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ASCO GUCS 2016
Conference Report on Genitourinary Cancer

HIGHLIGHTS FROM ASCO GUCS 2016

The annual ASCO GUCS 2016 conference was held in San Francisco, California from January 
7-9. There was a number of exciting abstracts and research presented at this conference. 
A growing body of research has led to the development and approval of many agents in 
metastatic castrate resistant prostate cancer (mCRPC), and specialists face challenges 
regarding choice of therapy and sequencing of treatment options. For this reason, the focus 
of this issue of CARE Perspectives is on prostate cancer. It provides a summary of the most 
compelling stories and news presented at ASCO GUCS, framed from a Canadian perspective. 

We hope you find this valuable and we look forward to seeing you at ASCO 2016!

Sebastien Hotte, MD
McMaster University
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The content that follows is written in the 
language in which it was presented. The 
following content is adapted from the 
presentations made at the ASCO GUCS 
2016 meeting, and is augmented with 
content and perspective from the CARE 
Genitourinary Faculty.Learn more about the  

CARE Oncology Faculty!
Click here to visit the CARE website.
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"CHALLENGES HAVE ARISEN WITH REGARDS TO TREATMENT SELECTION AND 
SEQUENCING, DUE TO THE AVAILABILITY OF MORE AGENTS."
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PROSTATE CANCER: ADVANCED DISEASE

Treatment Sequencing
ASCO GUCS 2016. ABSTRACT 308. Optimal sequencing of enzalutamide and 
abiraterone in men with metastatic castration-resistant prostate cancer (mCRPC).
Benjamin Louis Maughan et al.

Results: 71 patients were identified: 58 received abi-to-enza and 
13 received enza-to-abi. Comparisons of baseline characteristics 
between groups identified differences in PSA levels (P = 0.007), 
hemoglobin (P < 0.001), and presence of visceral disease (P = 0.035). 
The abi-to-enza group had a longer combined PFS than the enza-to-
abi group: median 16.3 vs 12.5 mo (HR 0.53, P = 0.04). There was also 
a numeric improvement in OS in the abi-to-enza group compared to 
the enza-to-abi group: median 29.0 vs 21.0 mo (HR 0.51, P < 0.10). In 
multivariable analyses incorporating PSA level, hemoglobin, visceral 
disease and prior docetaxel use, both combined PFS (HR 2.59, P = 
0.03) and OS (HR 4.59, P < 0.01) demonstrated improved outcomes 
with the abi-to-enza sequence. 

Conclusions: This hypothesis-generating study potentially suggests 
superior PFS and OS in men with mCRPC receiving abiraterone 
then enzalutamide (compared to enzalutamide then abiraterone), 
although this could be due to baseline imbalances or the small 
sample size of this study. Prospective validation of this concept is 
ongoing. Clinical trial information: NCT02125357.

CARE FACULTY PERSPECTIVE: Challenges have arisen with regards to 
treatment selection and sequencing, due to the availability of more 
agents. In keeping with other similarly small and retrospective series, 
this study sheds a little more light on sequencing of enzalutamide 
and abiraterone, and suggests that there is potentially a better PFS 
and OS for patients receiving abiraterone followed by enzalutamide, 
vs. enzalutamide followed by abiraterone.  Despite these data, 
optimal sequencing of these agents is still not properly determined 
and more data are needed and anticipated. 

ASCO GUCS 2016. ABSTRACT 168. Treatment patterns after abiraterone acetate in 
patients (pts) with metastatic castration-resistant prostate cancer (mCRPC): Post hoc 
analysis of COU-AA-302. 
Flaig et al.

