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(Part I) Adjuvant treatment of 
colorectal cancer: chemotherapy 

advances and current practice
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Extent of the UK problem

• 34,000 new cases
• 19,000 deaths 
• regional variations (1986-1990 National Statistics)

• risk factors: 
• Genetic: FAP and HNPCC
• Environmental: ‘western’ diet, high 

alcohol intake, obesity

 England &  W ales Southwest Northwest 

1 Y S 61% 65% 56% 

5 Y S 39% 43% 35% 
 

 

annually
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Treatment of primary disease

• Surgery

• resection of bowel 
segment

• adjacent mesentery

• lymph nodes

• any adherent 
tissues

• Pathological staging
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Staging

Survival without Rx

Dukes A 80%

Dukes B 65%

Dukes C 35%

(Dukes D) 5%

Reason for relapse: 
micro-metastatic disease

Fig. from Fast Facts: Colorectal Cancer. Taylor et al, 
Health Press (Oxford) 1999
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Rationale behind adjuvant therapy 

• Small tumour burden:

• Less hypoxia
• Less heterogeneity
• More radiosensitive 
• More 

chemosensitive
• Easier drug access
• Fitter patient

• Aims:

• Well tolerated 
• Safe treatment 
• Active agent(s)
• Improved survival 
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Pivotal studies

1976 Li & Ross 5-FU improves DFS cf. historical controls

1990 Moertel et al. 5-FU+LEV: ¯ recurrence ­ survival

1995 INT0035 Standard of care: 5-FU/LEV (1 year)

1995 IMPACT 5-FU+HD-FA: ­ 3YS and 3Yr-DFS

1998 INT0089 6 months as good as 12 months 

Standard of care: 5-FU/LEV/FA

2000 QUASAR Standard of care: 5-FU + LD-FA 

monthly = weekly schedule* (*UK)
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Adjuvant chemotherapy

• Dukes C (colon) tumours

• Need to give >3 months chemotherapy

• Usually 6 months of 5-FU/FA

• Increases 5-year survival by 6% (range 
2-10%) - i.e. for every 100 patients 
treated, 6 lives are saved on average.
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Adjuvant chemotherapy

• Rectal cancers:

• No direct evidence of benefit

• Randomised trials have usually 
excluded Ca rectum

• Advanced rectal cancer behaves 
similarly to colonic primaries

• Therefore: Dukes C tumours receive 
adjuvant weekly 5-FU/FA
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Changes underway…

• Can we substitute oral therapies?
• Capecitabine
• UFToral

• Is there enhanced benefit from the addition of:
• Oxaliplatin?
• Irinotecan?

• Will there be additional benefit from adding:
• Cetuximab?
• Bevacizumab?
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Capecitabine
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Oral alternative: capecitabine (1)

• X-ACT study

• Primary end-point: 3Y-DFS
• Study powered to demonstrate equivalence

Cassidy et al Proc-ASCO 2004

Dukes C

(n=1987)

Mayo Clinic regimen

5-FU/FA D1-5 q28d (6 months)

Capecitabine

1250 mg/m2 D1-14 q21d (6 months)
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Oral alternative: capecitabine (2)

NS81.377.63Y-OS (%)

0.040765.561.93Y-RFS (%)

0.052864.260.63Y-DFS (%)

p-valueOral 
capecitabine

Mayo 
regimen

RFS: relapses/new colon cancer + all deaths due to colon 
cancer of treatment 
DFS = RFS + all deaths from other causes
Cassidy et al Proc-ASCO 2004

• X-ACT study
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Oral alternative: capecitabine (3)

X-ACT study
• Improved toxicity profile (all grades):

• Reduced diarrhoea (46 vs. 64%) 
• Reduced oral stomatitis (22 vs. 60%)
• Reduced neutropaenia (2 vs. 8%)
• Reduced nausea/vomiting (36 vs. 51%)
• Reduced alopecia (6 vs. 22%)
• Increased hand-foot syndrome (62 vs. 10%)
• Equivalent QoL 

