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FIRSTANA: Study Design

159 centers worldwide

CBZ 20 + PRED

Cabazitaxel 20 mg/m² Q3W

+ prednisone 10 mg/d

n = 389

mCRPC and no 
prior 

chemotherapy

N = 1,168 pts
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CBZ 25 + PRED

Cabazitaxel 25 mg/m² Q3W

+ prednisone 10 mg/d

n = 388

DOC + PRED

Docetaxel 75 mg/m² Q3W 

+ prednisone 10 mg/d

n = 391
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Endpoints

• Primary: Overall Survival

• Secondary: Safety, PFS (based on tumor, PSA, or pain progression or death), tumor

response, PSA response, pain response, time to skeletal-related events, HRQoL, 

pharmacokinetics/pharmacogenomics

• Exploratory: cfDNA

Statistical plan

• OS superiority of CBZ over DOC (HR: 0.75)

• 774 deaths needed to achieve 90% power

• Interim analyses at 1/3 and 2/3 of 774 deaths

FIRSTANA: Endpoints & Statistical Plan
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FIRSTANA: Overall Survival

Median OS, months (95% CI)

DOC + PRED 24.3 (22.18–27.60)

CBZ 20 + PRED 24.5 (21.75–27.20)

CBZ 25 + PRED 25.2 (22.90–26.97)

CBZ 20 vs DOC

HR 1.009 (0.85–1.197) 

P = 0.9967 

CBZ 25 vs DOC

HR 0.97 (0.819–1.16) 

P = 0.7574
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FIRSTANA: Laboratory Abnormalities

a Patients with post-baseline value for the parameter

Patients, n/Na (%)

DOC +

PRED

N = 387

CBZ 20 + 

PRED

N = 369

CBZ 25 + 

PRED

N = 391

Neutropenia

All Grades

341/383

(89.0)

240/368

(65.2)

335/391

(85.7)

Grade 3–4 

302/383

(78.9)

139/368

(37.8)

276/391

(70.6)

Anemia

All Grades

382/384

(99.5)

366/368

(99.5)

390/391

(99.7)

Grade 3–4 21/384 (5.5) 24/368 (6.5) 34/391 (8.7)

Thrombocytopenia

All Grades

125/384

(32.6)

130/368

(35.3)

177/390

(45.4)

Grade 3–4 6/384 (1.6) 6/368 (1.6) 12/390 (3.1)
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drug comparator OS Δ HR p

docetaxel MITOX 2.5 mos 0.76 <0.001

abiraterone PLACEBO+PDN 4.4 mos 0.81 0.003

enzalutamide PLACEBO 4.0 mos 0.77 0.0002

radium-223 PLACEBO 4.6 mos 0.74 0.03



Choice key points

• Disease oriented

• Patient oriented



PS2 ELDERLY VISCERAL METS SYMPTOMATIC

TAX327    

COU-302  

PREVAIL   

ALSYMPCA   

mCRPC front line



symptoms
docetaxel

Radium223

visceral mets
docetaxel

enzalutamide

abiraterone

docetaxel

enzalutamide

yes

no

yes

no

visceral mets

lymph mets

docetaxel

docetaxel

Radium223

yes

no



Choice criteria
• Disease oriented

– Visceral mets

• Patient oriented

– Symptoms

– Comorbidities
(cardiovascular, 
diabetes, seizure)

• Patients preferences
and feelings

• Clinicians preferences
and feelings

mCRPC front line

PS2 ELDERLY VISCERAL METS SYMPTOMATIC

TAX327    

COU-302  

PREVAIL   

ALSYMPCA   
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drug comparator OS Δ HR p

cabazitaxel MITOX 2.4 mos 0.70 <0.001

abiraterone PLACEBO+PDN 3.9 mos 0.65 <0.001

enzalutamide PLACEBO 4.8 mos 0.63 <0.001

Radium 223 PLACEBO 3.1 mos 0.71 0.003



mCRPC second line
PS2 ELDERLY VISCERAL METS SYMPTOMATIC

TROPIC    

COU-301    

AFFIRM    

ALSYMPCA   

Choice criteria?



New HT

CABA

New HT

DOCE

DOCE

DOCE

• To date no clear evidence
supports the superiority of one
drug over another

• The only decision-making issues
should be patient-oriented
• Burden of 1st-line-related toxicity

• Time of recovery

• 2nd-line toxicity profile (vs 
comorbidities)

• Patient’s preference

New HT

DOC

RA223

RA223

• 2nd-line toxicity profile (vs 
comorbidities)

• Patient’s preference



New HT

CABA

New HT

DOCE

DOCE

DOCE

• To date no clear evidence
supports the superiority of one
drug over another

• The only decision-making issues
should be patient-oriented
• Burden of 1st-line-related toxicity
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DOCETAXEL

(TAX327)
CABAZITAXEL

(TROPIC)
ABIRATERONE

(COU-302)
ENZALUTAMIDE

(AFFIRM)

DOCETAXEL   
ABIRATERONE ? ? ?

ENZALUTAMIDE ? ? ?

First line

Second
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AR-V7 As a Clinical Biomarker in CRPC

Presented By Emmanuel Antonarakis at 2016 ASCO Annual Meeting



AR-V7 in mCRPC

Presented By Emmanuel Antonarakis at 2016 ASCO Annual Meeting





PSA response
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Abiraterone Enzalutamide Taxane*

PSA response rate:

AR-V7 positive: 0% (95% CI: 0-26%)

AR-V7 negative: 52.6% (95%CI: 29-76%)

P=0.004

PSA response rate

AR-V7 positive: 0% (95% CI: 0-46%)

AR-V7 negative: 68.0% (95% CI: 46-85%)

P=0.004

PSA response rate:

AR-V7 positive: 41% (95% CI: 18-67%)

AR-V7 negative: 65% (95%CI: 41-85%)

P=0.19

*Docetaxel, n=30

Cabazitaxel, n=7

AR-V7 positive AR-V7 negative







Updated JHU Analysis (N=202)

Presented By Emmanuel Antonarakis at 2016 ASCO Annual Meeting











Decision Schema

Presented By Emmanuel Antonarakis at 2016 ASCO Annual Meeting



mCRPC

R

A

N

D

O

M

I

Z

E

AR-V7

DETECTION

AR-V7+

AR-V7-

R

A

N

D

O

M

I

Z

E

HT

CT

HT

CT



HSPC CRPC

Enzalutamide

Cabazitaxel

Abiraterone

Abiraterone

Docetaxel

Enzalutamide

2016 landscape

ADT

AntiAndrogens

Docetaxel

Ra 223



New agents mechanism of action



New agents mechanism of action









Clinical trial strategies

Presented By Michael Morris at 2016 ASCO Annual Meeting




