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This report is based on the language in which the information was presented. 

The content and graphics included are drawn from the respective abstracts from 

ASCO GUCS 2019. Additional perspectives are provided by select members of 

the CARE™ Genitourinary Faculty.
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ASCO GUCS 2019 
Members of the CARE™ Genitourinary Faculty attended the American Society of Clinical Oncology Genitourinary  
Cancers Symposium (ASCO GUCS 2019) on February 14th to 16th 2019 in San Francisco, California. 

The theme of this year’s ASCO GU Cancers Symposium was “Translating evidence into multi-disciplinary 
care”. In keeping with the theme of the symposium, this CARE™ conference report includes content and 
commentary from specialists in CARE™ urology, medical oncology and radiation oncology Faculties.  

While the 2019 ASCO GUCS featured coverage on a large spectrum of GU cancers, this report focuses on 
prostate cancer (PC) and Renal Cell Carcinoma (RCC).

This report also features the CARE™ Treatment Algorithm for Localized and Advanced Prostate Cancer. This 
guidance has been updated to reflect new treatment approaches and options.

The CARE™ Prostate Cancer Treatment Algorithm includes guidance/considered approaches for managing 
nmCRPC. 

Members of the CARE™ GU Faculty will meet at the upcoming ASCO Symposium (May 31st to June 4th  2019, 
Chicago, Illinois), as well as CUA (June 29th to July 1st, Quebec City) to further refine and update the algorithm.

CARE™ MEDICAL  ONCOLOGY, UROLOGY AND RADIATION ONCOLOGY FACULTY 
WHO HAVE CONTRIBUTED TO THIS REPORT AND UPDATED  ALGORITHM:

Dr. Sebastien Hotte 
Juravinski Cancer Centre

Dr. Denis Soulières 
Centre hospitalier de  
l’Université de Montréal

Dr. Anil Kapoor 
McMaster University

Dr. Alan So 
Vancouver Prostate Centre

Dr. Ricardo Rendon 
QEII Health Sciences Centre

Dr. Brita Danielson 
University of Alberta 

Dr. Phillip Kuruvilla
William Osler Health Centre



NEWS HEADING INTO  
ASCO GUCS 2019 

2018 and  early 2019 were rife with updates on managing genitourinary cancers. 

Updates include the following:  

• Health Canada approved a new indication (February 2018) for abiraterone acetate (AA)  
   in combination with prednisone and androgen deprivation therapy (ADT) for patients  
   with newly diagnosed, high-risk metastatic hormone-sensitive prostate cancer (mHSPC)  
   who may have received up to three months of prior ADT (supported by LATITUDE). 

• Health Canada approved (July 2018) apalutamide for the treatment of non-metastatic  
   castrate resistant prostate cancer or nmCRPC (supported by SPARTAN).

• Health Canada approved (January 2019) an expanded enzalutamide indication for the  
   treatment of nmCRPC (supported by PROSPER).

New drug approvals and updated indications warrant further review. 
Sequencing of current therapies and novel agents in development also 
warrant discussion. Together this news informs the session and abstract 
coverage from ASCO GUCS that follows. 

They have also prompted members of the CARE™ Faculty to revisit CARE™ 
Prostate Cancer (PC) Algorithms for both localized and advanced disease. 
The Algorithms can be found at the end of the section, and are slated for 
further refinement this summer (post ASCO and CUA).

HOW THIS NEWS  
INFORMS THE REPORT:

SECTION 01  
PROSTATE CANCER
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CARE™ FACULTY SUMMARY: 

Dr. Vickers highlighted five “golden rules” to transforming (improving) PSA screening. 

•  Get consent.

•  Don’t screen men who won’t benefit.

•  Don’t biopsy without a compelling reason.

PROSTATE CANCER: ASCO GUCS 2019  
OPENING SESSION RECAP

Jason A. Efstathiou, MD, DPhil—Chair 
Massachusetts General Hospital 

• There is opportunity to optimize PSA screening, especially via reducing overdiagnosis.

• MRI targeting and pre-biopsy MRI can allow for better prostate biopsy by improving cancer detection (among other benefits)

• Both predictive and prognostic biomarkers have been developed and are being integrated into clinical trials - these  
   biomarkers have the potential to guide therapy for certain forms of PC.  

•    Stereotactic body radiotherapy (SBRT) has demonstrated promising early toxicity data (PACE Trial).

General Session 1: Optimizing Diagnosis and Treatment of Clinically Significant nmPC.

Himisha Beltran, MD—Chair 
Dana-Farber Cancer Institute

Andrew Vickers, PhD 
Memorial Sloan Kettering Cancer Center

PSA Screening: Towards a Harm-Reduction 
Approach.

CONCLUSIONS/TAKE-AWAY: 

•  Need a harm reduction strategy for PSA screening.

•  Do not screen men >70.

  Overdiagnosis could be reduced (potentially by    
    70%) by stopping screening in patients over 70 and  
   using reflex maker tests.

