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1 Introduction 
The aim of the ENZAMET trial is to determine the effectiveness of enzalutamide versus conventional 
non-steroidal anti-androgen (NSAA) in men with metastatic prostate cancer.  
 
The study is an open label phase III trial that randomises eligible patients to receive, until disease 
progression or prohibitive toxicity, either: oral enzalutamide 160mg daily or conventional oral NSAA 
treatment. All participants are treated with surgical castration or a Luteinizing Hormone-Releasing 
Hormone Analog (LHRHA) 
 
The randomisation is performed in a 1:1 ratio and is stratified by volume of disease (high volume yes 
versus no), use of early docetaxel (yes versus no), antiresorptive therapy (yes versus no), 
comorbidities (Adult Co-morbidity Evaluation ACE-27 score: 0-1 vs 2-3), and treating institution 
(Study Site).  
 
The target population is men with metastatic prostate cancer commencing androgen deprivation 
therapy. Key eligibility criteria include metastatic prostate cancer, adequate organ function and 
ECOG performance status 0-2. 
 
The primary objective is to determine the effect of enzalutamide on overall survival (OS). The 
secondary objectives are to determine the effect of enzalutamide on: prostate specific antigen 
progression free survival (PCGW2), clinical  progression  free  survival  (imaging,  symptoms, signs), 
adverse events (CTCAE v4.03), health related quality of life (EORTC QLQ C-30, PR-25 and EQ-5D-5L), 
and health outcomes relative to costs.  
 
Correlative objectives include: to identify biomarkers that are prognostic and/or predictive of 
response to treatment, safety and resistance to study treatment. A separate analysis plan will be 
prepared to address these objectives.  
 
The statisticians working on this study are aware of the importance treating any unblinded efficacy 
results as highly sensitive and taking reasonable measures to keep such information confidential, 
despite this being an open label study. DRAFT tabulations/analyses of efficacy endpoints should be 
prepared using dummy treatment allocations, or be pooled across randomised groups. Occasions 
where tabulations/analyses of efficacy endpoints are prepared by actual treatment allocation (for an 
interim analysis and/or the final analysis) will be documented. Access to the analysis programming 
environment will be restricted to authorised personnel.  

2 Endpoint Derivation 
A central clinical review will be performed on the results of the endpoint derivations specified 
below. A series of specific programmed endpoint checks are also performed, with any issues being 
centrally reviewed. Treatment allocation will not be included on the review outputs. Any instances 
where the specifications below are overruled on the basis of the clinical review findings will be 
endorsed by the Clinical Lead (on behalf of the TMC) and documented in the study report.  
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2.1 Overall Survival (OS) (Primary Endpoint) 
Overall survival is defined as the interval from the date of randomisation to date of death from any 
cause, or the date last known alive (at which point the observation is censored).  

2.2 PSA Progression Free Survival (PSA PFS)  
PSA progression free survival (PSA PFS) is defined as the interval from the date of randomisation to 
the date of first evidence of PSA progression, clinical progression, or death from any cause, 
whichever occurs first, or the date of last PSA test without PSA progression (at which point the 
observation is censored).  

2.3 Clinical Progression Free Survival (Clinical PFS)  
Clinical progression free survival is defined as the interval from the date of randomisation to the 
date of first clinical evidence of disease progression or death from any cause, whichever occurs first, 
or the date of last known follow-up without clinical progression (at which point the observation is 
censored). The censoring date will be the latest of the following: the date of the patient’s last 
assessment during the ‘on treatment’ phase where clinical progression status is recorded as ‘no’; 
and, the maximum date the patient is last known not to have progressed collected during the ‘post-
treatment follow-up’ phase. Clinical progression is defined by progression on imaging, development 
of symptoms attributable to cancer progression, or initiation of other anticancer treatment for 
prostate cancer. 

2.4 Safety  
The NCI Common Terminology Criteria for Adverse Events Version 4.03 (NCI CTCAE) will be used to 
classify and grade the intensity of adverse events whilst on treatment, at progression, and 30-42 
days after the last dose of study treatment.  

2.5 Quality of Life (QoL) 
The core EORTC QoL Questionnaire (QLQ-C30) will be used in conjunction with the disease specific 
module for prostate cancer (PR25). The EQ-5D will be used to obtain utility valuations on the health 
states experienced by participants. All instruments will be scored according to standard conventions 
(see Section 10.1 and 10.2).  

2.6 Health Care Resource Usage 
Information on the following areas of health-care resource usage will be collected: protocol therapy  
and hospitalisations (for all participants by trial staff via standard case record forms (CRFs), visits to 
health professionals (for Australian participants via Medicare benefits scheme (MBS) and for other 
regions as specified separately in their Group Specific Appendix (GSA), and non-protocol medications 
(for Australian participants via Pharmaceutical Benefits Scheme (PBS) and for other regions as 
separately specified in their GSA).  