Scheithauer et al. Ann Oncol 2003;14:1735-43    
Cassidy et al. Proc-ASCO 2004
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Oral alternative: capecitabine (4)

• Approved for adjuvant therapy of Dukes C: 
April 2005

• NICE guidance: May 2006

�
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UFToral (oral 
tegafur/uracil)
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Oral alternative: UFT (1)
• NSABP-C06 study

• Primary end-point: overall survival
• Study powered to demonstrate 

equivalence
Wolmark et al Proc-ASCO 2004

Dukes B (46%) 

and C (54%)

(n=1608)

Roswell Park regimen

Weekly 5-FU/FA 6 of 8 wks (24 wks)

UFT (Oral tegafur/uracil) 

+ FA D1-28 q5w (25 wks)
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Oral alternative: UFT (2)

0.88 *68.368.35Y-OS (%)

0.7974.574.55Y-DFS (%)

0.6276.476.45Y-RFS (%)

p-valueOral 
UFT

Roswell 
Park

* Had to be >0.39 to show equivalence
Wolmark et al Proc-ASCO 2004

• NSABP-C06 study
• Analysis triggered by 60-month follow-up of ALL
patients
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Oral alternative: UFT (3)

• NSABP C06 study

• Toxicity comparable between treatment 
arms (esp. diarrhoea/nausea/vomiting)

• Treatment deaths, n=9 (5-FU), n=6 (UFT)

• No difference in QoL measures

Wolmark et al Proc-ASCO 2004
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Oral alternative: UFT (3)

• Licensed? No

• NICE agenda? No

�
Christie HospitalChristie HospitalChristie Hospital

NHS TrustNHS TrustNHS Trust
NHSNHSNHS

Oxaliplatin
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MOSAIC Study (1)

Dukes B (40%) 

and C (60%)

(n=2246)

LV5FU2

LV5FU2 + Oxaliplatin (FOLFOX-4)
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MOSAIC Study (1)

Dukes B (40%) 

and C (60%)

(n=2246)

LV5FU2

LV5FU2 + Oxaliplatin (FOLFOX-4)

R
A
N
D
O
M
I
Z
A
T
I
O
N

Day 1   5FU bolus 400 mg/m2  Day 2   5FU bolus 400mg/m2  

LV  
200 mg/m2 

5-FU infusion 
600 mg/m2 

LV  
200 mg/m2 

5-FU infusion 
600 mg/m2 

Oxaliplatin 
85 mg/m2 

   

0h 2h 0h 2h 
 

 

F
O
L
F
O
X
4

Repeated every 14 days

André et al. NEJM 2004;350:2343-2351
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MOSAIC study (2)

• Efficacy: 3-year disease-free survival

0.7665.3%72.2%Stage III

0.8084.3%87.0%Stage II

0.0020.7772.9%78.2%All patients 

p-valueHRLV5FU2FOLFOX-4

André et al. NEJM 2004;350:2343-2351 Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHSAndré et al. NEJM 2004;350:2343-2351
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But does this 
difference predict 
for overall survival?

But does this 
difference predict 
for overall survival?
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Sargent et al. FDA website 2003

DFS is a reliable predictor of OS in adjuvant colon cancer trials
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MOSAIC study (3)

• Addition of oxaliplatin increased toxicity:
• ­ Gd 3-4 neutropaenia (+/- fever/infection)
• ­ Gd 3-4 thrombocytopaenia
• ­ Gd 3-4 nausea/vomiting
• ­ Gd 3-4 diarrhoea
• ­ Gd 3 Paraesthesia:

• During treatment: 12.4%
• 1-month post: 5.0%
• 6-months post: 1.3%
• 12-months post: 1.1%

André et al. NEJM 2004;350:2343-2351 Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust
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Adjuvant oxaliplatin/5-FU/FA

• Approved for adjuvant therapy of Dukes C: 
Oct 2004

• NICE guidance: May 2006 (together with 
capecitabine)

�
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Irinotecan
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CALGB-89803 (1)

• IFL in advanced disease confers superior 
time to disease progression and overall 
survival

• Problems with toxicity in advanced disease
• Likely related to bolus 5-FU/FA

Dukes C 

(n=1264)

