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Agenda and Objectives

• Compare trial cohorts of docetaxel use in early hormone-sensitive 
metastatic disease

• Understand the relevant differences and similarities in trial results

• Describe the landscape of high risk localized disease and rationale 
for potential cytotoxic chemotherapy

• Present current standard of care in newly diagnosed M1 and high 
risk M0 disease
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Background

• Androgen deprivation therapy is the cornerstone of treatment in 
metastatic, hormone-sensitive prostate cancer

• Various strategies to improve efficacy or reduce treatment burden
– Intermittent ADT
– Antiandrogen monotherapy
– Combined blockade (antiandrogen + LHRH analogue)
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Background

1.	Petrylak DP	et	al.	N	Engl J	Med	2004;351:1513-20.	2.	Tannock IF	et	al.	N	Engl J	Med 2004;351:1502-12.

HR:	0.83,	p	=	.03

TAX-3272SWOG	99161

• Docetaxel was the first drug in mCRPC to improve disease-specific 
and overall survival

HR:	0.80,	p	=	.02
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Hormone-Sensitive Disease
GETUG-AFU	15 CHAARTED STAMPEDE

N 385 790 1776
Accrual	period 2004-2008 2006-2012 2005-2013

Treatment

(Control =	ADT)

Doc	q	3	wk x	nine	
cycles

Doc	q	3	wk	x	six	
cycles

Doc	q	3	wk	x	six	
cycles,	plus	
prednisone

Metastatic	status M1 M1 M1*	and	M0
High/low	volume	(%) 52/48 66/34 NR
Gleason	8-10	(%) 55% 61% 70%

Treatment	on	progression
(control	arm	only) 62%	Docetaxel 51%	Docetaxel 40%	Docetaxel

*59% newly diagnosed M1
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GETUG CHAARTED STAMPEDE
N 385 790 1776*

Med	F/U	(mos) 83 29 43
OS	(mos)

ADT 46.5 44.0 71
Doc 60.9 57.6 81
HR 0.9	(0.7-1.2) 0.60	(0.47-0.80) 0.78	(0.66-0.93)

Low	volume
ADT NYR NYR
Doc 83.1 NYR
HR 1.0	(0.6-1.5) 0.63	(0.32-1.13) NR

High	volume
ADT 35.1 32.2
Doc 39.0 49.2
HR 0.8	(0.6-1.2) 0.60	(0.45-0.81) NR

*59% newly diagnosed M1

Comparison of Study Results
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CHAARTED Results

Sweeney C et al.  N Engl J Med, 2015
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Meta-analysis in M1 Disease

Overall 
Survival

Progression-free
Survival

Vale et al, Lancet Oncology, 2016
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Recommendations
• Metastatic, hormone-sensitive disease is heterogeneous

– Consistency in reporting low vs high volume variable between studies

• Most patients (~70%) presented with de novo metastatic 
disease
– Different biology than previously treated and followed

• Few events in low volume cohorts
– Wide confidence intervals and non-significant in CHAARTED

• Toxicity of docetaxel use

Tannock and Sternberg, Annals Oncology, 2015
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Supporting Considerations

• Effect size for high vs low volume disease similar 
– HR 0.60 (0.45-0.81) for high volume
– HR 0.60 (0.32-1.13) for low volume

• CHAARTED and STAMPEDE positive trials 
– In negative trials: positive subgroup analyses are generally 

deemphasized
– In positive trials: should we emphasize negative subgroup analyses?

• Provocative data in M0 and in high risk locally advanced
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High Risk Prostate Cancer

GETUG-12 RTOG	0521 VA	CSP553 SPCG12

n 413 612 297 790

Accrual	period 2002-2006 2005-2009 2006-2011 2005-2009

Treatment
ADT	+	

Doc/estramustine
vs	ADT

Doc	+	ADT	
vs	ADT	

(RT	in	both)

Doc	q	3	wk x	
six	cycles	plus	
prednisone			

vs	observation

Doc	q	3	wk x	
six	cycles							

vs	observation

Med	f/u	(yrs) 8.8 6 5.2 4.7

PFS	HR	(95%	CI) 0.71	(0.54-0.94) 0.76	(0.58-0.99) 0.82	(0.59-1.14) 1.30	(0.98-1.72)

OS	HR	(95%	CI) NR 0.70	(0.51-0.98) NR NR



Scandanavian Prostate Cancer Group Trial 12
Docetaxel Compared with Observation After Prostatectomy

RRP®
• pT3b or pT4
• pT3a, Gl ≥ 4+3
• pT2R1, Gl ≥ 4+3
• PLND if PSA ≥ 10 ng/mL

Post-RP: PSA ≤ 0.5 ng/mL

Observation 
(Standard of Care)

Docetaxel 75 mg/m2 q 21 days

n=396

•Primary Endpoint: Time to PSA Progression

(Duration of treatment = 6 cycles)R
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PI: G. Ahlgren



VA Cooperative Studies 553: Adjuvant 
Chemotherapy in High Risk Disease

cT1-T2b
¯
RRP®
• pT3b or pT4
• pT3a and G7-10
• pT2R1, G8-10 
• Preop PSA > 20 ng/mL
• Must be Node (-)

Post-RP:
PSA ≤ 0.1

Observation 
(Standard of Care)

Docetaxel 75 mg/m2 q 21 
days  + Prednisone

n=297

Primary Endpoint: Progression Free Survival

(Duration of treatment = 6 cycles)
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1:1



VA CSP553 Results

Doc

SOC

HR: 0.82 (0.59-1.14), p=0.24
Median PFS
Docetaxel: 55.5 mos
SOC: 45.6 mos

Doc

SOC

HR: 0.57 (0.34-0.96)
p=0.03
Median PFS
Docetaxel: 47.2 mos
SOC: 29.2 mos

Doc

SOC

HR: 0.54 (0.29-1.01)
p=0.05
Median PFS
Docetaxel: 55.5 mos
SOC: 32.7 mos

All Patients
≥pT3b

African 
American 
Race
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ESMO Guidelines

• ESMO Guidelines 2015
– “ADT plus docetaxel is recommended as first-line 

treatment of metastatic, hormone-naïve disease in men fit 
enough for chemotherapy”

– “Options for patients with high-risk or locally advanced 
prostate cancer include external beam RT plus hormone 
treatment [I, B] or RP plus pelvic lymphadenectomy”
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NCCN Guidelines
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Take Home Points

• Multiple Phase III trials of systemic chemotherapy in  
metastatic, hormone-sensitive prostate cancer
– Differences in cohort demographics

• Inclusion of non-metastatic patients, high vs low volume metastases

– Study results conflicting

• Ideal patient for docetaxel and ADT in metastatic, hormone-
sensitive setting
– Newly diagnosed metastatic disease
– High volume metastatic disease
– Healthy with good PFS

• Promising PFS results in M0/high risk disease 


