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5-FU improves DFS cf. historical controls
5-FU+LEV: ™ recurrence - survival
Standard of care: 5-FU/LEV (1 year)
5-FU+HD-FA: - 3YSand 3Yr-DFS

6 months as good as 12 months

Standard of care: 5-FU/LEV/FA

Standard of care: 5-FU + LD-FA

monthly = weekly schedule* (*UK)
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Mayo Oral p-value
Mayo Clinic regimen regimen capecnablne
5-FU/FA D1-5 28d (6 months) 3Y-DFS (%) 60.6 64.2 0.0528
Capecitabine 3Y-RFS (%) 61.9 65.5 0.0407
1250 mg/m2 D1-14 g21d (6 months)
3Y-0S (%) 77.6 81.3 NS
Chiistie Hospial NHS Chiistie Hospial NHS
NS Trust NS Trust
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Roswell Park regimen
Weekly 5-FU/FA 6 of 8 wks (24 wks)
UFT (Oral tegafur/uracil)

+ FA D1-28 gq5w (25 wks)

Chistie Hospral NHS Christie Hospral NHS
NS Trust NS Trust
Roswell Oral p-value
Park UET
5Y-RFS (%) 76.4 76.4 0.62
5Y-DFS (%) 745 745 0.79
5Y-0S (%) 68.3 68.3 0.88 *
Christie Hospral NHS Christie Hospral NHS
NS Trust NS Trust




Chistie Hospial NHS
NS Tt

Chiistie Hospial NHS
NS Tt

R
A
N
D
o
M
|
z
A
T
|
o
N

LV5FU2
LV5FU2 + Oxaliplatin (FOLFOX-4)
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LV5FU2
LV5FU2 + Oxaliplatin (FOLFOX-4)

LV 5-FU infusion LV 5-FU infusion |
200 mg/m® | 600 mg/m® 200 mg/m? | 600 mg/m®
Oxaliplatin
85 mg/m’
Chistie Hospital NHS Chistie Hospital NHS
S Tt S Tt
FOLFOX-4| LV5FU2 HR p-value
All patients 78.2% 72.9% 0.77 0.002
Stage Il 87.0% 84.3% 0.80
Stage Ill 72.2% 65.3% 0.76
Chistie Hospital NHS Chistie Hospital NHS
S Tt NS Tt




But does this
difference predict
for overall survival?

Sargent et al. FDA website 2003

Chistie Hospital NHS Chistie Hospital NHS
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R
N Roswell Park (30 wks)
3 Weekly 5-FU/FA for 6 of 8 wks
I\‘A
A IFL (32 wks)
o Weekly Irino 125 mg/m2 + 5-FU/FA
N
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Chistie Hospial NHS
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Agent Reported |In progress
Oxaliplatin MOSAIC NSABP-C07 (5-FU +/- oxaliplatin)
XELOX-A (Xelox vs. FOLFOX-4)
Irinotecan CALGB s903 | PETACC-3 (5-FU +/- irinotecan)
.
° Bevacizumab - QUASAR-2  (Cape +/- Ir +/- BVZ)
M AVANT (FOLFOX +/- BVZ vs. Xelox/BVZ)
] NSABP-c08 (OX/5-FU +/- BVZ)
° Cetuximab - NCCTG nower  (OX/5FU vs. Ir/5FU vs. both +/-CTX)
ERBHICOL (FOLFOX-4 +/- CTX)
m NHS mm NHS
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m NHS mm NHS




Newly diagnosed patient

Inoperable

metastases or
advanced disease

Palliative surgery

Chistie Hospial NHS
NS Trest

Surgery +/- chemo
+/- XRT

Chemotherapy
Supportive Care
Palliative XRT

Newly diagnosed patient

Operable Surgery +/- chemo
metastases

Inoperable

metastases or
advanced disease

Surgery +/- chemo

+/- XRT

Chemotherapy
Supportive Care
Palliative XRT

Palliative surgery
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S Trest

Chistie Hospial NHS
NS Trest

Chiistie Hospial NHS
S Trest

Chiistie Hospial NHS
K Trest

M-CRC

Chemotherapy

BSC

(BMJ 2000)

MTX/5FU/FA
5FUIFA
5FU/FAIcisplatin
IHA-FUDR
IHA-5FU

* is Gr ' Chastie
Meta-analysis Group in Cancer, JCO 1998 Hospal NHS




Chemotherapy: sooner is better
than later

th
3 R
8 Early treatment with chemotherapy a
el o g b
asymptomatic i © d
patients A No treatment until symptom appearance R 2\ 5FU + AIO/LVEFU2 | FL AlO +
o n=91 c| k irinotecan IR irinotecan
N
s
e
Nordic Gastro-intestinal Tumour Adjuvant Therapy Group, JCO 1992
Chitstie Hospial NHS Chiistie Hospial NHS
NS Trust NS Trust
R
a Oxaliplatin Irinotecan
c d study 1 2 8 4 5 6
R Om 5FU + FOLFOX4 ChronosFUFA  EUFOX Patients (n) 210 100 118 231 199 201
C i oxaliplatin + oxaliplatin Responserate (%) 51 53 49 50 49 NA
s DoR (mo) 104 - - 9.0 93 NA
e PFS (mo) 90 87 79 7.0 6.7 85
. OS (mo) 162 194 204 148 174 NA
Chiistie Hospral NHS Chiistie Hospial NHS
NS Trust NS Trust