Roswell Park (30 wks)

Weekly 5-FU/FA for 6 of 8 wks

IFL (32 wks)

Weekly Irino 125 mg/m2 + 5-FU/FA

R
A
N
D
O
M
I
Z
A
T
I
O
N

Saltz et al Proc-ASCO 2004



6

Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Gr 3-4 
Diarrhea

Gr 3-4 
Neutropenia

Febrile 
Neutropenia

Gr 3-4 
Nausea

Deaths 
during Rx

IFL 31 % 42 % 4% 12 % 2.8 %

FL 35 % 5 % 1% 11 % 1.0 %

p- 0.11 <0.00001 0.0005 0.46 0.008

CALGB-89803

• No benefit in terms of improved: 
• failure-free survival or
• overall survival

• IFL cannot be recommended in the adjuvant setting

Saltz et al Proc-ASCO 2004 Christie HospitalChristie HospitalChristie Hospital
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Adjuvant Irinotecan/5-FU/FA

• Licensed? No

• NICE agenda? No

�
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Adjuvant chemotherapy
• Dukes B (colon) tumours

• No clear evidence of benefit so far.
• If there is a difference it is likely to be small (2-

3%)

• Certain subgroups are at increased risk:
• T4 tumours
• Obstructed/perforated tumours
• Lymphovascular/perineural invasion
• Patients aged <50 years
• Sub-optimal LN sampling (<12 LNs)

� Should be considered for clinical trials Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Studies in progress…

NCCTG N0147

ERBHICOL

QUASAR-2
AVANT
NSABP-C08

PETACC-3

NSABP-C07
XELOX-A

In progress

(Ox/5FU vs. Ir/5FU vs. both +/-CTX)
(FOLFOX-4 +/- CTX)

-Cetuximab

(Cape +/- Ir +/- BVZ)
(FOLFOX +/- BVZ vs. Xelox/BVZ)
(Ox/5-FU +/- BVZ)

-Bevacizumab

(5-FU +/- irinotecan)CALGB 89803Irinotecan

(5-FU +/- oxaliplatin)
(Xelox vs. FOLFOX-4)

MOSAICOxaliplatin

ReportedAgent
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(Part II) Treatment of Metastatic 
Colorectal Cancer
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Early cancer

Inoperable 
metastases or 

advanced disease

Surgery +/- chemo

+/- XRT  

Chemotherapy 

Supportive Care

Palliative XRT

Palliative surgery

Newly diagnosed patient

Cure

Palliation
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Early cancer

Operable 
metastases

Inoperable 
metastases or 

advanced disease

Surgery +/- chemo

+/- XRT  

Surgery +/- chemo

Chemotherapy 

Supportive Care

Palliative XRT

Palliative surgery

Newly diagnosed patient

Cure

Palliation
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Advanced/Recurrent disease
• Advanced disease: 

• 50% of patients unsuitable for curative surgery
• Recurrence: 

• 50% of patients who have undergone curative 
surgery

• Usually within 3 years
• Sites of relapse: 

• liver
• local recurrence
• peritoneal
• lung
• widespread distant metastases (rare)
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Increasing options:

Cetuximab

Bevacizumab

OxaliplatinOxaliplatin

IrinotecanIrinotecan

5-FU (IV + O)5-FU (IV + O)5-FU (IV)
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“The more alternatives, the 
more difficult the choice”

Abbé D’Allanival
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Chemotherapy is better than no 
treatment

• Colorectal Cancer Collaborative Group (BMJ 2000) –
5 studies

M-CRC Randomise
BSC

Chemotherapy
MTX/5FU/FA

5FU/FA

5FU/FA/cisplatin

IHA-FUDR

IHA-5FU

• Chemotherapy improves 
• median survival (8 to 11.7 mo.) 
• 1YS (34% to 50%)

• Response rate improved by: 
• adding FA or 
• using infusional regimens *

*Meta-analysis Group in Cancer, JCO 1998  
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Chemotherapy: sooner is better 
than later
Chemotherapy: sooner is better 
than later