•  Stop screening for most men at 60.

•  Selective use of biopsy (markers, MRI).

•  Active surveillance for all men with Gleason 6.

•  Don’t treat men who won’t benefit.

•  If you have to treat, do so at a high volume center.

PERSPECTIVES ON ASCO GUCS 201902



Samir Taneja, MD 
New York University

Role of MRI in Targeted Biopsy.

PROMIS and PRECISION studies highlighted below suggest: 

•  MRI had a greater sensitivity than TRUS biopsy.

Pre-biopsy MRI and MRI targeting can allow for better prostate biopsy via improved high-grade cancer detection and increased 
confidence in the outcome. 

•  MRI was superior to TRUS biopsy (cancer detection).

Dr. Taneja acknowledged that the studies left the following questions: 

• Can a systematic biopsy be safely deferred?              
• What about men with low risk MRI - who needs a biopsy?

Pre-biopsy MRI and MRI targeting for prostate cancer:

• Allows for better prostate biopsy. 

• Has value in systemic and saturation sampling. Biopsy in men with low suspicion MRI and missed cancers (fewer than TRUS Biopsy).  

• Critical question for practitioners is the proper balance of detecting high grade and avoiding low grade cancers. 

• Cost, reproducibility and quality control remain the main barriers to broad implementation. 

CARE™ FACULTY SUMMARY: 

0301 - PROSTATE CANCER



Felix Y. Feng, MD 
University of California, San Francisco

Advanced Imaging and Biomarkers for Clinical 
Decision Making: Where are we now?

WHAT CAN WE ACHIEVE WITH ADVANCED 
IMAGING AND MOLECULAR BIOMAKERS? 

Tailoring therapy through better:

•  Detection of “occult” disease

•  Risk stratification (prognosis)

•  Prediction of treatment response

Imaging

Molecular 
Biomarkers

• Advanced imaging and molecular biomarkers can help  
    personalize therapy for prostate cancer patients.

• While PET imaging improves detection of disease, many  
   questions remain unanswered on how to act upon PET  
    findings. 

•  Both prognostic and predictive molecular biomarkers have  
   been developed and are being incorporated into clinical trials. 

• These biomarkers have the potential to guide therapy  
  for patients with non-metastatic castration-sensitive and  
   castration resistant disease.  

CARE™ FACULTY SUMMARY: 

Dr. Feng Suggests the following regarding biomarkers 
and advanced imaging for prostate cancer: 

Summary:

PERSPECTIVES ON ESMO 201805

ADVANCED IMAGING AND 
MOLECUL AR BIOMARKERS 
CAN HELP PERSONALIZE 
THER APY FOR PROSTATE 

CANCER PATIENTS .

 
WHILE PET IMAGING 

IMPROVES DETEC TION OF 
DISE ASE ,  MANY QUESTIONS 
REMAIN UNANSWERED ON 

HOW TO AC T UPON PET 
FINDINGS . 

“

”
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Nicholas John Van As et al.

Abstract 1: PACE: Analysis of acute toxicity in 
PACE-B, an international phase III randomized 
controlled trial comparing stereotactic body 
radiotherapy (SBRT) to conventionally fractionated 
or moderately hypofractionated external beam 
radiotherapy (CFMHRT) for localized prostate 
cancer (LPCa).

Stereotactic Body Radiotherapy (SBRT) - PACE Trial.

CARE™ FACULTY SUMMARY AND PERSPECTIVES: 

• PACE 1 highlights the acute toxicity results, showing no  
  difference in grade 2 or higher acute genitourinary  
  (GU) or gastrointestinal (GI) side effects between the  
   treatment arms.

• With promising early toxicity data, further data on  
   treatment efficacy and long term toxicity will be eagerly  
  awaited. Until then, SBRT should not yet be considered  
   standard of care for localized prostate cancer.  

SBRT has demonstrated promising early toxicity data.

The PACE study compared standard and moderately 
hypofractionated external beam radiotherapy (EBRT) 
to stereotactic body radiotherapy (SBRT) for patients with 
localized prostate cancer. 

Over 90% of patients on each arm had intermediate risk 
disease; the remaining had low risk disease. Modern 
treatment planning and treatment delivery techniques 
were utilized.
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ASCO GUCS: LOCALIZED PROSTATE CANCER ABSTRACTS 

SPARTAN
Abstract 144: Updated analysis of progression-free 
survival with first subsequent therapy (PFS2) and 
safety in the SPARTAN study of apalutamide (APA) 
in patients (pts) with high-risk nonmetastatic 
castration-resistant prostate cancer (nmCRPC).

