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POD-04.01
Enzalutamide in Men with Chemotherapy-naïve Metastatic 
Prostate Cancer: Results of the Phase 3 PREVAIL Study
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Introduction and Objectives: Enzalutamide (enza), an oral androgen 
receptor inhibitor, improved overall survival (OS) in men with metastatic 
castrate-resistant prostate cancer (mCRPC) who had received docetaxel. This 
study examined if enza could prolong OS and radiographic progression-
free survival (rPFS) in asymptomatic or mildly symptomatic chemotherapy 
(chemo)-naïve mCRPC. 
Methods: In this randomized, double-blind, placebo (pbo)-controlled, 
phase 3 study (NCT01212991), chemo-naïve men with mCRPC were strati-
fied by site and randomized 1:1 to enza 160 mg/day or pbo. OS and rPFS 
were co-primary endpoints and analyzed for the ITT population. Planned 
sample size was 1680 with 765 deaths to achieve 80% power to detect a 
target OS hazard ratio (HR) of 0.815 with a type I error rate of 0.049 and 
a single interim analysis at 516 (67%) deaths. rPFS had sufficient power to 
detect a target HR of 0.57 and a type I error rate of 0.001 with a minimum 
of 410 events. 
Results: 1717 men were randomized (1715 treated) between September 
2010 and September 2012. Interim analysis at 540 deaths showed a sta-
tistically significant benefit of enza over pbo with 29% reduction in risk of 
death (OS: HR 0.71; 95% CI: 0.60-0.84; P< 0.0001) and 81% reduction 
in risk of radiographic progression or death (rPFS: HR 0.19; 95% CI: 0.15-
0.23; p<0.0001). At the time of OS analysis, 28% of enza patients and 
35% of pbo patients had died. Median OS was 32.4 months (mo) (95% 
CI: 30.1-not yet reached [NYR]) in the enza arm vs. 30.2 mo (95% CI: 
28.0-NYR) in the pbo arm. Median rPFS was NYR (95% CI: 13.8—NYR) 
in the enza arm vs. 3.9 mo (95% CI: 3.7-5.4) in the placebo arm. Seizure 
events were reported in two patients. The Independent Data Monitoring 
Committee recommended stopping the study and crossing pbo patients to 
enza. Secondary endpoints and safety analysis will be presented. 
Conclusions: Treatment with enza significantly improves OS and rPFS in 
men with chemo-naïve mCRPC.

POD-04.02
Rates of Complications not Related to Urinary Incontinence or 
Erectile Dysfunction after Radical Prostatectomy or Radiotherapy 
for Prostate Cancer
Nam, Robert1; Cheung, Patrick2; Herschorn, Sender1; Saskin, Refik3; Su, 
Jiandong3; Klotz, Laurence1; Chang, Michelle1; Kulkarni, Girish1; Lee, Yuna4; 
Kodama, Ronald1; Narod, Steven5

1Division of Urology, University of Toronto, Toronto, ON, Canada; 
2Department of Radiation Oncology, University of Toronto, Toronto, ON, 
Canada; 3Institute of Evaluative Clinical Sciences, University of Toronto, 
Toronto, ON, Canada; 4Department of Medicine, University of Toronto, 
Toronto, ON, Canada; 5Department of Public Health Sciences, University 
of Toronto, Toronto, ON, Canada 
Objectives: To accurately estimate the cumulative rates at 5 years of com-
plications associated with treatment of localized prostate cancer by pros-
tatectomy or radiotherapy.
Methods: We conducted a population-based retrospective cohort study of 
prostate cancer patients using administrative hospital data, physician billing 
codes and cancer registry data for men who underwent prostatectomy or 
radiotherapy alone between 2002 and 2009 in Ontario. Main outcomes 
were the development of a complication in any of five categories: 1) those 
requiring hospital admission to manage a treatment-related problem, 2) 
those requiring a minimally-invasive urological procedure, 3) those requir-
ing a rectal/anal-based procedure, 4) those requiring an open procedure, 
and 5) the development of a secondary malignancy.
Results: Of 32,465 patients, the 5-year cumulative rate of admission to 
hospital for a treatment-related complication was 22.2% (95% CI: 21.7%-
22.7%), but 2.4% (95% CI: 2.2%-2.6%) for patients whose length of stay 
was greater than one day. The 5-year cumulative risk of requiring a urologi-
cal procedure was 32.0% (95% CI: 31.4%-32.5%), of a rectal/anal proce-
dure was 13.7% (95% CI: 13.3%-14.1%) and of an open procedure was 
0.9% (95% CI: 0.8%-1.1%). The risk of second primary malignancy from 
year 5-9 was 3.0% (95% CI: 2.6%-3.5%). Increasing age and comorbidity 
were important predictors for a complication in all outcome categories, 
except for open procedures. Treatment type was the strongest predictor. 
