the COU-
AA-301 study compared with AFFIRM and the median baseline PSA was greater in 
COU-AA-301.6 All these factors are suggestive of a patient population with more 
advanced disease in the COU-AA-301 study.  


- In the COU-AA-301 study, BSC did not allow the use of radiopharmaceuticals: in 
contrast radiopharmaceuticals (e.g. strontium-89 or samarium-153) were permitted 
as part of BSC in the AFFIRM study. Although radiopharmaceuticals are not proven 
to offer a clinical benefit in survival or delayed disease progression in this patient 
population, it would be useful to describe how many patients received this 
treatment to ensure the BSC permitted in each of the studies was comparable.  
 


Utilising the results at comparable time points shows there is no difference between the 
two treatments, even without controlling for the more severe population in COU-AA-301. 
In the ITT population, an HR of 0.63 (95% CI) 0.53 -0.75 for enzalutamide and 0.65 (95% CI) 
0.54 -0.77 for abiraterone acetate were reported at the interim data cut. An indirect 
treatment comparison based on this data cut estimated an HR of 1.03; 95% CI 0.80-1.32 
(abiraterone acetate vs. enzalutamide) (Janssen Data on File) which shows that the efficacy 
on OS is not different. These results are in concordance with the opinion of several clinical 
experts consulted for the manufacturer’s submission (p187 of the manufacturer 
submission); in that both treatments have an equal clinical benefit for PFS and OS. In an 
alternative analysis, an indirect comparison of the Interim datasets from the two trials has 
recently been presented (Li et al (2013)).6 This analysis addressed the difference in BSC 
comparator arms, by using the data from all COU-AA-301 patients and data from patients 
receiving corticosteroids concurrently in the AFFIRM trial. The results of the ITC for 
abiraterone vs. enzalutamide showed no significant difference in OS, using both the Bucher 
method (HR 0.949; 95% CI 0.712-1.265) or Bayesian statistics (HR 0.948; 95% CI 0.711-
1.26)). 
 
Janssen suggests that more details surrounding the indirect comparison (briefly discussed 
in Section 4.6), specifically around the limitations surrounding this analysis, should be 
provided. In Section 4.6 of the ACD, the only limitation of the indirect comparison that is 
discussed is the use of corticosteroids. Janssen suggests that other limitations of the 
manufacturer’s indirect comparison, namely differences in follow-up duration of the 
datasets used and differences between the trials (patient baseline characteristics, the 
treatments permitted as best supportive care (BSC) and subsequent treatment) be 
presented. Specifically, a more robust analysis would be needed, utilising comparable 
follow-up time points from COU-AA-301 and AFFIRM to make firmer conclusions. 
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1.2 Assumptions made by the manufacturer about the HR for OS and treatment 
duration in the economic analysis are subject to significant uncertainty (Sections 
4.9 and 4.10 of the ACD) 
To estimate OS and progression-free survival, the manufacturer uses BSC as a 'reference' 
treatment. Alternative parametric functions were then fitted (exponential, Weibull, log-
logistic, log-normal and gamma) to patient-level data for the placebo group in AFFIRM 
(representing best supportive care) and curves extrapolated beyond the end of the trial. 
The manufacturer stated that, unlike the hazard ratio for abiraterone compared with 
placebo, the hazard ratio for enzalutamide compared with placebo remained constant over 
time (meeting the proportional hazards assumption). The time between the interim and 
final analyses of the AFFIRM trial is too short (0.6 months) to support the manufacturer’s 
argument. The follow-up duration at the final analysis of the AFFIRM trial is only 15.0 
months, and unless the manufacturer has additional data with longer-term follow-up to 
support this argument, conclusions about the AFFIRM HR ratio remaining constant over a 
longer time are not supported. The HR for COU-AA-301 for the interim OS analysis also 
remained fairly constant over a similar follow-up period (12.8 months) and it is only when 
longer follow-up is observed that the proportional hazards requirement is less likely to be 
met. Assuming a constant HR for enzalutamide based on the short follow-up, while 
assuming otherwise for abiraterone based on the long-term follow-up is not a robust 
approach in the absence of further data. 
 