Advanced

asymptomatic 

patients

Early treatment with chemotherapy

(n=92)

No treatment until symptom appearance 

(n=91)

R
A
N
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O
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T
I
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• Early-treated patients do better:
• Median survival : 14 months (vs. 9 months)
• Median symptom-free period: 10 months (vs. 2 months)
• Median time to progression: 8 months (vs. 3 months)

Nordic Gastro-intestinal Tumour Adjuvant Therapy Group, JCO 1992
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Irinotecan enhances the effect of 5-FU

• Addition of irinotecan results in:
• Improved RR (~ from 30 to 50%)
• Improved TTP (~ from 4.5 to 7 months)
• Improved overall survival (increased to 14-20 

months)

M
C
R
C

R
a
n
d
o
m
i
s
e

5FU

5FU + 
ir inotecan

AIO/LV5FU2

AIO/LV5FU2 

+ ir inotecan

Mayo

IFL

AIO

AIO + 
ir inotecan

Douillard Saltz EORTC

Lancet 2000 NEJM 2000 ASCO 2003
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Oxaliplatin enhances the effect of 5-FU

• Addition of oxaliplatin results in:
• Improved RR (~ from 25 to 50%)
• Improved TTP (~from 6 to 9 months)
• Median survivals of 16-20 months

M
C
R
C

R
a
n
d
o
m
i
s
e

5FU

5FU + 
oxaliplatin

Chr ono-5FU/FA

Chr ono-5FU/FA

+ oxaliplatin

Mayo

FUFOX

deGramont Giacchetti Grothey

JCO 2000 JCO 2000 ASCO 2002

LV5FU2

FOLFOX4
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Combination arm results are 
comparable between  1st-line RCTs

Oxaliplatin I rinotecan

study 1 2 3 4 5 6

Patients (n) 210 100 118 231 199 201

Response rate (%) 51 53 49 50 49 NA
DoR (mo) 10.4 - - 9.0 9.3 NA

PFS (mo) 9.0 8.7 7.9 7.0 6.7 8.5

OS (mo) 16.2 19.4 20.4 14.8 17.4 NA

1 deGramont et al, J Clin Oncol 2000;18(16):2938-2947
2 Giacchetti et al, J Clin Oncol 2000;18(1):136-147
3 Grothey et al, Proc Am Soc Clin Oncol 2002;21(abstr.512)
4 Saltz et al, N Engl J Med 2000;343:905-14
5 Douillard et al, Lancet 2000;35:1041-47
6 Köhne et al, Ann Oncol 2002;(abstr 257)
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Capecitabine mimics infusional 
5-FU

• Pooled results of 2 RCTs (n=1207)
• Efficacy comparable to 5-FU (Mayo regimen)

• Improved RR: 26% vs. 17% (p<0.0002)
• Equivalent: TTP, OS, DoR

Twelves EJC 2002
• With an improved toxicity profile:

• ¯ diarrhoea ­ PPE
• ¯ stomatitis ­ Gd. 3 bilirubin
• ¯ nausea
• ¯ alopecia Cassidy Ann Oncol 2002

Updated: van Cutsem BJC 2004
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Capecitabine can safely be added 
to irinotecan 

• No PK interaction between irinotecan & capecitabine
• Dose-limiting toxicities: diarrhoea, neutropaenia and 

infection
• RR: 50% in phase II

Day 1 8 15 21

Irinotecan
250mg/m2 i.v. infusion

Oral Capecitabine
1,000mg/m2 twice daily

Days 1–14 Rest

Repeat cycle at day 22

Kerr ASCO 2002
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Capecitabine can safely be added 
to oxaliplatin 

• Active regimen: RR consistently >50%
• Median survival 16+ months
• Phase III studies (vs. FOLFOX4 underway)

Tabernero ASCO 2002

Díaz-Rubio Ann Oncol 2002

1 8 15 21

Oxaliplatin
130 mg/m 2 (2-hour infusion)

Oral Capecitabine  
1,000 mg/m 2 twice daily

Days 1–14 Rest

Repeat cycle at day 22

Day
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2nd-line treatment is worth pursuing (1)