3 Analysis Sets 
All randomised participants will be eligible for inclusion in the full analysis set in accordance with the 
intention-to-treat analysis principle. The full analysis set thus comprises the intention-to-treat (ITT) 
population. The per-protocol population will comprise all randomised participants that are deemed 
eligible/evaluable on blinded central clinical review. Patients are classified according to study 
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medication assigned at the time of randomisation. The safety population will comprise all 
randomised participants who received at least one administration of study medication.  
If a patient receives at least one dose of enzalutamide (irrespective of randomised allocation) in the 
period between randomisation and cessation of study treatment, they will be included in the 
enzalutamide arm of the safety population. If that condition does not apply, and the patient receives 
a least one dose of NSAA (irrespective of randomised allocation) in the period between 
randomisation and cessation of study treatment, they will be included in the NSAA arm of the safety 
population. If neither of the above criteria apply, the patient will be excluded from the safety 
population.  
 
The reasons for any exclusions from analysis sets will be reviewed and endorsed by the Trial 
Executive Committee and documented in the final study report. 
 
The primary analysis population used for the evaluation of enzalutamide on non-safety parameters 
will be the ITT population. The per-protocol population may be used in secondary analyses of non-
safety parameters as part of a sensitivity analysis. Safety analyses will be performed using the safety 
population.  

4 Interim and Final Analyses  
Assuming the study is not terminated early, the final analysis is planned to be undertaken after the 
required number of deaths have occurred (i.e. N=470, see sample size section of the protocol).  The 
study design incorporates formal interim analyses performed on OS once 50%, 67%, and 80% of the 
required events are observed. The interim analysis allows for early rejection of the null hypothesis 
according to an alpha spending function with an O’Brien-Fleming boundary shape1. Indicative 
boundaries for these analyses are presented in the table below. The actual number of events 
observed at the time of the interim analyses would be used to construct the definitive rejection 
boundary. The conditional power (CP) of the study will also be calculated for OS at the interim 
analyses.2 This procedure does not ‘spend’ any alpha associated with the test of the null hypothesis. 
The Independent Data Safety Monitoring Committee (IDSMC) may recommend altering aspects of 
the study (e.g. early termination on futility grounds) if the CP is unacceptably low. A CP <20% is 
suggested in the protocol as a guide for the IDSMC for defining ‘an unacceptably low CP’. Refer to 
interim analysis section of the protocol for additional information on feasibility and safety 
monitoring overseen by the IDSMC.  
 
  

                                                           
1 Lan KKG, and DeMets DL. Discrete Sequential Boundaries for Clinical Trials. Biometrika 
1983;70:659–663 
2 Lan  KKG, Simon R and Halperin M. Stochastically curtailed tests in long–term clinical trials 
Sequential Analysis 1982;1:3:207-219 
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Table 1: Indicative Boundary for Rejection of the Null Hypothesis 
Stage Proportion of 

Required Events 
Z Score Boundary Rejection 

of the Null Hypothesis* 
2-Sided P-value Corresponding 

to Boundary 
1 0.5 +/-2.96 0.003 
2 0.67 +/-2.53 0.011 
3 0.8 +/-2.32 0.020 
4 1 +/-2.03 0.042 

* Calculated using following SAS code: PROC SEQDESIGN plots=boundary(hscale=samplesize) PSS(CREF=1) 
STOPPROB(CREF=1); ErrorSpendOBrienFleming: design nstages=4 method=ERRFUNCOBF ALPHA=0.05 BETA=0.133 
INFO=CUM(0.50 0.67 0.80 1); run; 

5 Type I Error (Alpha) 
Unless otherwise specified (e.g. See Section 4 above), a two-sided alpha of 5% will be applied to 
interpret the results of hypothesis tests and to construct confidence intervals. P-values from 
secondary analyses that are unadjusted for multiple comparisons, and/or early stopping of the trial, 
will be interpreted conservatively. For the many planned adjusted and subgroup analysis, this will 
involve grouping hypothesis tests into discrete families (sets), and evaluating the p-values within 
each family with due consideration of the family-wise type I error rate (See Section 9).  

6 Accounting for Stratification Factors 
Randomisation is stratified by ‘volume of disease’ (high volume yes versus no), ‘use of early 
docetaxel’ (yes versus no), ‘use of antiresorptive therapy’ (yes versus no), comorbidities (Adult Co-
morbidity Evaluation ACE-27 score: 0-1 vs 2-3), and treating institution (Study Site). Sensitivity of 
conclusions when accounting for these factors will be explored in secondary analyses (See Section 
9). Study sites will be grouped into geographical regions for these analyses. The regions are Europe 
(UK and Ireland), Australasia (Australia and New Zealand), and North America (USA and Canada). If 
stratification data were incorrectly collected and reported at the time of randomisation, data that 
are corrected by site after the randomisation process will be used in analysis.  
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7 Subgroups of Particular Interest 
Consistency of the treatment effect on OS will be evaluated across pre-specified subgroups 
defined by the stratification factors and the baseline characteristics shown below in  
Table 2. Consistency of the treatment effect on PSA PFS and clinical PFS will also be evaluated across 
these same subgroups. Study sites will be grouped into geographical regions for these analyses (See 
Section 6).  The effects of enzalutamide in participants treated with early docetaxel, especially in 
participants with high volume disease treated with early docetaxel, are of particular clinical interest 
(see section 9). 
 
