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Agenda 

• Current JSCCR* Guidelines for the Treatment of Colorectal Cancer 

• Newly published Phase III trials in Japan 

– SOFT and WJOG4407G study 

• Recent Japanese contribution to international phase III trials  

– RAISE, CORRECT and RECOURSE study 

• New JSCCR* Guideline Draft 2016 for the Treatment of Colorectal 
Cancer 

• Current JSMO** Guideline for RAS (KRAS/NRAS) Mutation Testing  

• Relevant Issue for Asian patients living in Western countries  

– Clinical impact on UGT1A1 *6 

• Circumstance in other Asian Countries 

• Future perspective 

 
*JSCCR = Japanese Society for Cancer of the Colon and Rectum: **JSMO = Japanese Society of Medical Oncology   

http://www.jsccr.jp/index.html
http://www.jsmo.or.jp/en/


History of  
JSCCR* Guidelines for the Treatment of Colorectal Cancer 

Year Japanese original version English version 

2005 2005 Edition 

2009 2009 Edition 

2010 2010 Edition 

2012 2010 Edition 

2014 2014 Edition 

2015 2014 Edition 

2016 2016 Edition Draft 

*JSCCR = Japanese Society for Cancer of the Colon and Rectum   

http://www.jsccr.jp/index.html 

http://www.jsccr.jp/index.html


Japan Guideline, 
2014 

• Only approved agents in Japan 

• Patients divided into two groups;  
– Patient appropriate for intensive therapy 

– Patient not appropriate for intensive therapy 

• Determinants of ‘Patient not appropriate for intensive therapy’ are follows;  
– Patient factors 

– Tumor-related characteristics 

• Patient factors to be considered  
– Patient preference 

– unable to administer oxaliplatin, irinotecan, or targeting agents (i.e. comorbidity) 

• Tumor-related characteristics to be considered  
– Multiple (or multi-organ) metastases unlikely to conduct R0 resection in the future 

–  asymptomatic slow progression (limited risk of rapid progression) 

• Combination with a targeting agent is recommended, but for patients who are 
not candidates, chemotherapy alone is recommended. 

 

 

Basic Principals of JSCCR Guidelines 2014 for mCRC 

Watanebe T, Yoshino T, et al. Int J Clin Oncol. 2015 



Japan Guideline, 
2014 

BSC 
 FL*6/Cape+Bmab*1 

or 

UFT/LV If possible, consider  
the regimen judged to  

be optimal 
BSC 

＜2nd-line＞ ＜1st-line＞ ＜3rd-line and thereafter＞ 

*1：Combination with molecular target drugs, such as Bmab or anti-EGFR antibodies, etc., is recommended, but for 
patients who are not candidates, chemotherapy alone is carried out. 

*2：KRAS wild-type only is indicated. 

*3：Refer to note 4. 

*4：It is stated in the regorafenib package insert that efficacy and safety of this drug have not been established for 
use in first-line and second-line chemotherapy. 

*5：PS2 and above are indicated. 

*6：Infusional 5-FU+LV 

Note: “/”, (slash) means select one of the listed regimens.  

Note: BSC means best supportive care. 