• In patients who have failed 5-FU, irinotecan is better 
than either BSC or salvage 5-FU

Cunningham Lancet 1988, Rougier Lancet 1998

• In patients who have failed IFL, FOLFOX4 is better 
than salvage 5FU
• RR 10% (vs. 0%), p<0.0001
• TTP 4.6 mo. (vs. 2.7 mo.), p<0.0001
• Relief of TRS 33% (vs. 12%), p<0.0001
• But increased toxicity (predicable, manageable)
• Interim analysis – survival awaited…(X-over)

Rothenberg (EFC 4584) JCO 2003
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2nd-line treatment is worth pursuing (2)
• A good percentage of patients are able to cross over 

to planned combination 2nd-line chemotherapy
• FOLFOX ® FOLFIRI 62%
• FOLFIRI ® FOLFOX 74%
• Sequence was equal for OS and PFS, not toxicity

Tournigand (GERCOR) JCO 2004

• This figure is reproducible:
• IFL ® any 2nd-line 67%
• FOLFOX4 ® any 2nd-line 75%
• IrOx ® any 2nd-line 70%

Goldberg (N9741) JCO 2004
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2nd-line treatment is worth pursuing (3)
• Studies yet to report, which will add to the information 

of sequential therapy:
• LIFE

Cassidy ASCO 2003

• FOCUS

MCRC

5FU

FOLFOX4

Single agent 
ir inotecan

MCRC

MdG

MdG

IrMdG

MdG

OxMdG

Ir

I rMdG

OxMdG

BSC

MF

Cross-over  
regimens
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Survival in M-CRC improves with 
use of all active drugs

• Review of 7 RCTs *
• 58-80 % of patients 

received “any” 2nd-line 
• Strong correlation with 

improved survival if 
received 5FU / Ir / Ox 
(p=0.0008)

• Correlation lost if 
received “any” 2nd-line

* Saltz, Douillard, Koehne, deGramont, 
Grothey, Tournigand & Goldberg studies

Grothey JCO 2004
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NICE guidance (TAG 61, May 2003)

• Oral therapy with either capecitabine or tegafur with 
uracil (in combination with FA) is recommended as 
an option for the first-line treatment of M-CRC

• The choice of regimen (IV 5-FU/FA or one of the oral 
therapies) should be made jointly by the individual 
and the clinician(s) responsible for treatment…after 
an informed discussion…taking into account 
contraindications and side-effect profile…as well as 
the clinical condition and preferences of the individual

• The use of capecitabine or tegafur with uracil to treat 
M-CRC should be supervised by oncologists who 
specialise in colorectal cancer
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NICE guidance (TAG 33, Mar 2002)

• On the balance of clinical and cost-effectiveness, 
neither irinotecan nor oxaliplatin in combination 
with 5-FU/FA are recommended for routine first-
line therapy for advanced CRC

• Oxaliplatin should be considered for use as first-
line therapy, in combination with 5-FU/FA, in 
advanced CRC patients with metastases that are 
confined solely to the liver and may become 
resectable (“down-staged”) following treatment

• Irinotecan monotherapy is recommended in 
patients who have failed an established 5-FU-
containing treatment regimen
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NICE guidance (review of TAG 33, 
Apr 2005 - provisional)

• Irinotecan and oxaliplatin, within their licensed 
indications, are recommended as treatment 
options for people with advanced colorectal 
cancer as follows:
• Irinotecan in combination with 5-FU/FA as 1st-

line therapy or as monotherapy in 2nd-line
therapy

• Oxaliplatin in combination with 5-FU/FA as 1st-
or 2nd-line therapy

Closing dates for comments: 25 April 2005
Second appraisal committee meeting: 11 May 2005
Final guidance: Aug 2005
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Adding VEG-F inhibition may be better
• Patients receiving 

bevacizumab
• Had better RR: 45% vs. 

35%
• Lived longer: 20.3 vs. 