Table 2: Subgroups Definitions 

 
Subgroup 
Definitions 

Subgroup Definitions from Other Trials 
(presented for reference)  

Subgroups  ENZAMET STAMPEDE LATITUDE CHAARTED 
Gleason Score ≤7 vs 8-10 ≤7 vs 8-10 ≤7 vs 8-10 ≤7 vs 8-10 
Age <70 vs ≥70 <70 vs ≥70 <65, ≥65, ≥75 <65, ≥65, ≥75 
Performance Status 0 vs 1-2 0 vs 1-2 0 vs 1-2  
Visceral Disease Yes vs No  Yes vs No  
Prior local treatment Yes vs No   Yes vs No 
High volume disease Yes vs No   Yes vs No 
Early docetaxel Yes vs No    
Anti-resorptive therapy Yes vs No    
ACE-27 0-1 vs 2-3    

Region 
ANZ vs Europe vs 
North America    

8 Analysis of Study Endpoints and Patient Characteristics 
See Section 10.3 for indicative mock-ups of the planned outputs for the analyses described below.  

8.1 Subject Disposition 
The number of patients in the analysis sets will be presented along with reasons for any exclusions. 
The Kaplan-Meier method will be used to summarise follow-up time for OS by treatment allocation 
with deaths being treated as censored observations. A CONSORT flow diagram will be prepared.  

8.2 Baseline Demographic and Clinical Characteristics 
Descriptive statistics will be prepared to summarise baseline characteristics of the study participants 
by treatment allocation. Variables to be summarised include: age, BMI, stratification factors, other 
prostate cancer characteristics, and previous treatment for prostate cancer.  

8.3 Exposure to Study Medication 
The Kaplan-Meier method will be used to summarise time on study medication by treatment 
allocation, with any patients remaining on treatment being censored at the time the most recent 
dosing was recorded. Reasons for discontinuations will be tabulated by treatment group.  

8.4 Other Treatments 
The use of non-protocol anti-cancer treatment will be tabulated by treatment group.  
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A listing of other concomitant medications (and reasons for the concomitant medications) will be 
prepared.  

8.5 Overall Survival (OS) – Primary Analysis of Primary Endpoint 
Overall survival (OS) time for each treatment group will be quantified using the Kaplan-Meier 
method and compared using an unstratified log-rank test. An unadjusted Cox PH model will be used 
to estimate the hazard ratio (with 95% CI). In addition, if early stopping is triggered by rejection of 
the null hypothesis at an interim analysis (see Section 4), the conditional mean-adjusted estimator 
will be used to obtain an estimate of hazard ratio for OS corrected for early stopping and a 95% 
confidence interval for the estimate will be obtained using bootstrapping3. This will be presented 
along with the conventional HR and confidence interval for reference purposes. Section 4 and 9 
provide detail on the interim, adjusted, and subgroup analyses that are planned to be conducted on 
OS.  

8.6 PSA Progression Free Survival (PSA PFS)  
PSA Progression Free Survival time for each treatment group will be quantified using the Kaplan-
Meier method and compared using an unstratified log-rank test. An unadjusted Cox PH model will be 
used to estimate the hazard ratio (with 95% CI). Section 9 provide detail on the subgroup analyses 
that are planned to be conducted on PSA PSF. 

8.7 Clinical Progression Free Survival (Clinical PFS)  
Clinical Progression Free Survival will be analysed using the same approach as that described above 
for PSA PFS. Section 9 provide detail on the subgroup analyses that are planned to be conducted on 
clinical PSF 

8.8 Safety Data Analysis  
Adverse Events (AEs) and Serious Adverse Events (SAEs) will be tabulated by treatment received (see 
Section 3) and CTCAE criteria including system organ class, term, and (worst) grade.  

8.9 Quality of life (QoL) 
The QoL analyses will comprise a primary and a secondary set of approaches (next described).  
 
8.9.1 Primary Approach: Deterioration-Free Survival 
A deterioration-free survival (DetFS) endpoint will be constructed as a marker of overall net-benefit 
over the on-treatment period. This is defined as the time from randomisation to the first of the 
following events: a 10-point or more deterioration in health status from baseline (without 
subsequent 10-point or more improvement compared with baseline), clinical progression, death, or 
treatment discontinuation.  If a patient experiences none of these events, they will be censored. The 
censoring date will be the latest of the following: the date of the patient’s last QoL assessment; the 
date of the patient’s last assessment during the ‘on treatment’ phase where clinical progression 
status is recorded as ‘no’; and, the maximum date the patient is last known not to have progressed 
collected during the ‘post-treatment follow-up’ phase. Two DFS endpoints will be derived using 
different markers of health status deterioration based on the EORTC QLQ-C30: one used the Physical 

                                                           
3 Shimura M. Comparison of conditional bias-adjusted estimators for interim analysis in clinical trials 
with survival data. Statistics in medicine 2017;36(13):2067 
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Function Scale (DetFSPF), and the other used the General Health Scale (DetFSGHS). The treatment 
groups will be compared on DetFSPF and DFSGHS using an unstratified log-rank test. Kaplan-Meier 
curves will be prepared and used to estimate median DetFS with 95% confidence intervals. An 
estimate of the hazard ratio for the treatment effect will be obtained using a Cox proportional 
hazard regression model without stratification factors. 
 
