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31 

49 

<0.001 

21 

39 

<0.001 

14.1 

17.4 

0.031 

4.4 

6.7 

<0.001 

FU/ LV inf. 

FU/ LV inf. + Irinotecan 

p-value 

Douillard, 

Lancet 3/2000 

#338 

12.6 

14.8 

0.04 

4.3 

7.0 

0.004 

FU/ LV bolus (Mayo) 

FU/ LV bolus + Irinotecan (IFL) 

p-value 

Saltz, 

NEJM 9/2000  

#457 

31.5 

54.2 

<0.0001 

16.9 

20.1 

n.s. 

6.4 

8.5 

0.0001 

FU/ LV inf. 

FU/ LV inf. + Irinotecan 

p-value 

Koehne, 

ASCO 2003 

#430 

RR 

(%) 

OS 

(mos) 

PFS  

(mos) 
Protocol Author 



22.3 

50.7 

0.0001 

16 

53 

<0.0001 

14.7 

16.2 

n.s. 

6.2 

9.0 

<0.0001 

FU/LV inf. 

FU/LV inf. + Oxalipl. FOLFOX4 

p-value 

De Gramont, 

JCO 8/ 2000 

#420 

19.9 

19.4 

n.s. 

6.1 

8.7 

0.048 

FU/LV inf. 

FU/LV inf. + Oxaliplatin 

p-value 

Giacchetti, 

JCO 1/ 2000 

#200 

22.6 

49.1 

<0.0001 

16.1 

19.7 

n.s. 

5.3 

7.8 

0.0001 

FU/ LV Bolus (Mayo) 

FU/ LV inf. + Oxaliplatin 

p-value 

Grothey, 

ASCO 2002 

#252 

RR 

(%) 

OS 

(mos) 

PFS  

(mos) 
Protocol Author 

Phase III clinical trials of first-line mCRC 
using Oxaliplatin combined with 5-FU/LV 



Tournigand Study 

FOLFIRI 

Previously 

untreated 

MCRC 

PD = progressive disease. 

 
Tournigand et al. J Clin Oncol. 2004;22:229.  
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Concept of “All-3-Drugs” - Update 2005 
11 Phase III Trials, 5768 Patients 

OS (mos) = 13.2 + (%3drugs x 

0.1), R^2 = 0.85 

Grothey & Sargent, JCO 2005 
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Multivariate analysis: 

Effect on OS P 

First-line doublet 0.69 

All 3 drugs 0.005 



Summary: 

1. Patients appropriate for intensive therapy, 

FOLFIRI, FOLFOX, XELOX all can be chosen as 

the first-line therapy.  

2. Patients not appropriate for intensive therapy, 5-

FU/LV or Capecitabine monotherapy can be chosen 

as the first-line therapy.  



• So far:  

• 4 mos. FOLFOX/Bev  9 mos. Cape/Bev (= 13 in total) 

• 7 mos. FOLFIRI/Aflibercept (with some interruptions), 
stable disease 

• 4 mos. Panitumumab single agent  some response, then 
progression 

• What now?  

• FOLFOX (Re-Induction)  Regorafenib ?  

• Regorafenib  FOLFOX (Re-Induction) 

• How to integrate TAS 102 ?  

In this case: 
FOLFOX and Cape 

are appropriate for 

the first-line 

treatment. 



To patients not appropriate for intensive therapy, 
infusional 5-FU is still one of the standard options.  



Targeted-drug therapy for 
advanced colorectal cancer 

• Anti-angiogenic monoclonal anti-body： 

• Bevacizumab 

• Aflibercept 

 

• Epidermal growth factor receptor anti-body： 

• Cetuximab 

• Panitumumab 

• Regorafenib 

 

 



What is the optimal 1st line therapy? 