The application of AFFIRM trial OS data is inconsistent in that the interim data is used to 
derive the OS curve for the placebo arm but the HR (0.618) from the final data cut is 
applied on this reference curve to derive the OS curve for the enzalutamide arm. In the 
base case, the manufacturer estimated the OS for abiraterone by applying a time-
dependent hazard ratio to the survival function for BSC (the 'reference' treatment). In one 
scenario, the manufacturer assumed a HR of 0.74 for abiraterone based on a 20 months 
follow-up but a HR of 0.618 for enzalutamide based on 15 months’ follow-up, which as 
previously discussed unfairly favours enzalutamide. In the other scenario, the 
manufacturer estimated a HR based on mean OS, which would favour enzalutamide in the 
analysis. As reported by the two phase III clinical trials, more patients in the AFFIRM study 
received subsequent treatments with a proven beneficial effect on OS (abiraterone or 
cabazitaxel) compared to COU-AA-301; 31% vs. 0% of patients in the active treatment arms 
(Table 2).  
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Table 2. Subsequent Treatments received in the active and placebo arms of COU-AA-301 and AFFIRM trials 


 
COU-AA-301  


(Interim Analysis 12.8 months) 
AFFIRM  


(Interim Analysis 14.4months) 
Subsequent treatment  
(% of patients) 


AAP  
(n=797) 


BSC 
(n=398) 


Enzalutamide 
(n=800) 


BSC               
(n=399) 


Total 26% 36% 42% 61% 


Abiraterone 0% 0% 21% 24% 


Cabazitaxel 0% 0% 10% 14% 


Docetaxel 8% 9% 9% 14% 


Mitoxantrone 5% 7% 3% 11% 


 
 
The longer mean OS for enzalutamide arm of the AFFIRM trial compared to abiraterone 
arm of the COU-AA-301 trial is likely to be caused at least partially by the use of active 
subsequent treatments.  As explained above, the OS assumptions in the scenario analysis 
were biased against abiraterone, yet the ICERs in these scenario analyses were worse than 
in the base case which increased the base-case for enzalutamide compared with 
abiraterone from £14,795 to £19,972 and £18,034 per QALY gained respectively. Therefore, 
these scenario analyses indicate that the OS projection method in the base case is likely to 
underestimate the OS benefit for abiraterone.  
 


To estimate the treatment duration hazard ratio for abiraterone, the manufacturer used 
data from abiraterone’s post-chemotherapy NICE technology appraisal (TA259). These 
data, however, related to the subgroup of patients who had received only one 
chemotherapy regimen and not the whole population that was used for OS. The 
manufacturer estimated a hazard ratio of 0.52 (95% CI 0.44 to 0.60) for abiraterone, and 
used this ratio to derive the progression-free survival function for abiraterone. In an 
analysis of the COU-AA-301 trial data (following a similar approach to derive the HR of 
treatment discontinuation for enzalutamide vs. placebo) a Weibull function was fitted to 
treatment discontinuation data to both treatment arms, including treatment as a covariate. 
The HR ratio vs. placebo would be XXXX at the interim data cut and XXXX at the final data 
cut. The 0.52 estimated by the manufacturer and 0.49 estimated by the committee 
overestimates the treatment duration for abiraterone. 
 
Janssen is concerned that a number of assumptions made in the manufacturer’s 
submission about the OS projection and the hazard ratios for OS and treatment duration.  
This has the consequence of overestimating the cost-effectiveness of enzalutamide 
relative to abiraterone to a significant degree. Janssen requests that the limitations of 
the flawed indirect comparisons undertaken by the manufacturer be taken into 
consideration in the FAD and that the interpretation of the modelling should emphasise 
much more clearly the limitations of the approach taken and the potential biases in 
favour of enzalutamide.  
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 Section 2: Are the summaries for clinical and cost-
effectiveness reasonable interpretations of the evidence? 
 
2.1 Given the issues outlined in Section 1, it is inappropriate for the committee to 
draw conclusions about the comparative clinical and cost effectiveness of 
enzalutamide and abiraterone on the basis of the evidence presented to the 
committee (Section 4.16 of the ACD).  
 
Given the limitations outlined above, Janssen proposes that the only appropriate 
conclusion is that both abiraterone and enzalutamide are cost-effective options 
compared to BSC, but that the comparative cost-effectiveness of these two treatments 
cannot be established without further evidence or a reanalysis of the data as described 
above.  
  