Patient not appropriate for intensive therapy 

Chemotherapy Algorithm for unresctable, 
metastatic colorectal cancer 



＜2nd-line＞ ＜1st-line＞ ＜3rd-line＞ 

 FOLFIRI+Bmab*1 
or 

IRIS/IRI 

IRI+Cmab/Pmab*2 

or 
Cmab/Pmab*2 

 FOLFOX/CapeOX+Bmab*1 

FOLFOX+Cmab/Pmab*1, *2 

FOLFIRI+Cmab/Pmab*1, *2 

 FOLFIRI+Bmab*1 

 FOLFIRI+Cmab/Pmab*1, *2 
or 

IRI+Cmab/Pmab*1, *2 

regorafenib 
or 

BSC*5 

FOLFOXIRI*3 

FL*7/Cape+Bmab*1 
or 

UFT/LV 

＜4th-line＞ ＜5th-line＞ 

  FOLFIRI+Bmab*1 
or 

IRIS/IRI 

 FOLFIRI+Cmab/Pmab*2 
or 

IRI+Cmab/Pmab*2 

 FOLFOX/CapeOX+Bmab*1 

 FOLFOX/CapeOX+Bmab*1 

 Select the regimen judged  
to be optimal from  

among the above 1st-line  
treatments for patients  

appropriate for  
intensive therapy 

IRI+Cmab/Pmab*2 
or 

Cmab/Pmab*2 

regorafenib 
or 

BSC*5 

regorafenib 

or 
BSC*5 

regorafenib*4 

or 
BSC*5 

 Select the regimen judged  
to be optimal from  

among the above 2nd-line  
treatments for patients  

appropriate for  
intensive therapy 

regorafenib 
or 

BSC*5 

regorafenib 
or 

BSC*5 

regorafenib 
or 

BSC*5 

 Select the regimen judged  
to be optimal from  

among the above 3rd-line 
treatments for patients  

appropriate for  
intensive therapy 

Patient appropriate for intensive therapy 

Japan Guideline, 
2014 

Chemotherapy Algorithm for unresctable, 
metastatic colorectal cancer 



Muro K, et al. Lancet Oncol. 2010 

IRIS Regimen in the 2nd-line setting  

mCRC 2nd line 
Age20-80, PS 0-1 

(N=426) 

FOLFIRI q2w                 
IRI：150mg/㎡                        

（N=213) 

R 

IRIS q4w 
S-1： 80-120mg/day 

Day1-14  
IRI：125mg/㎡ 

Day1,15 
（N=213) 

Primary endpoint: 
PFS 



Oxaliplatin 

5-FU* 

Irinotecan 

Cytotoxic Backbone ＜1st line＞ ＜2nd line＞ ＜3rd line and more ＞ 

Biologics 

Cetuximab** 

Panitumumab** 

Bevacizumab 

*: including IV 5-FU, capecitabine and S-1 **: RAS Wild Type (WT) only  

Current medical practice for mCRC in Japan 

TAS-102 

Regorafenib 
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Yamada Y, et al. Lancet Oncol. 2013 

SOX + Bev Regimen in the 1st-line setting  

mCRC 
Age 20-80, PS 0-1 

（N=512) 

mFOLFOX6+BEV q2w                     
Oxa：85mg/㎡                       
BEV：5mg/kg 
（N=256) 

R 

SOX+BEV q3w 
S-1： 80-120mg/day  

Oxa：130mg/㎡ 
BEV：7.5mg/kg 

（N=256) 

Primary endpoint: 
PFS 



OS 

PFS 

Yamazaki K, et al. Ann Oncol. 2016 

FOLFIRI+bev vs. FOLFOX+bev in the 1st-line setting  

mCRC 
Age 20-75, PS 

0-1 
(N=395) 

mFOLFOX6+BEV 
q2w                       

Oxa：85mg/㎡                       
BEV：5mg/kg 

(N=198) 

R 

FOLFIRI+BEV q2w 
IRI：150mg/㎡ 
BEV：5mg/kg 

(N=197) 

Primary endpoint: 
PFS 



Trial Name Regimen Primary Endpoint MST（months） 

WJOG 4407G 1 
FOLFIRI + Bev 

PFS 

(months) 

12.0 

FOLFOX + Bev 10.7 

SOFT 2 
SOX + Bev Baseline  

PFS 
(months) 

11.7 

FOLFOX + Bev 11.5 

FIRE-3 3 

(KRAS wt) 

FOLFIRI + Cmab RR 

(%) 

62.0 

FOLFIRI + Bev 58.0 

CALGB/SWOG 

80405 4 

(KRAS wt) 

Chemo + Cmab 
OS 

(months) 

29.9 

Chemo + Bev 29.0 29.0 

31.8 

28.9 

29.6 

29.7 

28.7 

25.0 

29.9 

Overall Survival > 29  months establishes a new benchmark 
for mCRC treatment both in the West and in Japan 

13 
1 Yamazaki K, et al. Ann Oncol. 2016, 2 Yamada Y, et al. Lancet Oncol. 2013,  
3 Heinemann V, et al. Lancet Oncol. 2014, 4 Venook A, et al. ASCO 2014 
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Tabernero J, Yoshino T, et al. Lancet Oncol. 2015 

RAISE Trial, FOLFIRI+Ram vs. FOLFOX+PLB in the 2nd-line setting  

136 patients from JPN/1,072 patients 

Ram and FOLFIRI  
every 2 weeks per 

cycle  
N=536 

Placebo and FOLFIRI  
every 2 weeks per 

cycle 
N=536 

R 

Progression during 
or after 
bevacizumab, 
oxaliplatin, and a 
fluoropyrimidine  

Primary endpoint: 
OS 



OS 

PFS 

OS 

PFS 

CORRECT Trial 1, Regorafenib,  
100 patients from JPN/ 760 patients 

RECOURSE Trial 2, TAS-102,  
266 patients from JPN/ 800 patients 

Regorafenib and TAS-102 in the Salvage-line setting  

1 Grothey A, Van Cutsem E,….., Yoshino T, et al. Lancet  2013, 2 Mayer RJ, Van Cutsem E, Yoshino T, et al. New Engl J Med 2015 