8.9.2 Secondary Approach: Mixed Model for Repeated Measures 
Scale scores from the QLQ-C30, PR25 and EQ5D will be summarised by treatment group over time, 
and are planned to be analysed using a mixed model for repeated measures (MMRM). The MMRM 
will include covariates for baseline, treatment arm, post-baseline time-point, and a treatment-by-
time point interaction. A blinded analysis (of interim) QoL data will be used to refine the analysis 
method. This will include: (i) specifying the covariance structure after evaluation of various options 
(including compound symmetry and autoregressive) using the AIC statistic; and (ii) specifying the 
strategy for accommodating any highly skewed data (e.g. log transformation, or split at median or 
other logical value with analysis of the resultant categorical endpoint performed using a repeated 
measures generalised linear model with a logit link function).  

8.10 Quality-Adjusted Survival (QAS) 
Within-trial estimates of quality-adjusted survival (QAS) will be calculated for each randomised 
treatment group4. This will involve combining the QoL utility function estimated from the repeated 
measures analysis of the EQ-5D collected up to treatment cessation with the time-to-treatment-
cessation function estimated using the  Kaplan-Meier method; and, combining post treatment 
cessation QoL estimate(s) (from external sources) with the survival-post-treatment-cessation 
function estimated using the  Kaplan-Meier method. The QAS estimates will be truncated at the time 
point when either of the arms has <10% of patients at risk5. Confidence intervals will be constructed 
using bootstrapping. The applicability of approaches for deriving utilities from the EORTC QLQ-C30, 
to use as an alternative to the EQ-5D, may also be explored in sensitivity analyses.  

8.11 Analysis of Health Outcomes Relative to Costs 
Australian unit costs will be applied to the resource usage data (See Section 2.6) to estimate the 
within-trial cost difference (in Australian dollars) between randomised arms. A within-trial estimate 
of the incremental cost-effectiveness of the addition of enzalutamide to standard treatment will be 
calculated in terms of the cost difference relative to the quality-adjusted survival (QAS) difference.  
 
The feasibility of extrapolating beyond the within-trial estimate of cost-effectiveness using modelling 
methods will be explored. 

9 Adjusted and Subgroup Analyses 
Sensitivity of conclusions from the primary analysis on OS to adjustment for stratification factors 
(See Section 6) will be investigated for the ITT population. A comparison between randomised 

                                                           
4 Glasziou et al. Quality adjusted survival analysis with repeated quality of life measures. Stat Med. 
1998 Jun 15;17(11):1215-29. 
5 Pocock et al. Survival plots of time-to-event outcomes in clinical trials: Good practice and pitfalls. 
Lancet. 2002;359:1686–9. 
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groups will be undertaken using a stratified long-rank test. An adjusted hazard ratio (with 95% CI) 
will be obtained from a Cox PH model that includes the stratification factors as covariates.  These 
analyses will be performed on the ITT population.  
 
The consistency of the treatment effect on OS across the stratification factors and other pre-
specified baseline characteristics (See Section 0) will be tested by fitting the relevant factor-by-
treatment interaction term in a Cox regression model along with the associated main effects terms. 
The subgroup analyses will be repeated using PSA PFS and clinical PFS as the endpoints.  
 
A clinical question of particular importance and interest is whether early docetaxel modifies the 
effect of enzalutamide in patients with high volume disease. The corresponding analysis will involve 
fitting a docetaxel-by-treatment interaction term, along with the associated main effects terms, in a 
Cox regression model applied to PSA PFS in the cohort of patients with high volume disease in the 
ITT population. Because that analysis will only include high disease volume patient, it will have less 
statistical power to detect effect modification than those subgroup analyses applied to the full ITT 
population. Note that exposure to docetaxel is not randomised.  
 
The hypothesis tests from the planned adjusted and subgroup analysis described above will be 
considered within the following discrete families: (1) a set of adjusted analyses on OS; (2) a set of 
subgroup analyses on OS; (3) a set of subgroup analyses on PSA PFS; and (4) a set of subgroup 
analyses on clinical PFS. Due consideration will be given to the family-wise type I error rate when 
conservatively interpreting the p-values within each of family of tests, and the Benjamini-Hochberg 
procedure6 will be used to calculate adjusted p-values with the family-wise type I error being set to 
5%. 
 
 

  

                                                           
6 Huque M. F. Validity of the Hochberg procedure revisited for clinical trial applications. Stat Med 
2016;35:5-20 
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10 Appendix 

10.1 EORTC scoring 
 

Instrument/Scale/Item 
 Scale No. 