Results: Median treatment duration with APA was 25.7 mos; 
with PBO, 11.5 mos (original analysis, mos: APA, 19.2; PBO, 
11.2). Pts randomized to APA continued to show significant 
benefit in PFS2 (HR, 0.5; 95% CI, 0.39-0.63; p < 0.0001) vs 
PBO (APA median time to PFS2 not reached vs PBO 39.3 
mos). At a median follow-up of 32 mos, 51.3% of pts receiving 
APA, 8% of the 75 pts who crossed over from PBO to APA, 
and 99.7% of remaining PBO pts had discontinued study 
treatment. Rates of discontinuations due to progressive 
disease and AEs were 27.3% and 12.7%, respectively, in the 
APA group and 73.4% and 8.4% in the PBO group. There 
was no substantial change in the incidence of TEAEs in 
the APA group at the 1-year update. With regard to drug 
specific TEAEs, there were no grade 4 or 5 events; grade 
3 TEAEs consisted of rash, 5.2%; falls, 2.4%; fractures, 3.1%; 
hypothyroidism, 0%; and seizures, 0%.

Eric Small et al. 

Conclusions: APA was previously shown to result in an 
improvement in metastasis-free survival and symptomatic 
progression. With a median APA treatment duration of 25.7 
mos, APA continues to show significant benefit in PFS2, and 
its safety profile remains unchanged. 

Clinical trial information: NCT01946204.

CARE™ FACULTY PERSPECTIVES: 

The recent health Canada approval of apalutamide (July, 
2018) for nmCRPC is supported with the data presented 
in this follow up to SPARTAN.

•   Although TEAEs were present in the APA treated arms,  
    results suggest that their manageable rate of incidence  
   was consistent through at least 1 year of follow-up. 

•  The fact that PFS2 (in this case, time from randomization  
  to disease progression on subsequent anticancer  
    therapy or death) was not reached in the APA arm is a  
     testament to the therapy’s potential long-term efficacy.

•  Canadian patients with nmCRPC could experience  
   better disease control in the pre-metastatic stage as a  
    result of the approval of therapies like apalutamide.  

ARAMIS
Abstract 140: ARAMIS: Efficacy and safety of 
darolutamide in nonmetastatic castration-resistant 
prostate cancer (nmCRPC).

Results:

Karim Fizazi et al. 
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CARE™ FACULTY PERSPECTIVES: 

• The ARAMIS trial is the third phase 3 randomized controlled  
   trial to report results in non-metastatic castration-resistant  
     prostate cancer (nmCRPC). 

• Examining the androgen receptor inhibitor daralutamide,  
   ARAMIS had a similar design to the SPARTAN and PROSPER  
    trials, which showed a benefit to apalutamide and enzalutamide,  
    respectively. Patients in the ARAMIS trail had high-risk nmCRPC  
   (PSA > 2 and PSA doubling time of ≤ 10 months), and were  
      randomized 2:1 daralutamide to placebo, with a primary outcome  
     of metastases-free survival (MFS).

•  The benefit of daralutamide to MFS was significant, with a 22  
       month difference between placebo and treatment arms. (Compared  
     to the SPARTAN and PROSPER trials, the hazard ratio was not as  
    low, likely due to the shorter median follow up time of only 18  
     months).

•  There was a trend to an Overall Survival (OS) with daralutamide,  
    but this was not significant, as the pre-specified p-value for this  
     interim analysis was 0.0005.

• Overall, treatment-emergent adverse events (TEAEs) were  
      reported by 83% of the daralutamide group and 77% of the placebo  
    group, and most were grade 1 or 2. There was a low incidence of  
     significant TEAE’s: less than 10% of patients discontinued drug or  
     placebo due to toxicity.

• There was no difference in TEAE’s related to blood-brain barrier  
   penetration (dizziness, cognitive changes, or seizure). Of note,  
    the ARAMIS trial did not exclude patients with a previous seizure  
    history or conditions predisposing to seizure (unlike SPARTAN and  
     PROSPER) and the rate of seizure was 0.2% in both treatment and  
    placebo groups.

• Also in contrast to the SPARTAN and PROSPER trials, there was  
   no difference in bone fractures, falls, or hypertension between the  
    two arms.

• Unlike once daily dosing of apalutamide and enzalutamide,  
   daralutamide is a twice daily formulation, which may have an  
    impact on patient compliance.

• Daralutamide is a third option for treatment for patients with  
    high risk nmCRPC, and it may have some advantages compared  
   to apalutamide and enzalutamide related to its favorable side  
    effect profile. 

Conclusions: Among men with nmCRPC, MFS was 
significantly longer with darolutamide than with placebo with 
a low incidence of treatment-related AEs in this asymptomatic 
patient population. 

Clinical trial information: NCT02200614.

SPARTAN

CANADIAN PATIENTS WITH 
nmCRPC COULD EXPERIENCE 

BET TER DISE ASE CONTROL 
IN THE PRE- METASTATIC 

STAGE AS A  RESULT OF THE 
APPROVAL OF THER APIES 

LIKE APALUTAMIDE . 
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AR AMIS

THE BENEFIT OF 
DAR ALUTAMIDE TO MFS 

WAS SIGNIFICANT,  WITH 
A 22 MONTH DIFFERENCE 
BET WEEN PL ACEBO AND 

TRE ATMENT ARMS .  
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PROSTATE TUMOR 
MICROENVIRONMENT,  WHICH 
WAS PREVIOUSLY THOUGHT 

TO BE IMMUNOLOGICALLY 
“COLD” [. . .]  COULD BE 

SUSCEPTIBLE TO TRE ATMENT 
WITH NIVOLUMAB AND 

IPILIMUMAB . 

