


o e

ASCO recommendation

o 1St approach—> LHRH agonist (or castration)

* Non-steroidal antiandrogen is an alternative, being
considered where the preservation of sexual life is
important

 CAB should be discussed with the patient because of
the small survival benefit
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Definition of Androgen-Independence

* Rise of PSA level within 4 weeks during
treatment with any type of antihormonal
therapy

* Progression of bone disease or visceral
disease
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Prostatacarcinom
Versagen nach Hormontherapie

CAB—>Progress
Antiandrogenentzug: 20% Response
PSA Response in 14d

nsitiv LHRHAnaloga Hormonresistent
piegel+] - Progress Chemotherapie
n

Hormonsensitiv

[Androgenspiegel-]
Cortison 4x5mg/d
RR 20%

OS 10-11m
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Docetaxel vs Mitoxantrone

TAX 327 A 1007 SWOG 9916
M g 30 P=0.02
AN 18.9 vs 16.4m £ 6o 15.6 vs 17m
T_ g 1 .
S o . Docetaxel +estramustine
Weekly h every 3 wk T (217 deaths; median, 17.5 mo)
docetaxel SR ¢ b
Sy 0O 204 Mitoxantrone +prednisone
Mt | (235 deaths; median, 15.6 mo)
Mitaxantrone eE 0
L . | T T T T - 1
13 6 9 12 15 18 21 24 27 30 33 . t o 36 b
Months Months after Enrollment
No. at Risk
296 217 104 37 5 Docetaxel + 338 218 60 13
- 200 Siie 2 . estramustine
297 192 % 29 3 Mltoxant'rone+ 336 185 50 10
prednisone
AXEL 60/m2, d2 DOCETAXEL 60/m2, d2

Estramustine 280/m2x3/d d1-5

K. J. etal. CA CancerJ Clin 2005;55: 300-318.
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Docetaxel vs Mitoxantrone
Clinical benefit ratio

SWOG trial [+ estramustine]

PSA response 50 % vs 27%
soft tissue response 17% vs 11%

BUT:

e more neutropenic fever !

e nausea and vomiting increased : 20% vs 5%
* more neurologic events

o cardiovascular events grade 3: 14% vs 7%
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Docetaxel vs Mitoxantrone
Clinical benefit ratio

Tax 327 trial [+ Prednisone]

* Improvement in pain control

« PSA response improved
 Tumor response rate improved
* Quality of life improved

BUT:

* neutropenia grade 3/4 : 32%
» Adverse events 26% vs 20%, significant (weekly docetaxel 29%)

FDA APPROVAL—> docetaxel 75mg/m2 every 3 weeks in combination
with 5mg Prednisone orally twice daily
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The Role of Mitoxantrone / Prednison

« Mitoxantrone and Prednisone significantly improves
symptom control and pain relief and anagetics consumption
over prednisone alone but does not increase survival,

Tannock, J Clin Oncol, 1996

» |s FDA approved with 12mg/m2 every 3w with prednisone
10mg

» The role of Mitoxantrone following Docetaxel is unclear
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Sternberg,
Oncology 2005

Other cytotoxics

Satraplatin [ oral platinum-derived substance]
« Randomized European trial

* In combination with prednisone superior activity by PSA decline
and PFS vs prednisone alone

Epothilone, novel microtubule inhibitor
» phase Il trial of ixabepilone
 92% PSA response, 33% PR

Vinorelbine

» phase lll trial + hydrocortisone vs hydrocortisone alone
e 6m PFS 33% vs 23%

« clinical benefit (pain intensity reduction) 31% vs 19%

KETOKONAZOL +- Kortison, Rezeptorantagonisten,
Angiogeneseinhibitoren

NArtmtTycr UNr ZuUuU



Doy X sac LIMCR
. MEDIZINISCHE PRVATUNIVERSTAT SA LK

Laboratory for
Molecular Can

|mm nological &
er Research

VORSORGE / NACHSORGE

ERSPC, N EnglJ Med Juli 2009 :

by 20 %

» Associated with overdiagnosis

e ? Overall survival - benefit

PSA-screening reduced the death rate from prostate cancer
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More Problems :

Spinal Cord Compression
Osteoporotic fractures

Urinary Tract Obstructions
Intracranial Nerve Involvement
Hypercalcemia

Hematolologic Complications
Inflammatory Complications

Intravascular Coagulopathy
( often without symptoms —
Docetaxel when symptomatic ! )

LIMCR

Laboratory for Immunological &
Molecular Cancer Research
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WICHTIG:

Gute interdisziplindre Zusammenarbeit von

Urologen,
Strahlentherapeuten,
Onkologen.

Patientenorientierte individuelle
Entscheidung
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