Results: As of March 2014, 8% (44/546) of pts continued on AA; 
67% (365/546) received ≥ 1 subsequent therapy for mCRPC. 36% 
(194/546) and 15% (83/546) of pts had ≥ 2 and ≥ 3 subsequent 
therapies, respectively. 80% (435/543) of pts in the P arm had ≥ 1 
subsequent therapy. Most frequent subsequent therapy in AA pts 
was taxane chemotherapy (docetaxel [DOC], cabazitaxel [CBZ]), 
androgen signaling–directed therapy (AA, enzalutamide [ENZ], 
ketoconazole [KETO]), and immunotherapy (sipuleucel-T [SIP-T]). 
Among AA pts who received DOC as first subsequent therapy, 
median age was 69 years; median duration of DOC post-AA (n = 261) 
was 3 months (IQR: 0.95-5.7); and PSA progression was the most 
common reason for discontinuation. Among AA pts with baseline 
PSA and ≥ 1 post-baseline PSA value, 40% (40/100) had ≥ 50% PSA 
decline (27/100 confirmed responses) with first subsequent DOC 
chemotherapy.

Conclusions: This post hoc analysis indicates that treatment 
with subsequent therapy was common (67% and 80%) in pts 
with chemotherapy-naïve mCRPC who progressed with AA or 
P, respectively. PSA decline suggests antitumour activity in pts 
who progressed with AA and received subsequent DOC. Despite 
limitations of a retrospective analysis, these data support further 
assessment of subsequent therapy following AA treatment for 
mCRPC. Clinical trial information: NCT00887198
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Concurrent Therapy 
ASCO GUCS 2016. ABSTRACT 196. The impact of statin use on abiraterone acetate 
(AA) treatment duration in patients with castration-resistant prostate cancer (CRPC).
Lauren Christine Harshman et al. 

Results: Of the 224 patients eligible for analysis, the majority (96%) 
had metastatic disease at time of AA initiation. 26% had prior D and 
7% E. Nearly half were statin users (41%). The median duration on 
AA was 10.7 months (mo) with a trend to longer duration in statin 
users: 14.2 vs. 9.2 mo (HR 0.79, 95% CI: 0.57-1.09, p = 0.14). Prior D 
and E was significantly associated with shorter AA duration while 
site of mets and age were not. Adjusting for prior use of D, E, and 
site of mets did not alter the relationship between statin use and AA 
duration (p = 0.18, HR 0.81, 0.58-1.11). 

Conclusions: Contrary to our initial hypothesis, there was a 
trend to longer AA duration in statin users. Given our prior work 
demonstrating a 10 mo prolonged TTP on ADT in men concurrently 
taking statins (adjusted HR 0.83), and in vitro findings of inhibition of 
DHEAS uptake by statins, we postulate that there could be an additive 
effect of statins and AA by blocking DHEAS uptake. Alternatively, 
statins may inhibit hepatic AA uptake prolonging drug exposure and 
increasing effectiveness. Ongoing analyses are evaluating the impact 
of SLCO SNPs on AA efficacy.

CARE FACULTY PERSPECTIVE: This study suggests that patients on statins 
may experience longer clinical benefit.  Although an interesting 
observation, its retrospective nature and small size does not permit 
us to add statins to AA therapy in order to achieve better clinical 
effects.  It does suggest however that patients already on statins 
could continue on statins throughout their AA therapy seemingly 
without detrimental effects.

"PATIENTS ALREADY ON STATINS COULD CONTINUE ON STATINS THROUGHOUT 
THEIR AA THERAPY SEEMINGLY WITHOUT DETRIMENTAL EFFECTS."

ASCO GUCS 2016. ABSTRACT 229. Novel agents’ sequencing following first-line 
docetaxel in mCRPC patients: CAPRO study.
Javier Puente et al. 

Results: 149 patients have been recruited from July 2013 to January 
2015. Median age was 72 (48-89). Median D cycles was 6 (1-24), and 
median dose: 75 mg/m2 (30-75). 24 patients (16%) required dose 
reduction. The reasons for D ending were treatment completion 
(40%, n = 60), toxicity (15.3%, n = 23), progression (radiological, 
biochemical, clinical; 42%, n = 63), or others (2.7%, n = 4). 67% (n = 
100) of the patients received A, 25% (n = 44) CZ, and 8% (n = 5) other 
treatments as 2ndL. From those who completed or progressed to D 
(n = 123), 2ndL initiation was mainly determined by two progression 
criteria (2C; biological and radiological), followed by one progression 
criteria (1C). This was independent of the 2ndL treatment chosen, and 
it was observed in similar ratios in both A (2C: 50%, n = 39; 1C: 37.2%, 
n = 29) and CZ (2C: 62.5%, n = 25; 1C: 27.5%, n = 11). Nevertheless, A 
was predominantly given when patients progressed after D ending, 
whereas CZ was mostly given when progressing during D. 