“

”
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CHECKMATE 650 
Abstract 142: Initial results from a phase II study 
of nivolumab (NIVO) plus ipilimumab (IPI) for 
the treatment of metastatic castration-resistant 
prostate cancer (mCRPC; CheckMate 650).

Results: 78 pts had a minimum follow-up of 6 months; among 
pts with baseline measurable disease, ORR was 26% and 10% 
in cohorts 1 and 2. In both cohorts, ORR was higher in pts 
with PD-L1 ≥ 1%, DNA damage repair (DDR), homologous 
recombination deficiency (HRD), or above-median tumor 
mutational burden (TMB). Of all PSA responding pts, 4 had 
PSA <0.2 ng/mL. Grade 3–4 treatment-related adverse 
events occurred in 39% and 51% of pts in cohorts 1 and 2; 
one grade 5 event occurred in each cohort.

Padmanee Sharma et al. 

Conclusions: In a malignancy where immune checkpoint 
inhibitor monotherapy has previously shown limited success, 
NIVO + IPI demonstrated activity in pretreated pts with 
mCRPC, particularly in a biomarker-enriched population, 
with a safety profile consistent with this dosing schedule. 
Further study is warranted. 

Clinical trial information: NCT02985957.

CARE™ FACULTY PERSPECTIVES: 

•    Results from this study suggest that the prostate tumor  
   microenvironment, which was previously thought to be  
   immunologically “cold” and therefore limited in its ability  
   to benefit from checkpoint inhibitor therapy, could be  
    susceptible to treatment with nivolumab and ipilimumab. 

PERSPECTIVES ON ASCO GUCS 201908

ASCO GUCS: ADVANCED PROSTATE 
CANCER ABSTRACTS CONTINUED 



LATITUDE
Abstract 141: Final analysis of phase III LATITUDE 
study in patients (pts) with newly diagnosed 
high-risk metastatic castration-naïve prostate 
cancer (NDx-HR mCNPC) treated with abiraterone 
acetate + prednisone (AA+P) added to androgen 
deprivation therapy (ADT).

Results: 

Karim Fizazi et al. 

Conclusions: The final analysis continues to demonstrate a 
significant OS advantage of combining AA+P to ADT in NDx-
HR mCNPC pts. These efficacy findings and AE profiles are 
consistent with IA1 and IA2 and reinforce AA+P as a standard 
of care in NDx-HR mCNPC pts. 

Clinical trial information: NCT01715285.

CARE™ FACULTY PERSPECTIVES: 

• First and second interim analysis of LATITUDE along with  
 the final OS results presented in abstract 141 support  
  recent approved indications in Canada and suggest that  
  AA+P in combination with ADT could be an available and  
  effective therapy for a high risk cohort which previously  
   had limited options.

Health Canada approved a new indication 
(February 2018) for abiraterone acetate (AA) 
in combination with prednisone and androgen 
deprivation therapy (ADT) for patients with newly 
diagnosed, high-risk metastatic hormone-sensitive 
prostate cancer (mHSPC) who may have received 
up to three months of prior ADT (supported by 
LATITUDE). 

0901 - PROSTATE CANCER

•  Median OS for patients recieving ADT + AA+ P reached 4.5 years,  
16.8 months longer than ADT+ placebos
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Median treatment exposure: 
ADT + AA + P: 25.8 mo 
ADT + placebo: 14.4 mo

No. of events: 
ADT + AA + P: 275 (46%) 
ADT + placebo: 343 (57%)

HR 0.66 (95% CI: 0.56 - 0.78) 
P<0.0001

ADT + placebos, 36.5 mo

ADT + AA + P, 53.3 mo

Final Analysis: Overall Survival



CHEIRON
Abstract 148: A multicentric phase II randomized 
trial of docetaxel (D) plus enzalutamide (E) versus 
docetaxel (D) as first-line chemotherapy for 
patients (pts) with metastatic castration-resistant 
prostate cancer (mCRPC): CHEIRON study.

Results: 

Orazio Caffo et al. 

CARE™ FACULTY PERSPECTIVES: 

•   Results from CHEIRON support the theory that docetaxel (D)  
       plus enzalutamide (E) have differing anti-tumor mechanisms  
    of action that work efficaciously together.   

• Canadian specialists can consider DE for disease control  
    in mCRPC.

ARCHES 
Abstract 687: Phase 3 study of androgen deprivation 
therapy (ADT) with enzalutamide (ENZA) or placebo 
(PBO) in metastatic hormone-sensitive prostate 
cancer (mHSPC): The ARCHES trial.

