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Natural history
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Aims of treatment
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Current treatment algorithm

Progression on combined androgen blockade

Antiandrogen withdrawal (switching)

Secondary hormonal therapies

Palliative therapies




Definition of HRPC; EAU guidelines

Castrate serum levels of testosterone

Antiandrogen withdrawal for at least 4
weeks or PSA progression despite

secondary hormonal manipulations

Three consecutive rises of PSA 2 weeks
apart

Progression of bone or soft tissue lesions

Heidenreich G, et al. EAU publications 2007; available online at: www.uroweb.org.




HRPC patient subtypes

Biochemical-only disease

Asymptomatic metastatic disease
X L

[ Symptomatic metastatic disease J




Evidence-base
for docetaxel

TAX 327
SWOG 9916
UK 3-centre audit data




Patients
(n=1,006)

TAX 327

Docetaxel (75 mg/m?)
3-weekly x 10 cycles +
prednisone
(5 mg bid) (n=335)

RANDOMISATION

Docetaxel (30 mg/m?)
weekly in 5 of 6 weeks x 5 cycles
+ prednisone
(5 mg bid) (n=334)

Mitoxantrone (12 mg/m?)
3-weekly x 10 cycles +
prednisone
(5 mg bid) (n=337)




TAX 327: Survival

Mitoxantrone plus
prednisolone*
(n=337)

Mitoxantrone

Tannock IF, et al. N Engl J Med 2004; 351: 1502-1512.




TAX 327: Survival updated

Docetaxel Mitoxantrone Hazard ratio P value
3-weekly (95% Cl)

Original data 2003
(95% Cl) (17-0-21.2) (14.4-.18.8) (0.62-0.94)

Updated data 2007

(95% Cl) (175-213)  (14317.9)  (0.82-0.97)

(95% CI) 18.6% 13.5%

Berthold DR et al. J Clin Oncol 2008; 26: 242-245.




TAX 327: survival in subgroups

Hazard ratio in favour of

Taxotere Mitoxantrone
ITT

Age <65
Age >65
Age >75

Pain no

Pain yes

KPS 280
KPS <70

De Wit R. Eur Urol Suppl 2006; 5: 817-823.




TAX 327: QOL

Docetaxel 3-weekly + prednisone

Mitoxantrone 3-weekly + prednisone

Percentage of patients with QOL response




TAX 327: Pain

Docetaxel 3-weekly + prednisone

Mitoxantrone 3-weekly + prednisone

0 12 24 36 48
Percentage of patients with pain response




TAX 327 summary

Advantages of docetaxel 3-weekly
compared with mitoxantrone:

= 2.9 months survival advantage
= Improvement in pain response
= Improvement in quality of life response




SWOG 9916

Design:
= Docetaxel + oral estramustine versus
mitoxantrone + prednisone

Results:

= Compared with mitoxantrone + prednisone,
docetaxel + estramustine significantly:

Increased median time to progression
(6.3 vs 3.2 months)

Increased median overall survival
(17.5 vs15.6 months)




NICE guidance for the use of
docetaxel in mHRPC

NICE updated guidance for docetaxel in
the treatment of mHRPC states:
= There is a significant survival advantage with

the 3-weekly Taxotere regimen over
mitoxantrone

“Docetaxel is recommended, within its licensed indications,
as a treatment option for men with HRPC only if their
Karnofsky Performance Status (KPS) score is 60% or more”

NICE Technology Appraisal Guidance 101. June 2006.




UK 3-centre Audit

Cardiff, Swansea, Bristol

170 patients

Retrospective data collection on
consecutive patients treated with

docetaxel




PSA response
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PSA response

PSA
response

<50%

> 50%

=
=
=
e
=
L7 ]
E
=
L&}

Median survival (months




