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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 2.2 mos 0.71 <0.001

radium-223 PLACEBO 4.6 mos 0.74 0.03

mCRPC front line

mCRPC second line
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



Patient characteristics remained comparable during the two periods.
Nevertheless, over time, survival has improved obviously, probably through earlier management,

more intensive schedules of docetaxel and use of new drugs.

Impact of news drugs in the median overall survival of patients with
metastatic castration resistant prostate cancer (mCRPC)

2006-09: 66 pts
DOC-MITOX
Median 10.6 mos

2009-12: 69 pts
AA-CABA-ENZ
Median 32.5 mos



COU-AA 302 OS analysis (final)



PREVAIL OS analysis





Different strategic drivers

• To use first all “low impact” treatments

– To maximize chemo dilation

• To use first all “aggressive” treatments

– To exploit better performance status in early phases

• To mix agents with different mechanisms of
action

– To avoid cross resistance



What we know

• The disease control is progressively reduced
by treatment line

• The pts’ PS progressively worsens by
treatment line



What we do not know

• Cross resistance

• Changes in disease biology as response to the 
treatments

• Agents activity after the exposure of other
agents (different from those used in pivotal
trials)
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Robinson et al Cell 2015















From Shevrin Asian J Androl 18: 586-591
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The dark age (before 2005)

17009 (2017) Hsieh et al modified





The dark age (before 2005)
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The modern age (2005-2014)

17009 (2017) Hsieh et al modified



Well established algorithm





The modern age (2005-2014)

17009 (2017) Hsieh et al modified



The gold age (after 2014)

17009 (2017) Hsieh et al modified











The gold age (after 2014)

17009 (2017) Hsieh et al modified



17009 (2017) Hsieh et al modified

The diamond age (after 2025)



Hazard ratio (99.8% CI), 0.63 (0.44–0.89)
P = 0.00003

Median OS, months (95% CI)

NIVO + IPI NR (28.2–NE)

SUN 26.0 (22.1–NE)
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284 202 155 119 102 90 70 23 9 1 0

278 200 138 105 83 67 43 25 11 1 0

PD-L1 <1% (n = 562) PD-L1 ≥1% (n = 214)

HR (95% CI) 0.48 (0.28–0.82)
P = 0.0003

Median PFS, months (95% CI)

NIVO + IPI 22.8 (9.4–NE)

SUN 5.9 (4.4–7.1)

HR (95% CI) 1.00 (0.74–1.36)
P = 0.9670

Median PFS, months (95% CI)

NIVO + IPI 11.0 (8.1–14.9)

SUN 10.4 (7.5–13.8)
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yesterday
1st line 2nd line

CDDP-FIT CDDP-UNFIT

MVAC=GC=HD-
MVAC ± PACLITAXEL

CBDCA or Vinflunine/GEM
CBDCA/GEM or MCaVI
Monotherapy

Vinflunine
Taxanes or CBDCA

ORR 43-55% 43-50%
30-41%
8-20%

mPFS 7.6-8.3 mos 5.9-6.1 mos
4.2-5.8 mos
2.4-4.9 mos

mOS 12.7-15.8 mos 12.8-14 mos
8.3-9.3 mos
5.5-9.0 mos

6.9 mos (vs 4.6 BSC)
6.4

Galsky et al J Clin Oncol 2011



today



mOS

IC2/3 11.4

IC1 6.7

IC0 6.5
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mOS 1-y Surv
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• Phase II

• 310 pts

• mFU 11.7 mos

• Phase II

• 270 pts

• mFU 7 mos

• Phase III

• 253 pts

• mFU 42 mos

• Phase III

• 266 pts

• mFU 14.1 mos



today



• Phase II

• 119 pts

• mFU 17.2 mos

• ORR 23%

• mOS 15.9 mos

• 1y Surv Rate 57%

• Phase III

• 118 pts

• mFU 4.5 yrs

• ORR 36%

• mOS 9.3 mos

• 1y Surv Rate 37%



today





tomorrow



tomorrow

Buchwald & Efstathiou Bladder Cancer 2015



conclusions
• Prostate cancer

– Several active agents may be sequenced achieving unprecented
cumulative survival gain. 

– Precision medicine is the driver of new agents development

• Renal cancer
– Agents with new mechanism of action are able to overcome the 

risk of cross resistance compared the old agents

• Bladder cancer
– Check point inhibitors, which weem to be able to achieve

unprecented long term survival rates, should confirm these
exciting results with long-term data