Patients who were treated with radiotherapy experienced higher rates of 
complications in each category than patients who had RP (adj HRs 1.86 
to 5.65, p<0.0001).
Conclusions: Complications after prostate cancer treatment are frequent 
and dependent on age, co-morbidity and the type of treatment. Patients and 
physicians should be aware of these risks in addition to the well established 
effects of urinary incontinence and erectile dysfunction when choosing 
treatment for prostate cancer.
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Introduction and Objectives: Early clinical,epidemiological and experi-
mental studies are linking cancer to various chronic medical conditions. 
Little is known of the association between prostate cancer (PCa) and 
chronic diseases and their effects on mortality after radical prostatectomy 
(RP). Our objective was to evaluate the impact of chronic diseases on 
mortality from PCa (DOD) versus from other causes (DOOC) after RP.
Methods: We did a retrospective cohort study of all RP patients at our 
centre who are included in our database with at least 5 years of follow-up 
(2734 patients, RP date 1987-2007) with available comorbidity infor-
mation at surgery. Charlson comorbidity score (CCS) was calculated.
To validate mortality data,we matched our institutional database to the 
Institut de la Statistique du Québec (June 2011). Cause of mortality was 
determined from chart review and death certificates. We examined the 
associations between the CCS and disease aggressiveness parameters at 
RP. We conducted univariate and multivariate survival analyses assessing 
time to DOD vs. DOOC.
Results: Mean patient age was 62.9.Mean follow-up was 8.8 years.
Pathologic tumour Gleason grade was ≥8 and =7 in 19% and 41%.
Stage was T4 in 2% and T3 in 38% of cases.CCS was of 0, 1, 2 and ≥3 
in 1757, 598, 262 and 117 patients. CCS was positively associated with 
PCa aggressiveness at prostatectomy, both in terms of tumour grade (M-H 
chi-square p=0.0006) and stage (p=0.0015). At multivariate Cox regres-
sion, we observed an increased risk of DOD with increasing tumour stage 
(p=0.0001) and grade (p<0.0001) but also with increasing Charlson score 
(p=0.0029) in which is reproduced in a Kaplan-Meier model (p=0.0052).
In contrast, we observed an increased risk of DOOC with increasing CCS 
(p<0.0001) but not with PCa grade or stage (p=0.9).
Conclusions: The CCS is a valid stratification tool for the risk of mortality 
from other causes in patients undergoing radical prostatectomy, validating 
previous findings. We observed a strong association between comor-
bidities and PCa aggressiveness and mortality, in particular DOD. This 
suggests a common link between chronic diseases and prostate cancer 
aggressiveness. Further research is justified to identify this link.
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Introduction: The efficacy of neoadjuvant chemotherapy (NAC) for muscle 
invasive bladder cancer (MIBC) was established with MVAC (methotrex-
ate, vinblastine, doxorubicin, cisplatin), with complete response rates up 
to 38%. Due to comparable efficacy with better tolerability in patients 
with metastatic disease, GC (gemcitabine, cisplatin) has become the most 
commonly used NAC. We aimed to assess “real world” pathological rates 
to NAC with different regimens in a multicentre cohort.
Methods: Data was collected retrospectively at 16 international centres on 
sequential patients with MIBC (clinical T2-T4a, N0-3, M0) who received 
NAC, consisting of ≥3 cycles, followed by radical cystectomy, between 
2000-2013. Patients with histology other than mixed urothelial carcinoma 
with squamous or glandular differentiation were excluded. The primary 
outcome was pathologic stage at cystectomy. Univariate and multivari-
able analyses were used to determine factors predictive of pT0N0 stage.
Results: Data on 1449 patients were collected, of whom 954 (65.8%) had 
a clinical node stage N0 (cN0) and 277 (19.1%) had cN1-3 (remaining 
15.0% cNx). The majority received GC (n=816; 56%), followed by MVAC 
(n=405; 28%), and gemcitabine/carboplatin or other regimens (n=217; 
15%). In the cN0 group, 22.3% (n=212) had pT0N0 on final histology 
and 41.1% (n=391) had pT1N0 or lower stage. The rate of pT0N0 for 
cN0 patients receiving GC was 22.2% compared to 25.9% for MVAC 
(p=0.2). On multivariable analysis for all patients (cN0 and cN+) MVAC 
was a statistically significant factor associated with pT0 (p=0.04) but not 
≤pT1 disease (p=0.17). For patients with cN0, there was no difference 
between MVAC and GC in pT0N0 on multivariable analysis (OR 1.19 
(95% CI 0.868-1.632); p=0.28).