 


Section 3: Are the provisional recommendations sound and 
a suitable basis for guidance to the NHS? 
 
No further comments.  
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		Janssen’s Response to the Appraisal Consultation Document

		Please find below Janssen’s response to the Appraisal Consultation Document (ACD) for enzalutamide. We are pleased to have the opportunity to provide our comments in relation to the interpretation of the cost-effectiveness evidence within the ACD and ...

		Section 1: Has all of the relevant evidence been taken into account?






Dear Sir/Madam, 


Thank you for sending me the appraisal consultation document. 


I am pleased to note that the committee proposes to recommend the use of 
enzalutamide for the treatment of metastatic hormone relapsed prostate cancer 
previously treated with a docetaxel-containing regimen. The document clearly 
indicates that the Committee has taken account of the clinical evidence of the 
efficacy of the drug and its cost effectiveness. 


I hope that this decision is confirmed at the Committee meeting on 20th 
November 2013 and that the Final Appraisal Document will be published as 
soon as possible. 


Yours faithfully, 


xxxxxxxxxxxxx ( Lay witness nominated by Prostate Cancer UK) 


 








Comments on the ACD Received from the Public through the 
NICE Website 


 
Name xxxxxxxxxxxxxxxxxxxxxxxxx 
Role Pharmaceutical Industry 
Other role  
Location England 
Conflict no 
Notes Enzalutamide (Xtandi) is very expensive and does not 


represent value for money and should not be approved for 
public funding on the NHS. It does not have any proven 
benefits over the existing antiandrogen Bicalutamide (Casodex) 
which is much cheaper and already approved. Furthermore 
Xtandi is inferior to Zytiga which is the current standard of care 
for metastatic castrate resistant prostate cancer (mCRPC). Nice 
should also be careful of approving a drug which caused a high 
incidence of seizures in clinical trials. 


Comments on individual sections of the ACD: 
Section 1 
(Appraisal Committee's 
preliminary 
recommendations) 


Enzalutamide not recommended for this indication since there 
are no proven benefits over Zytiga which can also be taken 
orally with food. 


Section 2 
(The technology) 


Enzalutamide (Xtandi) is very expensive and represents poor 
value compared with the existing antiandrogen Bicalutamide 
(Casodex). No evidence is presented comparing Enzalutamide 
with Bicalutamide. 


Section 3 
(The manufacturer’s 
submission) 


This drug is inferior to the existing treatments Zytiga an 
Casodex and does not warrant NICE approval. Nice should also 
look more seriously at the serious side effects of this drug such 
as the high incidence of seizures in the clinical trials. 


 








KSR Critique of Astellas Response to the NICE Appraisal Consultation Document (ACD) 


In response to the points raised by Astellas, we would like to add the following information: 


Section 1 


1. Section 4.3.2 (page 80) of the ERG report states:  
“The data cut-off used for the AFFIRM study is the IA analysis (25 September 2011) for all 
outcome measures [Scher 2012] with the exception of OS, where the database lock was used (16 
December 2011).”  
 
However, the ACD (section 3.22) states: 
“(…)  to patient-level data for the placebo group in AFFIRM (representing best supportive care) 
and extrapolated the curves beyond the end of the trial, using the interim analysis cut-off date 
(25 September 2011) for overall survival, and the final cut-off date (16 December 2011) for 
progression-free survival.”  
 
Response: 
The ERG agrees with the correction proposed by the Manufacturer for section 3.22 of the ACD. 
The section: should be replaced with : “(…)  using the final cut-off date (16 December 2011) for 
overall survival, and the interim analysis final cut-off date (25 September 2011) for progression-
free survival.” 
 


2. Section 5.2.8 (page 118) of the ERG reports states:  
“No costs for hospitalisations were included in the base case. UK clinical experts confirmed that 
all hospitalisations would have been captured by AEs, SREs and terminal treatment costs.”  
 
However, the ACD (section 3.28) states: 
“No costs for hospitalisation were assumed in the model.”  
 
Response: 
The ERG agrees that hospitalisation costs are not separately included in the economic model but 
they are instead integrated through the costs of adverse events (AEs) and skeletal related events 
(SREs). This seems a reasonable approach.  
 