items 
Range Item 

number 
High 
score 

QLQ-C30 
Global health status/QoL  QL2 2 6 29, 30 +ve 
Functional scales      
Physical  PF2 5  3 1 - 5 +ve 
Role  RF2 2 3 6, 7 +ve 
Emotional  EF 4 3 21 - 24 +ve 
Cognitive CF 2 3 20, 25 +ve 
Social SF 2 3 26, 27 +ve 
Symptom scales / items 
Fatigue FA 3 3 10, 12, 18 -ve 
Nausea and vomiting NV 2 3 14, 15 -ve 
Pain PA 2 3 9, 19 -ve 
Dyspnoea DY 1 3 8 -ve 
Insomnia SL 1 3 11 -ve 
Appetite loss AP 1 3 13 -ve 
Constipation CO 1 3 16 -ve 
Diarrhoea DI 1 3 17 -ve 
Financial difficulties FI 1 3 28 -ve 
QLQ-PR25 
Symptom scales / items      
Urinary symptoms  PRURI 8 3 1 – 7,9 -ve 
Bowel symptoms  PRBOW 4 3 10 – 13 -ve 
Hormonal treatment-
related symptoms 

PRHTR  6  3 14 – 19 -ve 

Incontinence aid  PRAID  1 3 8 -ve 
Functional scales/items      
Sexual activity  PRSAC 2 3 20, 21 +ve 
Sexual functioning  PRSFU 4 3 22-25 +ve 

 
QLQ-PR25 
The prostate cancer module is meant for use among patients with prostate cancer varying in disease 
stage and treatment modality (i.e. surgery, chemotherapy, radiotherapy, etc.). It should always be 
complemented by the QLQ-C30. 
Remarks 

• Items 20 and 21 can be completed by all patients 
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• Items 22-25 are conditional on being sexually active, and thus will only be completed by a 
subgroup of patients. This will require reversing the response categories of questions 23-25 
but not of 22. 

 

 
 
 
 

Definition: 

In practical terms, if I1, I2, …, In are included in a scale, the procedure is as follows: 
 

Calculate the raw score:   

 
Apply the linear transformation to 0-100 to obtain the score S: 

Functional Scales:   

 

Symptom scales/items:    

 

Global health status/QoL: ( 1){ }*100RSS
range

−
=   

Range is the difference between the maximum possible value of RS and the minimum possible 
value. The QLQ-C30 has been designed so that all the items in any scale take the same values. 
Therefore the range of RS equals the range of the items. Most items are scored 1 to 4 giving a range 
of 3. Exceptions are the items contributing to the global health status/QoL, which are 7-point 
questions with a range of 6. 
 
Note a high score for a functional scale represents a high/healthy level of functioning, a high score 
for the global health status/QoL represents a high QoL, but a high score for a symptom/item scale 
represents a high level of symptomatology/problems. 
 
Missing Items: 

If at least half of the items from the scale have been answered, assume that the missing items have 
values equal to the average of those items which are present for that respondent.  
 
Thus: 

• Have at least half of the items from the scale been answered? 
• If Yes, use all the items that were completed, and apply the standard equations for 

calculating the scale scores; ignore any items with missing values when making the 
calculations. 

• If No, set scale score to missing. 
• For single-item measures, set score to missing. 

 
 
 

1 2 nI I IRS
n

+ + +
=



( 1){1 }*100−
= −

RSS
range

( 1){ }*100RSS
range

−
=
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10.2 EQ5D-5L 
The EQ5D-5L comprises the following items: 

1. Mobility (5 response levels) 
2. Personal Care (5 response levels) 
3. Usual Activity (5 response levels) 
4. Pain/Discomfort (5 response levels) 
5. Anxiety/Depression (5 response levels)  
6. a visual analogue scale assessing overall health (0-100) 

 
Items 1 to 5 collectively define 55=3,125 health profiles. The UK utilities for these profiles will be 
applied.  These weights are available from the EQ5D website (accessed 02FEB19): 
https://euroqol.org/eq-5d-instruments/eq-5d-5l-about/valuation-standard-value-sets/crosswalk-
index-value-calculator/ 
 
 
 
 
 
  

https://euroqol.org/eq-5d-instruments/eq-5d-5l-about/valuation-standard-value-sets/crosswalk-index-value-calculator/
https://euroqol.org/eq-5d-instruments/eq-5d-5l-about/valuation-standard-value-sets/crosswalk-index-value-calculator/
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10.3 Table Shells 
Indicative mock-ups of the planned outputs are presented below. The numbering shown does not 
necessarily correspond the numbering that will be applied to the definitive tables. 

10.3.1 Subject Disposition 
Analysis Population Conventional NSAA Enzalutamide Both Groups 
ITT x x x 
PP x x x 
Safety x x x 

 
 

Place holder for CONSORT flow diagram 
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10.3.2 Baseline Demographic and Clinical Characteristics 
Characteristic Level Conventional NSAA Enzalutamide Both groups 
Age (Years)-Mean(SD)  x (x) x (x) x (x) 
Age <=70 yrs  x (x%) x (x%) x (x%) 
Age >70 yrs  x (x%) x (x%) x (x%) 

 
Height-Mean(SD)  x (x) x (x) x (x) 

 
Weight-Mean(SD)  x (x) x (x) x (x) 

 
BMI-Mean(SD)  x (x) x (x) x (x) 

 
BSA-Mean(SD)  x (x) x (x) x (x) 

 
Site Country Australia x (x%) x (x%) x (x%) 
 Canada x (x%) x (x%) x (x%) 
 Ireland x (x%) x (x%) x (x%) 
 New Zealand x (x%) x (x%) x (x%) 
 UK x (x%) x (x%) x (x%) 
 United States x (x%) x (x%) x (x%) 