15.6 months)
• Had better DoR and 

PFS
• Did not have increased 

bleeding/thrombo-
embolic events

M
C
R
C

R
a
n
d
o
m
i
s
e

IFL + bevacizumab

IFL + placebo

N=815

Hurwitz

ASCO 2003
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Adding EGF-R inhibition may be better

• Cetuximab alone had activity: 
• RR 11%, 
• TTP 1.5 months, 
• MS 6.9 mo.

MCRC

Failed 
ir inotecan*

EGFR +ve

R
a
n
d
o
m
i
s
e

cetuximab

cetuximab + ir inotecan

BOND study Cunningham

ASCO 2003

N=329

• Irinotecan enhanced activity: 
• RR 23%, 
• TTP 4.1 months, 
• MS 8.6 mo.

*  60% had also failed oxaliplatin

Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Liver metastases
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Liver metastases

• 15-20% of patients have synchronous liver 
metastases at presentation [Cancer 1996;78:926]

• 50% of patients will relapse in the liver at 
some point [Ann Surg 1989;210:127]

• In 44% of cases, the liver is the only site of 
relapse (1541 autopsies) [J Pathol 1986;150:195]

• Unresectable patients: 5-YS <5%
Christie HospitalChristie HospitalChristie Hospital

NHS TrustNHS TrustNHS Trust
NHSNHSNHS

Operable liver metastases (i)

• Retrospective series (5-YS):

• 25% vs. 0%    [Wilson 1976]

• 25% vs. 2.5% [Adson 1984]

• 38% vs. 0%*   [Scheele 1990]

* R1 or R2 resections = un-resected

• No randomised studies

Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Operable liver metastases (ii)

32%305Iwatsuki 1999

37%1001Fong 1999

27%280Jamison 1997

28%1568Nordlinger 1996

33%434Scheele 1995

33%607Hughes 1986

5-YSNStudy

• These findings are reproducible

• Median survival: 30-40 mo (vs. 12 mo)

Christie HospitalChristie HospitalChristie Hospital
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Operable liver metastases (iii)
• Should we be using chemotherapy after Sx?

• No evidence of systemic 5-FU

• May be some benefit from IHA-chemo

• Treat within clinical trials

363*

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

Immediate liver resection

EPOC

* All patients had resectable disease
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Inoperable liver metastases (i)

• Only 10-25% have resectable liver disease

5-FU (IV)

• Standard therapy for 50 yrs

• Response rate 20%

• Median survival 10-12 months

• 5-YS <5%

Christie HospitalChristie HospitalChristie Hospital
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Inoperable liver metastases (ii)
• Newly available agents:

Oxaliplatin

Irinotecan

5-FU (IV + O)5-FU (IV)

• Combinations are more active than 5-FU

• Improved response rates: 45-60%

• Improved median survival: 15-18 mo.
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Inoperable liver metastases (iii)

• Giachetti study  [Ann Oncol 1999;10:663]

• 151 patients

• Unresectable liver metastases

• No other sites of disease

• Received oxaliplatin/5-FU/FA

• Objective response rate: 59%

• Surgery with curative intent: 77 (51%)

• Complete resection: 58 (38%)

• Of 77 resected patients: 5-YS 50%
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Inoperable liver metastases (iv)

• Adam study  [Ann Surg Oncol 2001;8:347]

• 701 patients with unresectable disease (due to 
size, location, multi-nodularity, or extra-hepatic 
disease)

• Patients received oxaliplatin/5-FU/FA
• 95 (13.5%) of patients rendered resectable
• 5-year survival: 35% (all)

60% (large)
49% (ill-located)
34% (multi-nodular)
18% (extra-hepatic)

Christie HospitalChristie HospitalChristie Hospital
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Down-sizing with oxaliplatin

Christie HospitalChristie HospitalChristie Hospital
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54%

Inoperable liver metastases (v)
Proportion Surviving

Survival Time (years)
109876543210

1

.9

.8

.7

.6

.5

.4

.3

.2

.1

0

29%34%

50% 34%

19%

27%

Resectable ( 425)

Initially non resectable ( 95)
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Inoperable liver metastases (vi)