Conclusions: A is the 2ndL treatment of choice in routine clinical 
practice in Spain, independent of the type and time of progression. 
CZ is preferentially used in patients progressing during D treatment.
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Supportive Care
ASCO GUCS 2016. ABSTRACT 162. Celecoxib with or without zoledronic acid for 
hormone-naïve prostate cancer: Survival results from STAMPEDE.
Nicholas D. James et al.

Results: 1,245 men were contemporaneously randomised to these 
3 arms (Oct2005-Apr2011). Groups were well balanced: median 
age 65yrs; 61% metastatic, 14% N+/X M0, 25% N0M0; 94% newly-
diagnosed; median PSA 66ng/ml. Median follow-up was 62m. 
Grade 3-5 adverse events were seen in 35% SOC, 32% SOC+Cox, 
32% SOC+Cox+ZA. There were 295 control arm deaths (82% PCa); 
median survival 68m. The adjusted HR was 1.00 (95% CI 0.82-1.22; 
p=0.99; median OS 69m) for SOC+Cox vs SOC; and 0.86 (95%CI 
0.70-1.06; p=0.16; median OS 74m) for SOC+Cox+ZA vs SOC. Pre-
planned analyses in men with metastatic disease showed HR 0.78 
(95%CI 0.62-0.99) for SOC+Cox+ZA vs SOC. Further data will be 
shown. 

Conclusions: These data show no survival advantage for the 
addition of celecoxib alone for men starting long-term HT for 
the 1st time. However, the addition of celecoxib combined with 
ZA demonstrated a survival advantage for men with metastatic 
disease, in a pre-planned analysis, and requires further investigation.  
Clinical trial information: NCT00268476

CARE FACULTY PERSPECTIVE: Although a statistically significant and 
clinically relevant improvement was observed in patients receiving 
both celecoxib and ZA, it is unlikely that the results will alter clinical 
practice for a number of reasons.  First, the rationale for why the 
combination would yield positive results when either celecoxib or 
ZA alone were ineffective is unclear. Second, because ZA alone 
was shown to be ineffective in this setting, its use is unlikely to be 
encouraged with celecoxib. Third, celecoxib has potentially severe 
adverse events and comes with a black box warning from the FDA.  
Its widespread use is unlikely to occur and practitioners, especially 
those in the US, will likely be very reluctant to use for fear of severe 
toxicity and legal litigation.

CARE UPDATE: mCRPC Treatment Considerations
The CARE Genitourinary Faculty, led by Drs. Sebastien Hotte (Medical Oncologist), Brita Danielson (Radiation Oncologist) and Alan So (Urologist), 
recently developed a multi-specialty treatment guidance that provides information on treatment options available in Canada, treatment 
considerations and recommendations for mCRPC, as well as a suggested treatment guidance. Click here to view the CARE treatment considerations 
for mCRPC Publication. 

The CARE Faculty aims for this guidance to be viewed as iterative and are looking to update it as new research and data become available in 2016.

ASCO GUCS 2016. ABSTRACT 213. Impact of single agent daily prednisone on 
survival and toxicities in post-docetaxel men with metastatic castration-resistant 
prostate cancer (mCRPC): An analysis of 2 phase III trials.
Guru Sonpavde et al.

Results: The control arms of 2 randomized phase III trials were available 
totaling 794 men: the COU-AA-301 trial (n = 394) administered P plus 
placebo and the CA184-043 trial (n = 400) administered placebo 
alone. P plus placebo was not significantly associated with OS 
compared to placebo alone in a multivariable analysis (HR = 0.89 
[95% CI 0.72-1.10], p = 0.27). Other factors associated with poor OS 
were Eastern Cooperative Oncology group (ECOG)-performance 
status (PS) ≥ 1, Gleason Score ≥ 8, liver metastasis, high PSA, 
hypoalbuminemia, and elevated LDH. In contrast, CTCAE grade 
≥ 3 therapy-related toxicities were significantly increased with P 
plus placebo compared to placebo alone (HR = 1.48 (1.03-2.13), p = 
0.034) in a multivariable analysis. Other baseline factors significantly 
associated with a higher risk of grade ≥ 3 toxicities were ECOG-PS ≥ 
1, hypoalbuminemia and elevated LDH. 