CARE™ FACULTY PERSPECTIVES: 

•   Although ARCHES results do not directly support the  
    recent expanded approval of enzalutamide to nmCRPC,  
     it does suggest that there could be benefit to combining  
   enzalutamide with ADT for mHSPC patients without  
     new safety concerns beyond those for treatment in CRPC. 

• The ENZA plus ADT combination appears to be  
    particularly effective at disease control, as is evident by  
    the rPFS (radiographic progression free survival) results. 

Conclusions: From the present study, the first phase II 
randomized trial testing the addition of a new generation 
hormone agent to D, DE improved the 6-mo disease control 
with a prolongation of PFS compared to the standard 
chemotherapy. 

Clinical trial information: NCT02453009.

Andrew Armstrong et al. 

Results: 1150 men were randomized to ENZA (n=574) 
or PBO (n=576); baseline characteristics were balanced 
between groups. Overall, 67% had distant metastasis at 
initial diagnosis; 63% had high volume disease, 18% had 
prior docetaxel. Median follow-up was 14.4 mo. ENZA + ADT 
significantly improved rPFS; similar significant improvements 
in rPFS were reported in prespecified subgroups of disease 
volume, pattern of spread, region and prior docetaxel (HRs 
0.24–0.53). Secondary endpoints improved with ENZA + 
ADT; OS data are immature. Grade 3–4 adverse events (AEs) 
were reported in 23.6% of ENZA pts vs 24.7% of PBO pts with 
no unexpected AEs.

Conclusions: ENZA + ADT significantly improved rPFS and 
other efficacy endpoints vs PBO + ADT in men with mHSPC, 
with a preliminary safety analysis that appears consistent 
with the safety profile of ENZA in previous CRPC clinical 
trials. 

Clinical trial information: NCT02677896.

ASCO GUCS: OTHER ABSTRACTS OF INTEREST 
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CABACARE
Abstract TPS345: A randomized phase II study 
comparing cabazitaxel/prednisone to cabazitaxel 
alone in docetaxel-pretreated men with metastatic 
castration resistant prostate cancer (mCRPC): The 
CABACARE trial.

Methods: CABACARE (EudraCT 2016-005251-25) is a 
randomized, phase II, open label, multi-center study 
comparing CAB at 25 mg/m2 q21 plus daily PDN (10 mg) 
vs CAB at 25 mg/m2 q21 alone in mCRPC pts progressed 
during or after DOC treatment. The study is designed to 
test non inferiority in terms of PFS, according PCWG-2, of 
CAB alone vs CAB plus PDN assuming that the two arms are 
equally effective (non-inferiority HR = 1.4). Main secondary 
objectives are: safety, QoL, pain assessment, overall response 
rate (ORR), PSA response, time to PSA progression, Time 
to radiological progression; OS; time to skeletal related 
events. The influence of AR-V7 and RB status measured in 
circulating epithelial cells at baseline on CAB activity will 
also be evaluated. A total of 35 Italian centers have started 
/ will start recruiting pts in the CABACARE trial. Of the 220 
pts required by the trial design, 43 pts have been enrolled 
since 30th Nov, 2017 until 2nd Oct, 2018 in 10 different Italian 
Institutions. 

Clinical trial information: 2016-005251-25.

Carlo Buonerba et al. 

CARE™ FACULTY PERSPECTIVES: 

CABACARE is an ongoing trial, but is of interest as: 

• CAB in combination with prednisone (PDN) resulted in  
     significant OS and PFS benefits in DOC pre-treated patients  
   (TROPIC); while  CHAARTED suggests that DOC can be  
  administered alone (without prednisone) and retain  
    efficacy/safety.  

• The results could affect the treatment of mCRPC in  
  Canada, specifically regarding optimal sequencing  
 of cabazitaxel and docetaxel (DOC). However,  
   safety data on CAB without PDN is limited, as is data    
   regarding the effect of certain biomarkers on CAB activity. 

• We await the results of this ongoing study to see the  
    effects it could have on managing mCRPC and sequencing  
     of therapy.  

Related Trial: CARD

A Randomized, Open Label, Multicenter Study of 
Cabazitaxel Versus an Androgen Receptor (AR)-
Targeted Agent (Abiraterone or Enzalutamide) in 
mCRPC Patients Previously Treated With Docetaxel 
and Who Rapidly Failed a Prior AR-targeted Agent 
(CARD).

CARE™ FACULTY PERSPECTIVES: 

• Cross-resistance and progression makes managing mCRPC  
  challenging, especially for patients who rapidly failed an  
    AR-Targeted agent (ABI or ENZA).

• The results of the CARD trial (not presented at ASCO GUCS  
   2019)  may influence mCRPC sequencing with cabazitaxel in  
   a cohort pre-treated with another taxane. 

• Estimated completion for CARD is August 2019  
    (NCT02485691).   