• NICE guidance (TAG 33, Mar 2002) “ Oxaliplatin 
should be considered for use as first-line therapy, in 
combination with 5-FU/FA, in advanced CRC patients 
with metastases that are confined solely to the liver 
and may become resectable (“down-staged”) 
following treatment”

Inoperable
liver metastasis

< 5%

Chemotherapy

Operable
liver metastasis

30-40%

Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Early cancer

Operable 
metastases

Inoperable 
metastases or 

advanced disease

Surgery +/- chemo

+/- XRT  

Surgery +/- chemo

Chemotherapy 

Supportive Care

Palliative XRT

Palliative surgery

Newly diagnosed patient

Cure

Palliation
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Inoperable liver metastases (vii)
• Should we be adding radio-frequency 

ablation to chemotherapy?

• Using optimal chemotherapy: Ox/5-FU/FA

• Primary end-point: survival

390*

Ox/5-FU/FA chemotherapy

Ox/5-FU/FA chemotherapy + RFA

CLOCC

* All patients must have inoperable (ever) disease

Christie HospitalChristie HospitalChristie Hospital
NHS TrustNHS TrustNHS Trust

NHSNHSNHS

Inoperable liver metastases (viii)

• 2003: gran cru year in CRC

Cetuximab

Bevacizumab

OxaliplatinOxaliplatin

IrinotecanIrinotecan

5-FU (IV + O)5-FU (IV + O)5-FU (IV)
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Implications for surveillance (i)

• Success relies on timely detection of liver 
metastases

• No standard validated follow-up

• Meta-analysis, 5RCTs, 1342 patients: 

• “Intensive” follow-up

� Earlier detection of local recurrences

� Reduction in all-cause mortality (risk 
ratio 0.81, 85% CI 0.70-0.94, p=0.007)

� Effect most marked for serum CEA and 
CT scans                 [Renehan BMJ 2002;324:813]
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Implications for surveillance (ii)
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A typical HPB MDT (NMGH)
HPB Anaesthetists:HPB Anaesthetists:
Dr Bhishma
Dr Varshney
Dr Mayall
Dr Checkley
Dr Macartney
Dr Jones
Dr McKillup

IntensivistsIntensivists
Dr Macartney
Dr Jones
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Dr McKillup
Dr Checkley
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Dr Lawrance (Cx)
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Dr  Khan
Dr Ashley (SMUTH)

Biliary InterventionBiliary Intervention
Dr Uzoka
Prof Martin (SMUTH)
Dr Lawrance (Cx)

ERCPERCP
Dr Quest
Dr George
Mr Sherlock
Mr Vadeyar
Dr Hammonds
Dr Nicholson
Dr Babbs
Dr Klass

CT guided RFACT guided RFA
Dr Irons
Dr Khan

PETPET
Dr Hulse (Cx)
Dr Carrington (Cx)

GastroenterologistsGastroenterologists
Dr Quest
Dr Babbs(Hope)
Dr Hammonds

SurgeonsSurgeons
Mr Sherlock
Mr Vadeyar

HistopathologistsHistopathologists
Dr Hussain
Dr Puendes
Dr Shanks (Cx)

OncologistsOncologists
Dr Valle
Dr Saunders
Dr Wilson
Prof Hawkins

C. Nurse SpecialistsC. Nurse Specialists
Sr Clarke 
Sr Ferns CRUK
Sr Craven (Cx)
Sr Burgess (Cx)

Theatre TeamTheatre Team
Sr Rowe
Sr McGillan
Sr Wallsworth

ResearchResearch
Dr Gillam
Mr Rizah
Dr Dangoor

Research Nur sesResearch Nur ses
Eileen Jones
Janette Beech
Jo Allen
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Conclusions: advanced disease
• Palliative chemotherapy with 5-FU/FA for advanced 

CRC results in improved TTP and survival

• This effect is enhanced by the addition of either 
irinotecan or oxaliplatin

• Patients receiving all active agents have the longest 
survival

• Patients may be rendered suitable for salvage surgery
with an effective up-front combination

• The addition of targetted therapies is likely to improve 
outcomes further