Evidence from head-to-head trials 
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IST, investigator-sponsored trial 

1. Heinemann V, et al. ASCO 2013 (Abstract No. LBA3506);  

2. Naughton MJ, et al. ASCO 2013 (Abstract No. 3611); 3. NCT00265850;  

4. Schwartzberg LS, et al. ASCO GI 2013 (Abstract No. 446)  



FIRE-3: Greater selection of patients further 

improves the benefit with cetuximab 

• Overall survival (OS) data are based on an event rate of 59% 

• The FIRE-3 study did not meet its primary endpoint of significantly improving overall response rate (ORR) 

in patients with KRAS (exon 2) wt mCRC based on investigators’ read 

• The study design, cross-over treatment in 2nd line and other study attributes are needed to better 

understand the data 

• The study was financially supported by Merck Serono GmbH 

• Cetuximab is not indicated for the treatment of patients with mCRC whose tumors have RAS mutations or 

for whom RAS tumor status is unknown. 

*Including KRAS exon 2, 3, 4 and NRAS exon 2, 3, 4;  

†One-sided Fisher’s exact test; ‡two-sided Fisher’s exact test 

Adapted from 1. Heinemann V, et al. ASCO 2013 (Abstract No. LBA3506)  

and 2. . Stintzing S, et al. 2014 ESCO Abstract LBA11  
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Schwartzberg L, et al. JCO 2014 
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CALGB/SWOG 80405 Study: 
Overall Survival By Arm 

(All RAS Wild Type Patients) 

Lenz et al. ESMO 2014 

Arm 
N 

(Events) 

Median  

(95% CI) 

HR 

(95% CI) 
p 

Chemo 

+ Bev 

256 

(178) 

31.2 

(26.9-34.3) 
0.9 

(0.7-1.1) 

  

0.40 

  Chemo 

+ Cetux 

270 

(177) 

32.0 

(27.6-38.5) 





Summary: 

1 Cetuximab combined with chemotherapy can 

improve ORR and prolong OS in first-line treatment 

for the RAS wide type patients.  

2 Bevacizumab combined with chemotherapy can 

prolong PFS in first-line treatment.  



VEGF Inhibition in 2nd or later line therapy 

2nd line VEGF 
„Last“ line  

multi VEGF TKI 
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VELOUR Study 
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Overall Survival - ITT Population 

Cut-off date = February 7, 2011;  Median follow-up = 22.28 months 



Summary: 

1. VEGF antibodies show OS advantage in second-

line treatment. 

2.TML 18147 show that Bevacizumab can be used 

continuously after first-line treatment by 

Bevacizumab.  

3. Aflibercept prolong OS in second-line treatment 

even in patients exposured to Beva.    



• So far:  

• 4 mos. FOLFOX/Bev  9 mos. Cape/Bev (= 13 in total) 

• 7 mos. FOLFIRI/Aflibercept (with some interruptions), 
stable disease 

• 4 mos. Panitumumab single agent  some response, then 
progression 

• What now?  

• FOLFOX (Re-Induction)  Regorafenib ?  

• Regorafenib  FOLFOX (Re-Induction) 

• How to integrate TAS 102 ?  

In this patient case: 

Regorafenib shows 

OS advantage in 

CONCUR study. 

Aflibercept is an 

appropriate choice 

in second-line 

treatment. 



CONCUR: Study Design 

• Primary Endpoint: OS 

• Secondary Endpoints: PFS, ORR, DCR 

• Stratification factor : 

• Metastasis: Single vs. Multiple organs 

• Since mCRC diagnosis : ≥ 18 vs. < 18 mo 

• Analysis of sub groups in the treatment plan according to the past targeted 
therapy(Anti-EGFR, Anti-VEGF) 

Second-line 

mCRC 

N=204 

 Regorafenib 
160 mg/d 

1 week stop after 

3weeks’ medicine 

(4 weeks one cycle) 

n=136 

Placebo 
n=68 

Disease 
Progression 

R 

2:1 

All patients receive the best supportive care 

Assessment every 8 weeks during treatment(CT/MRI) 



CONCUR：Primary Endpoint：OS 
O

S
 R

a
te

 

Time (Days) 

Regorafenib n=136 95(69.9) 

Placebo n=68 60(88.2) 

Events(%) 

8.8 months 

6.3 months 

Median OS 

HR(95%CI): 0.55(0.40-0.77) 

p=0.0002 

1.00 

0.75 

0.50 

0.25 

0.00 

0 100 200 300 400 500 600 





Thank you! 