ALGORITHM UPDATES

1101 - PROSTATE CANCER

New drug approvals, updated indications and 
sequencing/treatment considerations have 
prompted the CARE™ Faculty to update the 
CARE™ Prostate Cancer Treatment Algorithms 
for both localized and advanced disease.

Updates include: 

• Therapeutic choices for nmCRPC.

• Treatment options and sequencing in mHSPC. 

• Sequencing considerations for patients who  
   progress to mCRPC.

Algorithms are slated for further refinement after ASCO/
CUA annual meetings in 2019 where sequencing and 
oligometastatic disease will be a focus of discussion.  

The CARE™ Algorithms can be found on the pages that 
follow.  Updates are highlighted in yellow.



 

CARETM LOCALIZED PROSTATE CANCER ALGORITHM
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PSA, Gleason score,  and digital rectal exam should be taken into context with other patient factors to guide treatment decision (ie: age, 
performance status, comorbidities, symptoms, and patient preference)

A consideration - patients with localized prostate cancer (PC) should be assessed both by a radiation oncologist and a urologist

 •  Brachy

  •  Possibility in younger patients •  External beam RT (EBRT) or 
branchytherepy (branchy)

•  Possibility in older patients

  •  Brachyboost +/-  short course     
      ADT (4-6 months) 

 •  Possibility for Gleason  
     score of 3-4

nmCSPC

nmCRPCⅠ

mHSPC 

Rarely - ex lost during treatment

*  For treatment option, refer to Advanced Prostate Cancer Algorithm on next page

National Comprehensive Cancer Network (NCCN) guidelines for PC stratify localized disease into 5 
categories: Very low, low risk, intermediate risk, high risk and very high risk.

Active surveillance   

Active surveillance   

ADT alone   Radiation alone   

    Cryotherapy (Cryo)

    Cryotherapy (Cryo)

   Radical prostatectomy (RP)       

   Radical prostatectomy (RP)       

   Radical prostatectomy (RP)       

   Radiotherapy (RT)      

   Radiotherapy (RT)      

   Radiotherapy (RT) +/- ADT   
 •  Palliative Intent •  Palliative Intent  •  +/- adjuvent EBRT (for high risk 

      pathologic features) or salvage 
      EBRT (for biochemical failure)

   •  EBRT (+/- brachyboost) + long 
    course ADT (minimum 18 months) 

WITH PSA FAILURE /PROGRESSION:

*

 •  Prefered option for      
     Gleason score of 6

Observation      
Intermittent ADT    
Continuous ADT

High Intensity Focused  
Ultrasound (HIFU) 

High Intensity Focused 
Ultrasound (HIFU)     

‡

‡

‡ Limited evidence for use of this modality

Referral to a medical oncologist or radiation oncologists is recommended for patients with low,  
intermediate or high risk localized PC who experience PSA failure or progression

High risk nmCRPCⅡ Low risk nmCRPC

-Apalutamide Ⅲ 
-Enzalutamide Ⅲ

mCRPC *

nmCRPC is defined by rising prostate-specific antigen (PSA) despite castrate levels of  
testosterone and no radiographic evidence of distant metastatic disease.1 Patients with nmCRPC 
should be tested for PSA levels to determine risk of metastasis. PSMA study plus PET scans, 
bone scans (BS) and PET plus CT scans are  options for measuring levels of PSA. 

Ⅰ

SPARTAN definition: PSA doubling time of 10 months or less during continuous androgen- 
deprivation therapy (bilateral orchiectomy or treatment with gonadotropin-releasing hormone 
analogue agonists or antagonists).2

Ⅱ

Choice of therapy for nmCRPC could affect the treatment of mCRPC if progression occurs.Ⅲ

UPDATES HIGHLIGHTED IN YELLOW

PERSPECTIVES ON ASCO GUCS 201912



CARETM ADVANCED PROSTATE CANCER ALGORITHM

mHSPC

Androgen Deprivation Therapy  
(ADT) + Docetaxel (DT)

ADT + Abiraterone acetate  
+ prednisone (AA+P)

ADT + Enzalutamide (ENZ) 
(supported by ARCHES)

ADT + AA+P or ENZ  
or Cabazitaxel (CT) 

• Decision rationale for choosing the various therapy options (include clinical support) 
• Best supportive care (palliative care)

• Enrollment in new clinical trials

DT  
Consider switching to 

CT if intolerant

AA+P or ENZ ADT Alone

• Monitoring required every 2-3 months for disease progression
• Change treatment regimen if there is any sign of progression

• Refer to Medical Oncologist at any sign of progression
• Disease progression has occurred if 2 of 3 of the following are true: 

PSA increase, clinical progression or radiographic progression

• Monitoring required every 1-2 months 
• Change treatment regimen if there is any sign of progression 

• Consider best supportive care (palliative care)
• Consider use of Denosumab (or other osteoprotective therapy) for prevention/treatment of bone metastases

• Efficacy of therapies for mCRPC could be affected by agents received in the non-metastatic (nmCRPC) stage (prior lines of therapy) 

LOW-VOLUME DISEASE
ADT continued at all times

mCNPC and mCSPC

mCRPC

AA+P or ENZ or CT or 
Radium 223

CT or Radium 223 DT or Radium 223

AA+P or ENZ 

Patients with mHSPC - strongly consider referral to med-onc.