 
Docetaxel chemotherapy strata No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Volume of disease strata High x (x%) x (x%) x (x%) 
 Low x (x%) x (x%) x (x%) 

 
Anti-resorptive therapy strata No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
ACE-27 strata 0-1 x (x%) x (x%) x (x%) 
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Characteristic Level Conventional NSAA Enzalutamide Both groups 
 2-3 x (x%) x (x%) x (x%) 

 
Visceral metastases No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
 

Site of visceral metastases     
Lung  x (x%) x (x%) x (x%) 
Liver   x (x%) x (x%) x (x%) 
Other  x (x%) x (x%) x (x%) 

 
 

T Stage Missing x (x%) x (x%) x (x%) 
 T0: No evidence of primary 

tumor 
x (x%) x (x%) x (x%) 

 T1: Clinically inapparent tumor 
not palpable or visible by 
imaging 

x (x%) x (x%) x (x%) 

 T2: Tumor confined within 
prostate 

x (x%) x (x%) x (x%) 

 T3: Tumor extends through the 
prostate capsule 

x (x%) x (x%) x (x%) 

 T4: Tumor is fixed or invades 
adjacent structures other than 
seminal vesicles 

x (x%) x (x%) x (x%) 

 TX: Primary tumor cannot be 
assessed 

x (x%) x (x%) x (x%) 

 Unknown x (x%) x (x%) x (x%) 
 

N Stage Missing x (x%) x (x%) x (x%) 
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Characteristic Level Conventional NSAA Enzalutamide Both groups 
 N0: No regional lymph node 

metastasis 
x (x%) x (x%) x (x%) 

 N1: Metastasis in regional 
lymph node(s) 

x (x%) x (x%) x (x%) 

 NX: Regional lymph nodes 
cannot be assessed 

x (x%) x (x%) x (x%) 

 Unknown x (x%) x (x%) x (x%) 
 

M Stage M0: No distant metastasis x (x%) x (x%) x (x%) 
 M1: Distant metastasis x (x%) x (x%) x (x%) 
 MX: Distant metastasis cannot 

be assessed 
x (x%) x (x%) x (x%) 

 Missing x (x%) x (x%) x (x%) 
 Unknown x (x%) x (x%) x (x%) 

 
Gleason score 06 or less x (x%) x (x%) x (x%) 
 07 (3+4) x (x%) x (x%) x (x%) 
 07 (4+3) x (x%) x (x%) x (x%) 
 08 x (x%) x (x%) x (x%) 
 09 (4+5) x (x%) x (x%) x (x%) 
 09 (5+4) x (x%) x (x%) x (x%) 
 10 x (x%) x (x%) x (x%) 
 Missing x (x%) x (x%) x (x%) 

 
Group staging Missing x (x%) x (x%) x (x%) 
 Stage I x (x%) x (x%) x (x%) 
 Stage IIA x (x%) x (x%) x (x%) 
 Stage IIB x (x%) x (x%) x (x%) 
 Stage III x (x%) x (x%) x (x%) 
 Stage IV x (x%) x (x%) x (x%) 
 Unknown x (x%) x (x%) x (x%) 
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Characteristic Level Conventional NSAA Enzalutamide Both groups 
 

Local disease  Prostate Missing x (x%) x (x%) x (x%) 
 No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Local disease  Bladder invasion Missing x (x%) x (x%) x (x%) 
 No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Regional lymph node involvement Missing x (x%) x (x%) x (x%) 
 No x (x%) x (x%) x (x%) 
 Unknown x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Has the patient had any prior cytotoxic 
chemotherapy?   This includes adjuvant 
chemotherapy, but does  NOT  include docetaxel 
chemotherapy for metastatic prostate cancer 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Has the patient received docetaxel for metastatic 
disease prior to randomisation? 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Is the patient currently receiving any anti-
resorptive therapy? (including up to 6 weeks 
after commencing study treatment) 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Has the patient had any prior androgen 
deprivation therapy?   This includes adjuvant 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
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Characteristic Level Conventional NSAA Enzalutamide Both groups 
ADT, but does  NOT  include ADT for metastatic 
disease started within 12 weeks prior to 
randomisation or bilateral orchidectomy 

Yes x (x%) x (x%) x (x%) 

 
Has the patient received an NSAA for metastatic 
disease within 12 weeks prior to randomisation? 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Has the patient received an LHRHA for metastatic 
disease within 12 weeks prior to randomisation? 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Has a bilateral orchidectomy been performed? Missing x (x%) x (x%) x (x%) 

No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Prior local treatment? Missing/NA x (x%) x (x%) x (x%) 
 No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Has the patient had any prior surgery related to 
the primary tumour?   This includes all prostate-
related surgeries and biopsies 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Previous radical prostatectomy 
 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Has the patient had any prior radiotherapy?   This 
includes adjuvant radiotherapy, radiotherapy 

Missing x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
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Characteristic Level Conventional NSAA Enzalutamide Both groups 
started prior to randomisation or up to 6 weeks 
after commencing study treatment 

Yes x (x%) x (x%) x (x%) 

 
Previous local radiotherapy Missing/NA x (x%) x (x%) x (x%) 
 No x (x%) x (x%) x (x%) 
 Yes x (x%) x (x%) x (x%) 

 
Previous radiotherapy to bone metastases within 
the vertebral column and pelvis 

Missing/NA x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 

 
Previous radiotherapy to bone metastases 
outside the vertebral column and pelvis 

Missing/NA x (x%) x (x%) x (x%) 
No x (x%) x (x%) x (x%) 
Yes x (x%) x (x%) x (x%) 
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10.3.3 Exposure to Study Medication 
 

Characteristic  
Conventional 
NSAA Enzalutamide 

Both 
Groups 

Has patient ceased anti-androgen 
treatment? 