Conclusions: NAC response rates in an international cohort are lower 
than those reported in prospective randomized trial. The use of MVAC 
compared to GC was predictive of a higher likelihood of patients achiev-
ing pT0N0 after NAC.

POD-04.05
Results of a Randomized Control Trial Assessing Enhanced 
Recovery after Surgery in Patients Undergoing Radical 
Cystectomy for Bladder Cancer
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Objectives: Enhanced recovery after surgery (ERAS) is a comprehensive 
and multimodal perioperative care pathway designed to achieve early 
recovery for patients undergoing major surgery. Although considered 
standard of care for many different surgeries, there is limited experience 
of ERAS in radical cystectomy. We completed a randomized controlled 
trial in patients undergoing radical cystectomy for bladder cancer com-
paring an ERAS protocol compared to a more conservative standard of 
care treatment regimen. 
Methods: 30 patients with bladder cancer undergoing radical cystectomy 
were prospectively randomised at decision to undergo surgery to an ERAS 
protocol (n=15) with early enteral feeding as its key component (starting 
day 1) or conservative management (CM) (n=15) to feed patients (time 
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of flatulence or bowel movement). Primary endpoint included length 
of stay and quality of life assessment on post-op days 3, 7, and 14 and 
secondary endpoints included complication rates in the first 30 days and 
time to flatulence. 
Results: The mean length of stay was significantly shorter in the ERAS 
group (mean= 6.5 days) compared to the CM group (mean = 13.5 days, 
p=0.05). Median length of stay in the ERAS group was 6.5 days (range: 6-9 
days) and was 7.5 days (range: 5-69 days) in the CM group. No differences 
in mean time to flatulence between ERAS vs. CM was found (4.1 days vs. 
3.7 days respectively, p=0.1). More patients in the CM group received TPN 
but no differences were found in 30 day readmission rates. Assessment 
of QoL questionnaire is ongoing and will be presented. 
Conclusions: Although patients undergoing radical cystectomy in the 
ERAS group had shorter hospital stay, no differences were found in time 
to flatulence or 30-day readmission rates. Our results show that ERAS 
with early feeding is safe and well-tolerated by patients undergoing radi-
cal cystectomy. Enhanced recovery protocols will continue to evolve 
and should be further studied in patients undergoing radical cystectomy.
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Non-seminoma Germ Cell Tumours
Nayan, Madhur1; Jewett, Michael2; Anson-Cartwright, Lynn2; Bedard, 
Philippe2; Moore, Malcolm2; Chung, Peter2; Warde, Padraig2; Sweet, Joan2; 
O’Malley, Martin2; Hamilton, Robert2

1University of Toronto, Toronto, ON, Canada; 2University Health Network, 
Princess Margaret Hospital, Toronto, ON, Canada 
Introduction and Objectives: Active surveillance (AS) as the initial 
approach for non-seminoma germ cell tumours (NSGCT) is universal for 
clinical stage (CS) 1A and adopted by most centres for CS1B. Patients 
progressing on AS have been typically treated with chemotherapy, but 
there is no consensus. We describe patterns and mode of detection of 
relapse and treatment of relapses in our NSGCT AS cohort. 
Methods: From December 1980 to August 2011, 466 CSI NSGCT patients 
were managed with AS and 133 (28%) had disease progression while on 
AS. Logistic regression was used to explore factors associated with further 
treatment after RPLND. 
Results: Median time to progression was 7.3 months and was detected 
by routine imaging (47%), routine serum tumour markers (37%), or both 
(12%). Progression occurred in the retroperitoneum alone (65%) most 
commonly. Following progression, first-line treatment was chemotherapy 
for 71 (53%), retroperitoneal lymphadenectomy (RPLND) for 51 (38%), 
and 11 (8.3%) underwent other therapy. Choice of first-line treatment was 
based on site and extent of relapse. In 78 (59%), only one modality of 
treatment was required: chemotherapy only in 40/71 (56%); RPLND only 
in 36/51 (71%). Elevated tumour markers pre-RPLND was the only factor 
associated with the requiring further therapy (OR 6.09; p=0.027). When 
RPLND was performed without elevated tumour markers, 83% required 
no further treatment. Overall, a second relapse occurred in 25/133 (19%) 
patients. With a median follow-up of 7.9 years, there were 5 deaths (3.8% 
of AS progressors) from testis cancer. 
Conclusions: Routine imaging and serum tumour markers identify most 
progressors on surveillance for CSI NSGCTs, with the majority of patients 
progressing in the retroperitoneum within the first year. Of those patients 
that progress, most will achieve complete response with single modal-
ity treatment. In particular, RPLND can be utilized as monotherapy in 
select cases.