Conclusions: P plus placebo compared with placebo alone for post-
docetaxel men with mCRPC was not associated with extension of 
OS, but was associated with higher grade ≥ 3 toxicities. With the 
exception of the use of P in combination with abiraterone, P alone 
or in combination regimens should be questioned given its unclear 
palliative benefits and association with increased toxicities.

CARE FACULTY PERSPECTIVE: Based on these results, it does not appear 
that the addition of prednisone has any beneficial impact when 
combined with docetaxel, as it was associated with higher grade 
3/4 toxicities and did not extend survival.

Concurrent Therapy continued...
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ASCO GUCS 2016. ABSTRACT 235. Observation of CNS events in real-world use of 
enzalutamide (ENZ) and bicalutamide (BIC).
Ajay Behl et al.

Results: Comparison of the development of CNS conditions between 
ENZ and BIC patients

Development 
of any CNS 
conditions
(in months)

(Kaplan-Meier estimates)

Enzalutamide 
cohort

Bicalutamide 
cohort P-value1

N = 592 N = 5,524

All patients 3 19.5% 11.6% < .0001

6 29.3% 21.5% < .0001

9 38.5% 28.6% < .0001

12 46.0% 34.2% < .0001

15 51.1% 39.4% < .0001

18 57.3% 44.5% < .0001

N = 531 N = 1,917

Metastatic 
patients 3 19.7% 15.9% 0.0529

6 30.5% 26.8% 0.0762

9 40.4% 33.9% 0.0352

12 49.1% 41.5% 0.0259

15 55.2% 49.4% 0.0323

18 62.7% 53.8% 0.0263

Conclusions: This study shows that rates of CNS events are 
significantly higher in patients initiating ENZ as compared to BIC, 
even when controlling for metastatic status.

CARE FACULTY PERSPECTIVE: This retrospective but real world analysis 
highlights two points: first, it demonstrates that patients treated 
outside of clinical trials often experience more toxicity than patients 
entered on trials and second, it shows the importance of defining 
endpoints properly.  In this analysis, fatigue was considered a CNS 
event, which may or may not be the case for patients treated with 
Enzalutamide.  Fatigue is well known to be the most significant 
toxicity of Enzalutamide and its inclusion significantly inflated the 
proportion of patients experiencing a CNS event.

https://twitter.com/wearecare
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The CARE (Community. Academic. Research. Education) Faculty is a  
pan-Canadian group of leaders in their field who gather, discuss and address 
gaps in knowledge, to develop education initiatives that frame news from a 

Canadian perspective. 

The vision of the CARE Faculty is to share opinions and update Canadian 
specialists with news and developments from key conferences framed in a 

Canadian perspective.

The mission of the CARE Faculty is to enhance medical education, with the 
explicit goal of improving patient outcomes.

ABOUT THE CARE
GENITOURINARY CANCER  

FACULTY

This CARE PUBLICATION provides educational updates on current trends in medicine. Content reflects the opinions, output and analyses of experts, investigators, educators 
and clinicians ("CARE Faculty"), whose activities, while independent, are commercially supported by the noted sponsor(s).
Program content is developed independently of sponsor(s). This content is intended for educational value only; to make scientific information and opinions available to health 
professionals, to stimulate thought, and further investigation. Decisions regarding diagnosis and/or management of any individual patient or group of patients should be made 
on individual basis after having consulted appropriate sources. Opinions expressed herein reflect the opinions and analyses of the experts who have authored the material. 
Support for the distribution of this report was provided by Janssen Inc. Copyright © 2016 by CARE. All rights reserved. This publication or any portion thereof, in print, electronic 
copy or any other form, cannot be reproduced without the express written consent of CARE. Any information, data, analysis, or results reproduced from another source remains 
the property of its authors.
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