Missing x (x%) x (x%) x (x%) 

 Yes x (x%) x (x%) x (x%) 
 
Reason for permanently ceasing 
anti-androgen treatment* 

Missing x (x%) x (x%) x (x%) 

 Clinical Progression 
(Imaging) 

x (x%) x (x%) x (x%) 

 Clinical Progression 
(Symptoms) 

x (x%) x (x%) x (x%) 

 Clinical Progression 
(Anti-cancer Rx) 

x (x%) x (x%) x (x%) 

 Clinical Progression 
OTHER 

x (x%) x (x%) x (x%) 

 Adverse event x (x%) x (x%) x (x%) 
 Clinician preference x (x%) x (x%) x (x%) 
 Death x (x%) x (x%) x (x%) 
 Other x (x%) x (x%) x (x%) 
 Patient preference x (x%) x (x%) x (x%) 
     
Wk 4 proportion of days patient 
took Enzalutamide/NSAA 

Missing x (x%) x (x%) x (x%) 

 90% - 100% x (x%) x (x%) x (x%) 
 80% - 89% x (x%) x (x%) x (x%) 
 <80% x (x%) x (x%) x (x%) 
     
Wk 12 proportion of days patient 
took Enzalutamide/NSAA 

Missing x (x%) x (x%) x (x%) 

 90% - 100% x (x%) x (x%) x (x%) 
 80% - 89% x (x%) x (x%) x (x%) 
 <80% x (x%) x (x%) x (x%) 
     
*Note: Investigators allowed to select more than one criterion for clinical progression, however only one 
criterion is shown in the table with sequence for attribution being: (1) imaging, (2) symptoms, (3) anti-cancer 
Rx, (4) Other 

 
Place holder for Kaplan-Meier plot showing duration of treatment 

 
Percentile Conventional NSAA Enzalutamide Both Groups 
25th x (95% CI: x to x) x (95% CI: x to x) x (95% CI: x to x) 
50th (Median) x (95% CI: x to x) x (95% CI: x to x) x (95% CI: x to x) 
75th  x (95% CI: x to x) x (95% CI: x to x) x (95% CI: x to x) 
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10.3.4 Non-protocol anti-cancer treatments  
 

Non-protocol anti-cancer treatments Conventional NSAA Enzalutamide Both groups 
Goserelin x (x%) x (x%) x (x%) 
Leuprorelin x (x%) x (x%) x (x%) 
Triptorelin x (x%) x (x%) x (x%) 
Degarelix x (x%) x (x%) x (x%) 
Nilutamide x (x%) x (x%) x (x%) 
Flutamide x (x%) x (x%) x (x%) 
Bicalutamide x (x%) x (x%) x (x%) 
Cyproterone x (x%) x (x%) x (x%) 
Enzalutamide x (x%) x (x%) x (x%) 
Abiraterone and prednisolone x (x%) x (x%) x (x%) 
Orteronel x (x%) x (x%) x (x%) 
Sipuleucel-T x (x%) x (x%) x (x%) 
Radium 223 (Alpharadin) x (x%) x (x%) x (x%) 
Radiotherapy x (x%) x (x%) x (x%) 
Docetaxel x (x%) x (x%) x (x%) 
Cabazitaxel x (x%) x (x%) x (x%) 
Mitoxantrone x (x%) x (x%) x (x%) 
Steroids alone x (x%) x (x%) x (x%) 
Other x (x%) x (x%) x (x%) 

10.3.5 Overall Survival  
 

Place holder for Kaplan-Meier plot 
 

p-values < 0.05 suggest violation of the proportional hazards assumption 
 

10.3.6 PSA Progression Free Survival  
As per overall survival 

10.3.7 Clinical Progression Free Survival 
As per  overall survival 
  

Median Time to Event 
HR 

Log-
rank 
Test 

Proportional 
Hazards 

Test* Conventional NSAA 
 

Enzalutamide 
x (95% CI: x to x)  x (95% CI: x to x) x  (95% CI: x to x; p= x.xx) p=x.xx p=x.xx 
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10.3.8 Safety Tables 
A selection of the key tables for (S)AEs are illustrated below.  