HIGH-VOLUME OR HIGH-RISK DISEASE

• >3 Bone Metastases 
• Gleason Score ≥ 8
• Visceral Metastases

Referral to Medical Oncologist strongly recommended

CHAARTED definition: Visceral disease or ≥ 4 bone lesions with ≥ 1 bone  
                                  lesions beyond the vertebral bodies or pelvis.
LATITUDE definition:  2 or more of the following:

DT  
Consider switching to 

CT if intolerant

External Beam Radiation 
Therapy (EBRT) +/- 

Brachytherapy

External Beam Radiation 
Therapy (EBRT)  +/- 

Brachytherapy  

REFERENCES: 

1.  US FDA. Nonmetastatic, Castration Resistant Prostate Cancer: Considerations for Metastasis-Free Survival Endpoint in Clinical Trials Guidance for Industry.  
    Draft Guidance. Center for Drug Evaluation and Research (CDER). 10/09/2018. 

2. Matthew R. Smith et al. Apalutamide Treatment and Metastasis-free Survival in Prostate Cancer. NEJM, 2018; 378:1408-1418 DOI: 10.1056/NEJMoa1715546.  
    04/12/2018. 

UPDATES HIGHLIGHTED IN YELLOW

These generalized approaches benefit from reference to provincial cancer guidelines
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SECTION 02  
RENAL CELL CARCINOMA

PERSPECTIVES ON ASCO GUCS 201914

NEWS HEADING INTO  
ASCO GUCS 2019 

• In September 2018, Health Canada approved cabozantinib for the treatment of adult  
   patients with advanced renal cell carcinoma (aRCC) who have received prior vascular  
   endothelial growth factor (VEGF) targeted therapy (supported by METEOR). 



KEYNOTE-426
Pembrolizumab (pembro) plus axitinib (axi) versus 
sunitinib as first-line therapy for locally advanced 
or metastatic renal cell carcinoma (mRCC): phase III 
KEYNOTE-426 study.

Results: 

Conclusions: Pembrolizumab + axitinib provided superior OS, 
PFS, and ORR compared with sunitinib and had manageable 
safety in pts with previously untreated, advanced or metastatic 
clear-cell RCC. These data suggest that pembrolizumab + 
axitinib should be a new standard of care for this population. 

Clinical trial information: NCT02853331.

CARE™ FACULTY PERSPECTIVES: 

• Combining a PDL-1 inhibitor (pembrolizumab) and a  
   VEGFR inhibitor (axitinib) offers the ability to capitalize on  
   both antiangiogenic and immunotherapeutic treatment  
    strategies.  

• Results from KEYNOTE-426 suggest that pembrolizumab  
       plus axitinib has demonstrated superior efficacy compared to  
     sunitinib (same control as JAVELIN Renal 101 trial) in patients  
  with previously untreated clear cell renal cell carcinoma  
   (ccRCC).  

•   Overall toxicity was comparable between the two arms and 
    was manageable. 

• Pembrolizumab + axitinib combination could be  
   considered as a new standard of care for the first-line  
    treatment of advanced ccRCC.  

•   At the time of publication (Q1 2019), the pembrolizumab +  
    axitinib combination is not approved by Health Canada.    

ASCO GUCS: RCC ABSTRACT REVIEW
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No. at Risk 
432 
429

357 
302

251 
193

140 
89

42 
29

3 
1

0 
0

12-mo rate 
59.6% 
46.2% 18-mo rate 

41.1% 
32.9%



CHECKMATE 214 
Abstract 547: Thirty-month follow-up of the phase 
III CheckMate 214 trial of first-line nivolumab + 
ipilimumab (N+I) or sunitinib (S) in patients (pts) 
with advanced renal cell carcinoma (aRCC).

Results: At 30 mo min follow-up, OS remains significantly 
improved in ITT and I/P pts with N+I v S; the HR for OS in 
favorable (fav) risk pts has improved for N+I v the previous 
analysis (1.22 [95% CI 0.73–2.04] v 1.45 [99.8% CI 0.51‒4.12]). 
Per previous IRRC ORR (N+I, 42% [95% CI 37‒47]; S, 27% 
[95% CI 22‒31]), ORR per inv was higher with N+I v S in ITT 
and I/P pts. ORR CIs overlapped in fav pts, CR was doubled 
with N+I v S. Increasing PFS benefit with N+I v S is emerging 
in ITT and I/P pts; PFS CIs between arms remain overlapping 
in fav pts. 15% v 9% of N+I and S ITT pts remain on therapy, 
and 48% v 61% have received 2nd-line systemic therapy; 39% 
of S pts received subsequent immune-checkpoint inhibitor 
therapy. Among pts who were alive with CR, 50% v 10% 
remain on treatment with N+I (n = 56) v S (n = 10). 5 N+I and 
7 S additional pts developed Gr 3–4 drug-related AEs; 1 N+I 
and 3 S additional pts had AEs leading to discontinuation. No 
new drug-related deaths occurred.