3. Additional subgroup analysis for patients who had received two or more courses of 
chemotherapy. 
 
Response: 
The ERG has checked the additional subgroup analysis using the Manufacturer’s base case model 
and Weibull parameters provided in the appendix of the Manufacturer’s Response to the NICE 
ACD. The ERG has compared the deterministic results of the model with (deterministic) results 
provided by the manufacturer. The ERG notes that all results were the same, except for the fact 







that the median placebo OS should be 12.3 months (instead of 12.8 months as written in the 
‘Methods’ section of the Manufacturer’s response to the ACD). 


In addition, it should be made clear that the presented gain of 0.32 LY or 3.8 months provided by 
the Manufacturer (in the ‘Results’ section) is the discounted mean estimate for Enzalutamide 
versus placebo. The (undiscounted) median gain for this subgroup is 0.30 LY or 3.6 months. Table 
1 presents the undiscounted/discounted mean and table 2 presents the undiscounted median 
overall survival based on Manufacturer’s base case scenario for both the total population and 
the subgroup of patients who had received two or more courses of chemotherapy. 


Table 1 - Mean overall survival in months as for the Manufacturer’s base case scenario (undiscounted 
and discounted deterministic results) 
 Total population Two or more prior chemo subgroup 
 Enzalutamide BSC Abiraterone Enzalutamide BSC Abiraterone 


Mean OS 
(undiscounted)  **** **** **** 17.7 13.7 15.1 


Difference*  *** ***  4.0 2.7 
       


Mean OS 
(discounted)  **** **** **** 17.1 13.4 14.7 
Difference*  *** ***  3.8 2.5 


*Compared with Enzalutamide. Abbreviations: BSC: best supportive care. 


Table 2 - Median overall survival in months as for the Manufacturer’s base case scenario (undiscounted 
deterministic results) 
 Total population Two or more prior chemo subgroup 
 Enzalutamide BSC Abiraterone Enzalutamide BSC Abiraterone 


Median OS 
(undiscounted)  17.5 13.0 15.2 15.9 12.3 14.5 


Difference*  4.5 2.3  3.6 1.4 
*Compared with Enzalutamide. Abbreviations: BSC: best supportive care. 


 
4.  The percentages of spinal cord compression for patients treated with Enzalutamide and placebo 


mentioned in the ACD (section 4.7) correspond with the percentages in Table 15 of the MS (page 
64) and Table 4.9 (page 580 of the ERG report). 
 
Response: 
Although it is not a factual error, the ERG agrees with Manufacturer’s comment that it is better 
to compare incidence rates instead of percentages based on number of events unadjusted for 
follow-up duration. The economic model uses the incidence rates for skeletal related events 
(SREs) which are described by the Manufacturer in Table 51 of the MS (page 134) and in the 
response to the NICE ACD. The ERG’s summary on the subject and the comment on the usage of 
such incidence rates for AEs and SREs can be found in section 5.2.6 (page 111) of the ERG report. 


  







5. In the response to the ACD the Manufacturer states: 
“(…) As none of the other modifications proposed by the Committee affect the comparison with 
BSC, it should be noted that the most plausible ICER for enzalutamide against BSC is the ICER 
presented in the manufacturer submission base case: £43,587 / QALY gained.” 
 
Response: 
In section 4.15 of the ACD it is stated that: 
“The Committee (…) agreed that modelling overall survival for abiraterone should assume a 
constant hazard ratio over time; and that the analysis should incorporate equal 'on-treatment' 
utility increases for enzalutamide and abiraterone, the actual patient access scheme discount for 
abiraterone, and hospitalisation costs. The Committee was aware that none of the analyses 
presented by the manufacturer or the ERG applied these assumptions and model inputs 
simultaneously.” 
 