10.3.8.1 Serious Adverse Events   

 Conventional NSAA (N=x) Enzalutamide (N= x) 
Both groups 

(N= x) 

Number of Patients  
with at least 1 SAE 

x x x 

Cumulative number  
of SAEs 

x x x 

10.3.8.2 Number of AEs by Category and Grade   

System Organ Class/CTCAE Term 

Treatment Arm 

GRAND 
TOTAL 

Conventional NSAA  Enzalutamide 
Grade  

N 
_ Grade  

N 1-2 3-5  1-2 3-5 
        

<Class1> TOTAL x x x  x x x x 
<Term 1> x x x  x x x x 
<Term 2> x x x  x x x x 
<Term 3> x x x  x x x x 

 <etc.> x x x  x x x x 
<Class2> TOTAL x x x  x x x x 
 <Term 1> x x x  x x x x 
 <Term 2> x x x  x x x x 
 <Term 3> x x x  x x x x 
 <etc.> x x x  x x x x 

<NOTE: a version of this table with each grade desegregated will be also prepared> 

10.3.8.3 AE Terms by Worst Grade* (Excluding Grade 1-2 AEs) 

 

Treatment Arm 

GRAND 
TOTAL 

Conventional NSAA   Enzalutamide 
Worst grade 

TOTAL 
_  Worst grade 

TOTAL 3 4 5  3 4 5 
<Class1> Total** 26 10 1 37   30 6 _ 36 73 

<Term 1> 2 1 _ 3   1 _ _ 1 4 
<Term 2> 1 1 1 3   _ _ _ _ 3 
<Term 3> 23 8 _ 31   29 6 _ 35 66 

<Class2> Total** 9 2 1 12   12 _ 1 13 25 
 <Term 1> 9 2 1 12   12 _ 1 13 25 
 <Term 2> 9 2 1 12   12 _ 1 13 25 
 <Term 3> 9 2 1 12   12 _ 1 13 25 

*If a patient had multiple events within a particular term, that with the worst grade is shown.  
**The worst grade events are summed within a system organ class to form row totals 
<NOTE: a version of this table including grade 1-2 AEs will be also prepared> 
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10.3.9 Quality of life  

10.3.9.1 Analysis of QoL Scales over Time 

Scale Time Point 

Conventional NSAA __ Enzalutamide __ 

Modelled Difference* Descriptive 
Statistics 

Modelled 
Estimates* 

 Descriptive 
Statistics 

Modelled 
Estimates* 

 

<Scale 1> Baseline 
N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

  N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

   

<Scale 1> <time 1> 
N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 Mean=x StdErr=x 
(95%CI: x to x; p=x)  

<Scale 1> <time 2> 
N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 Mean=x StdErr=x 
(95%CI: x to x; p=x)  

<Scale 1> <etc.> 
N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 N=x Missing=x  Mean=x STD=x 
Median=x (min, max: x x) 

Mean=x StdErr=x 
(95%CI: x to x)  

 Mean=x StdErr=x 
(95%CI: x to x; p=x)  

<etc.> <etc.> <etc.> <etc.>  <etc.> <etc.>  <etc.> 

* Mixed model for repeated measures with fixed effect terms for treatment allocation, time point, a time point-by-treatment allocation interaction, and the baseline 
assessment. 
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10.3.9.2 Quality-Adjusted Survival (QAS) 

QAS 
Conventional NSAA  

mean (95% CI) 
Enzalutamide 
mean (95% CI) 

Difference 
mean (95% CI) 

Within-trial (truncated) x (x) x (x) x (x) 
<Extrapolation/Sensitivity Analysis 1> x (x) x (x) x (x) 
<Extrapolation/Sensitivity Analysis 2> x (x) x (x) x (x) 
<etc.> <etc.> <etc.> <etc.> 

10.3.9.3  Analysis of Health Outcomes Relative to Costs 

 

Conventional NSAA  
Estimate  

(plausible range) 

Enzalutamide 
Estimate  

(plausible range) 

Difference 
(plausible range) 

Costs    
  Within Trial x (x-x) x (x-x) x (x-x) 
    Category <1> x (x-x) x (x-x) x (x-x) 
    Category <2> x (x-x) x (x-x) x (x-x) 
    <etc.> <etc.> <etc.> <etc.> 
    Total x (x-x) x (x-x) x (x-x) 
    
  Extrapolated x (x-x) x (x-x) x (x-x) 
    Scenario 1 x (x-x) x (x-x) x (x-x) 
    Scenario 2 x (x-x) x (x-x) x (x-x) 
    <etc.> <etc.> <etc.> <etc.> 
    
ICER    
  Within Trial - - x (x-x) 
  Extrapolated - - x (x-x) 
    Scenario 1 - - x (x-x) 
    Scenario 2 - - x (x-x) 
    <etc> - - <etc> 

 

10.3.9.4 Adjusted and Subgroup Analyses 
 

Covariate Individual Covariate and Treatment Fitted as Main Effects 
HR for Covariate 
(95% CI) 

HR for Treatment 
(95% CI) 

Stratified Log-Rank p-
value for treatment  

<Covariate 1> 
 <level 1 vs level 2> x (x  to x; p=x.xx) x (x  to x; p=x.xx) 

p=x.xx 

<Covariate 2> 
 <level 1 vs level 2> x (x  to x; p=x.xx) x (x  to x; p=x.xx) 

p=x.xx 

<etc> <etc> <etc> <etc> 
 
 

Place holder for forest plot showing within subgroup estimates (of HRs; 95% CIs; p-values) and p-
values from test of interaction 
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