Nizar M. Tannir et al. 

Conclusions: At 30 mo min follow-up, OS and ORR remain 
improved with N+I v S in ITT and I/P CheckMate 214 pts. No 
new safety signals emerged with longer follow-up. 

Clinical trial information: NCT02231749.

CARE™ FACULTY PERSPECTIVES:

• In Canada, nivolumab and ipilimumab is an approved  
  combination for Intermediate/poor-risk advanced or  
    metastatic RCC. 

•   Nivolumab is also approved for the treatment of advanced  
   or metastatic renal cell carcinoma (RCC) in patients who have  
    received prior anti-angiogenic therapy. 

•  30 month follow-up to CheckMate 214 suggest that  
    nivolumab could be safe and efficacious in patients who have  
   not received prior therapy.  

•  Financial support for nivolumab is available for aRCC in  
     Ontario through the ODB (Ontario Drug Benefit).

Results: 

Toni K. Choueiri et al. 

Conclusions: A + Ax demonstrated PFS and OR benefit 
across all prognostic risk groups and PD-L1 subgroups vs 
S in aRCC.

CARE™ FACULTY PERSPECTIVES: 

• PFS and ORR benefits were observed in all subgroups.  

• Results from this ongoing trial suggest that combining  
    therapies with anti-PD-L1 activity and VEGFR inhibition could  
   be superior to multi-RTK inhibition (including VEGFR  
   inhibition) in aRCC treatment.  

• The avelumab + axitinib combination is not approved by  
    Health Canada at the time of publication (Q1 2019).

JAVELIN RENAL 101  
Abstract 544: Subgroup analysis from JAVELIN 
Renal 101: Outcomes for avelumab plus axitinib (A 
+ Ax) versus sunitinib (S) in advanced renal cell 
carcinoma (aRCC).
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No. at Risk 
Avel+ Axit 

Sunitinib
442 
444

426 
426

412 
401

396 
373

319 
295

252 
224

187 
175

121 
113

93 
84
93 
84

70 
59

27 
17

8 
5

1 
1

0 
0

Median follow-up, 12.0 months (avelumab + axitinib) and 11.5 months (sunitinib) 

* PFS benefit per IRC was observed in patients regardless of PD-L1 status and in all prognostic risk groups.



METEOR
Abstract 550: Analysis of overall survival (OS) based 
on early tumor shrinkage in the phase III METEOR 
study of cabozantinib (cabo) versus everolimus (eve) 
in advanced renal cell carcinoma (RCC).

CARE™ FACULTY PERSPECTIVES: 

•  Updated results from METEOR support the recent  
    Health Canada approval of cabozantinib for aRCC and  
    suggest superior early tumor shrinkage (compared to  
    everolomis).

•       Although this trial doesn’t add anything to what we are  
    currently doing, Canadian GU specialists could consider  
    the relationship between tumor shrinkage and OS when  
   managing aRCC.

Carlo Buonerba et al. 

Methods: Median follow-up was 28 mo (IQR 25, 30). Median 
(range) time to objective response was 1.91 (1.6, 11.0) mo with 
cabo and 2.14 (1.9, 9.2) mo with eve, and corresponded to the 
time to the first post-baseline scan. A greater proportion of 
pts had ≥30% eTS with cabo (20%) than with eve (5%) and 
the rate of any eTS was higher in the cabo arm (73%) than 
with eve (47%). Median OS with cabo vs eve for pts with 
≥30% eTS was not reached (NR; 95% CI, 23.7–NR) vs 10.2 mo 
(95% CI, 3.9–NE), respectively (stratified HR, 0.45; 95% CI, 
0.21–0.95; p<0.05). Median OS with cabo vs eve for pts with 
any eTS was 23.7 (95% CI, 21.7–27.7) vs 17.3 mo (95% CI, 15.4–
20.8), respectively; (stratified HR, 0.62; 95% CI, 0.48–0.80; 
p<0.05). OS was similar for cabo and eve for pts with no eTS.

Conclusions: Cabo demonstrated a higher rate and greater 
magnitude of eTS at first post-baseline scan compared with 
eve, and eTS was associated with prolonged OS in pts treated 
with cabo. 

Clinical trial information: NCT01865747.

UPDATED RESULTS FROM 
METEOR SUPPORT [. . .] 

CABOZANTINIB FOR 
aRCC AND SUGGEST [. . .] 
SUPERIOR E ARLY TUMOR 

SHRINK AGE (COMPARED TO 
EVEROLOMIS).
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