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Data for Neoadjuvant Therapy

No. of Pathologic Complete
Patients Chemotherapy Primary Treatment Response, %
255 Cisplatin RT VAN

122 Cisplatin RC 19.6

325 Cisplatin, doxorubicin RC/RT NR

317 Cisplatin, methotrexate RC 26.4

153 Cisplatin, methotrexate RC or RT NR

123 MCV RT (+ cisplatin) £ RC NA

976 CMV RC +/or RT 32.5

307 MV/AC RC 38




Data for Adjuvant Therapy

No. of Patients Chemotherapy Survival Benefit
77 Cisplatin No
91 CISCA Yes
50 CMV No
49 randomized MVAC or MVEC Yes

117 nonrandomized




Randomised study comparing adjuvant
MVAC vs placebo in tumours with p53
mutations

Observed (n=56)

MVAC (n=58)
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Stadler et al ASCO 2009




Meta-Analysis of the Neoadjuvant Data

Hazard ratio =

0-87, p=0-01%
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Those that Respond to Neoadjuvant
Therapy Have the Best Outcome
(Even the T3 and T4s)

Overall Survival
by Clinical T Stage, Path Stage 1
‘- edian

: N  Eventsin Years
—— ¢T2then <P2 35 15 NR
1 cT3-4 then <P2 33 2 89
= “¢12 then P2+ 13 q 1 &
i cT3-4then P2+ 34 20 51

|

) -
\

10 5
Years After Cystectomy




Neoadjuvant Studies in Bladder Cancer

A We incorporate targeted therapies into the
neoadjuvant setting

Neoadjuvant
therapy

:

Chemotherapy

Surgery

Hazard ratio =

0-87, p=0-016
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Sequential tissue and functional imaging



Neoadjuvant Studies in Bladder Cancer

A GEM/CIS/Sunitinib
A Pathological CR is the primary endpoint

Neoadjuvant
therapy

:

Chemotherapy

Surgery

Hazard ratio =

0-87, p=0-016

05 1-( 15
Megadjuvant Control bettar
CT bettar

Targeted therapy

Sequential tissue and functional imaging



New Surrogate Markers Are
Becoming Available in this Setting
FDG/PET

survival {prabability)
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Surgery v.s radiotherapy for
operable bladder cancer

David & Go[iqth:"'w
1 Samuel 17:1-58




Progression free Survival for potentially
operable bladder cancer treated with
Radiotherapy
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Toxicity for CT/RT with Curative
Intent for Bladder Cancer

RTOG Induction/ Consolidation/ No. of Eligible
Protocol Neoadjuvant Concurrent Response Cystectomy Adjuvant CT Patients
99-03
Arm 1 MCV 2 cycles CP +RT R S None 61
IR Cystectomy
Arm 2 None CP+RT R SR None 62
IR Cystectomy
95-06 None CP+FU +RT CR CP+FU+RT None 34
IR Cystectomy
97-06 None CP + BID RT CR CP+RT MCV 47
IR Cystectomy
TAX + CP + CR
99-06 None BID RT IR TAX + CP + RT GEM + CP 81
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SPARE trial
Schema

Selective B

T2/T3 TCC bladder
PS 0-1, fit for cystectomy,
radiotherapy and chemotherapy,
normal renal function

Neoadjuvant chemotherapy
(Gem-Cis 21 day cycle x 3)

Randomise

ladder

Radical

Preservation (SBP)

4

Rigid Cystoscopy

(after 3 cy

Responders

pTO, pTa, pT1

Radical
Radiotherapy

Meeting reference with date here (optional)

Cystectomy

J

Rigid Cystoscopy

cles) (after 3 cycles)

pT2 or Greater

Radical
Cystectomy

Responders

pTO, pTa, pT1

4™ Ccycle CT

Radical
Cystectomy



Conclusions

ANeoadjuvant cisplatin-based chemotherapy is
widely used and of modest benefit

AThe best chemotherapy regimen is not
established

ATargeted therapy is being incorporated into
this as part of clinical trials

ANew surrogate molecular and radiology
markers are becoming available

AThe role of radiotherapy is unclear but watch
this space



Bladder Cancer Has Quite a Lot of
Catching Up to Do in the Metastatic Arena