Twelves EJC 2002

Cassidy Ann Oncol 2002

Updated: van Cutsem BJC 2004
Chiistie Hospral NHS
NS Trust

Days 1-14

Kerr ASCO 2002
Christie Hospital NHS
NS Tt




Oxaliplatin

Days 1-14 Rest

Tabernero ASCO 2002
Diaz-Rubio Ann Oncol 2002
Chistie

Cunningham Lancet 1988, Rougier Lancet 1998

Rothenberg (EFC 4584) JCO 2003

Hospial NHS Chnstie Hospial NHS
NS Trust NS Trust
. SFU Single agent
irinotecan
’ MIERE FOLFOX4 Cassidy ASCO 2003
Tournigand (GERCOR) JCO 2004 Y
. MdG Ir
MdG IrMdG ~ BSC
. MCRC IrMdG WI7
Cross-over
. MdG OxMdG regimens
Goldberg (N9741) JCO 2004 OxMdG
Chiistie Hospral NHS Chiistie Hospral NHS
NS Trust NS Trust
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capecitabine tegafur

should be made jointly

supervised by oncologists

neither irinotecan nor oxaliplatin
are recommended for routine first-
line

e Oxaliplatin should be considered

may become
resectable

¢ Irinotecan monotherapy

Christie Hospral NHS Christie Hospral NHS
NS Trust NS Trust
and °
R .
* Irinotecan as 1st- n il | FL + bevacizumab [
line or 2nd-line d
o 9 IFL + placebo
 Oxaliplatin 1st- m
or 2"d-line i
S
. .
Christie Hospral NHS Christie Hospral NHS
NS Trust NS Trust
R
a .
n
d
| cetuximab +irinotecan
m|
i
S
d * 60%had alsofailed oxaliplatin
Christie Hospral NHS Christie Hospral NHS
NS Trust NS Trust
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Study

Hughes 1986
Scheele 1995
Nordlinger 1996

Jamison 1997
Fong 1999
lwatsuki 1999

EPOC

;‘ Pre- and post-op Ox/5-FU/FA then surgery

‘ Immediate liver resection

* All patients had resectable disease

Chistie Hospial NHS Chistie Hospial NHS
NS Trest K Trest
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Chiistie Hospial NHS Chiistie Hospial NHS
K Trest K Trest
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Chistie Hospital NHS Chistie Hospital NHS
NS Trust NS Trust
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. “Oxaliplatin
should be considered

may become resectable
Chistie Hospral NHS
K Trest

Newly diagnosed patient

+- XRT
Operable Surgery +/- chemo
metastases
Chemotherapy
Inoperable Supportive Care
el Palliative XRT
anced disease
Palliative surgery
Chastie Hospital NHS
K Trest
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cLoce ‘ Ox/5-FU/FA chemotherapy ‘

\ ‘ Ox/5-FU/FA chemotherapy + RFA

* All patients must have inoperable (ever) disease

Chistie Hospial NHS Chiistie Hospial NHS
NS Trust NS Trust
. timely detection
.
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Chistie Hospial NHS Chistie Hospial NHS
NS Trust S Trust
HPB Anaesthetists: Intensivists ERCP Cross sectional maging
Dr Bhishma Dr Macartney Dr Quest Dr Lawrance (Cx) L
Dr Varshney Dr Jones Dr George Dr Ben Taylor (Cx) Palliative chemotherapy
Dr Mayall Dr Longshaw Mr Sherlock Dr Johnson (Cx) H H
Dr Checkley Dr Cardwell Mr Vadeyar Dr Bisset improved survival
Dr Macartney Dr McKillup Dr Hammonds Dr Uzoka
Dr Jones Dr Checkley Dr Nicholson Dr Nicholson (Hope)
Dr McKillup Dr Duncan Dr Babbs Dr Burnett (Hope) enhanced by
DrKlass L. t | | t.
Biliary Intervention  Angiographic Intervention CT guided RFA  PET Irnotecan or oxaliplatin
Dr Uzoka Dr Khan Dr Irons Dr Hulse (Cx)
Prof Martin (SMUTH) Dr Ashley (SMUTH) Dr Khan Dr Carrington (Cx) X
Dr Lawrance (Cx) all active agents
Gastroenter ologists Histopathologists Oncologists C. Nurse Specialists
Dr Quest Dr Hussain DrVale Sr Clarke
Dr Babbs (Hope) Dr Puendes Dr Saunders St Ferns CRUK
Dr Hammonds Dr Shanks (Cx) Dr Wilson S Craven (Cx)
Prof Hawkins S Burgess (Cx) salvage surgery
Surgeons Theatre Team Research Research Nurses
Mr Sherlock Sr Rowe Dr Gillan Eileen Jones )
Mr Vadeyar S McGillan Mr Rizah Janette Beech targetted therapies
S Wallsworth Dr Dangoor Jo Allen
Chiistie Hospial NHS Chiistie Hospial NHS
NS Trust NS Trust
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