The Manufacturer’s base case scenario is not in concordance with the Committee’s preferred 
modelling scenario (ACD section 4.15). The ERG base case was more in line with the Committee’s 
preferred modelling scenario as equal ‘on-treatment’ utility increases for enzalutamide and 
abiraterone were assumed (in contrast with the manufacturer’s base case assuming non-equal 
‘on-treatment’ utility increases). In the light of the Committee preferred modelling scenario the 
ERG has modified the manufacturer’s base case model to incorporate the following: 


• Assuming a constant hazard ratio over time for abiraterone (overall survival) 


• Incorporating equal ‘on-treatment’ utility increases for enzalutamide and abiraterone. 
The ‘on-treatment’ utility gain for abiraterone (0.04) was applied for both treatments as 
this was considered more conservative and entails a lower risk of double counting than 
applying the ‘on-treatment’ utility gain for enzalutamide (****). 


• As the ERG is kept unaware of the actual patient access scheme (PAS) discount for 
abiraterone, the ERG is unable to exactly incorporate the modifications proposed by the 
Committee. 
************************************************************************
***********************. 


 
Table 3 below presents (deterministic and probabilistic) results for total population and Table 4 
presents (deterministic and probabilistic) results for the subgroup of patients who had received 
two or more courses of chemotherapy. 
 


  







Table 3 –Cost-effectiveness results for the total population as for the Committee’s preferred scenario 


Treatment  Expected outcomes Enzalutamide compared to 


 Costs QALYs Δ Costs Δ QALYs ICER 


Committee preferred scenario for the 
total population (deterministic results)      


Enzalutamide ******* *****    


Abiraterone* ******* ***** ****** ***** £22,604** 


BSC ****** ***** ******* ***** £45,898 
Committee preferred scenario for the 
total population (probabilistic results)      


Enzalutamide ******* *****    


Abiraterone* ******* ***** ****** ***** £22,302** 


BSC ****** ***** ******* ***** £45,764 
Abbreviations: BSC: best supportive care. * In section 4.3 of the ACD Abiraterone was not considered as a 
comparator for the subgroup of patients who have received 2 or more chemotherapy regimens. **Extendedly 
dominated. 


Table 4 –Cost-effectiveness results for the subgroup of patients who had received two or more courses 
of chemotherapy as for the Committee’s preferred scenario 


Treatment  Expected outcomes Enzalutamide compared to 


 Costs QALYs Δ Costs Δ QALYs ICER 


Committee preferred scenario for the 
subgroup population (deterministic 
results)      


Enzalutamide ******* *****    


Abiraterone* ******* ***** ****** ***** £22,866** 


BSC ****** ***** ******* ***** £48,020 


Committee preferred scenario for the 
subgroup population (probabilistic 
results)      


Enzalutamide ******* *****    


Abiraterone* ******* ***** ****** ***** £22,100** 


BSC ****** ***** ******* ***** £47,321 
Abbreviations: BSC: best supportive care. * In section 4.3 of the ACD Abiraterone was not considered as a 
comparator for the subgroup of patients who have received 2 or more chemotherapy regimens. **Extendedly 
dominated. 








Enzalutamide for metastatic hormone-relapsed prostate cancer previously treated with a docetaxel-containing regimen: 
Evidence Review Group’s (ERG) additional analysis 


  


Table 1 – Mean overall survival in years as for the Committee’s  preferred scenario (section 4.15 of the ACD)  


 Total population Two or more prior chemo subgroup 
  Enzalutamide BSC Abiraterone Enzalutamide BSC Abiraterone 
Deterministic       
LYG 1.575 1.181 1.415 1.428 1.113 1.330 
Difference* - 0.395 0.161 - 0.315 0.098 
       
Probabilistic       
LYG 1.58 (95%CI: 1.374 - 1.816) 1.182 (95%CI: 1.087 - 1.285) 1.418 (95%CI: 1.249 - 


1.613) 
1.434 (95%CI: 1.162 - 


1.767) 
1.114 (95%CI: 1.026 - 


1.209) 
1.332 (95%CI: 1.174 - 


1.514) 
Difference* 0.398 (95%CI: 0.239 - 0.581)  0.162 (95%CI: -0.037 


- 0.369) 
 0.32 (95%CI: 0.075 - 


0.617) 
0.102 (95%CI: -0.175 


- 0.41) 
       
*Compared with Enzalutamide; BSC – Best Supportive Care 


 


      
   


 


The ERG has been asked to characterise the uncertainty around the extension to mean survival with enzalutamide treatment by providing 95% confidence 
intervals for the estimates of life years gained produced by the economic model. The results of this additional analysis are presented in the table below. 