Active drugs  

5-FU/Leucovorin 

 Irinotecan 

 Capecitabine 

 Oxaliplatin 

 Bevacizumab (Bmab) 

 ziv-aflibercept (AF) 

 Ramucirumab (Rmab) 

 Cetuximab (Cmab) 

 Panitumumab (Pmab) 

 Regorafenib 

 TAS-102 

US 

1957 

1996 

2001 

2002 

2004 

2012 

2015 

2004 

2006 

2012 

 2015 

 

Japan 

1967 

2001 

2007 

2005 

2007 

Under PMDA* review 

2016 

2008 

2010 

2013 

2014 

Remarks 

1999～l-LV  

150mg/m2, q2w 

 

 

All lines 

2nd-line 

2nd-line 

All lines 

All lines 

 

Drug approval for CRC as of July, 2016 

*: Pharmaceuticals and Medical Devices Agency 



Agenda 

• Current JSCCR* Guidelines for the Treatment of Colorectal Cancer 

• Newly published Phase III trials in Japan 

– SOFT and WJOG4407G study 

• Recent Japanese contribution to international phase III trials  

– RAISE, CORRECT and RECOURSE study 

• New JSCCR* Guideline Draft 2016 for the Treatment of Colorectal 
Cancer 

• Current JSMO** Guideline for RAS (KRAS/NRAS) Mutation Testing  

• Relevant Issue for Asian patients living in Western countries  

– Clinical impact on UGT1A1 *6 

• Circumstance in other Asian Countries 

• Future perspective 

 
*JSCCR = Japanese Society for Cancer of the Colon and Rectum: **JSMO = Japanese Society of Medical Oncology   



FOLFOX/CapeOX/SOX 
+Bmab*1 

FOLFIRI 
+Bmab*1 

FOLFIRI/IRIS/IRI 
+Bmab*1 

or 
FOLFIRI 

+Rmab*1, *4 

FOLFOX/CapeOX/SOX 
+Bmab*1 

IRI*5 

+Cmab/Pmab*2 

or 
Cmab/Pmab*2 

IRI*5 

+Cmab/Pmab*2 

or 

Cmab/Pmab*2 

 FOLFIRI/IRI 
+Cmab/Pmab*1, *2 

regorafenib*6 

or 
BSC*7 

 FOLFOX 
+Cmab/Pmab*1, *2 

TAS-102*8 

or 

BSC*7 

regorafenib*6 

or 

BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 

BSC*7 

regorafenib*6 

or 

BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

Patient appropriate for intensive therapy 
＜1st-line＞ ＜2nd-line＞ ＜3rd-line＞ ＜4th-line＞ ＜5th-line＞ 

Japan Guideline Draft, 
2016 



FOLFIRI 
+Cmab/Pmab*1, *2 

FOLFOX/CapeOX/SOX 
+Bmab*1 

FOLFOXIRI 
or 

FOLFOXIRI 

+Bmab 

IRI*5 

+Cmab/Pmab*2 

or 
Cmab/Pmab*2 

FOLFOX 

+Cmab/Pmab*1, *2 

FOLFIRI/IRIS/IRI 
+Bmab*1 

or 
FOLFIRI 

+Rmab*1, *4 

FL*3/Cape/ 

UFT+LV/S-1 
+Bmab*1 

Select the regimen to 
be optimal among the 

above 1st-line  
treatments for patients  

appropriate for  
intensive therapy 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 

BSC*7 

regorafenib*6 

or 

BSC*7 

TAS-102*8 

or 
BSC*7 

regorafenib*6,*9 

or 
BSC*7 

TAS-102*8,*9 

or 
BSC*7 

regorafenib*6 

or 
BSC*7 

TAS-102*8 

or 
BSC*7 

Select the regimen to 
be optimal 

among above 2nd-line  
treatments for patients  

appropriate for  
intensive therapy 

 Select the regimen to be optimal 
among the above 3rd-line 
treatments for patients  

appropriate for  
intensive therapy 

Patient appropriate for intensive therapy (cont.) 

＜1st-line＞ ＜2nd-line＞ ＜3rd-line＞ ＜4th-line＞ 

Japan Guideline Draft, 
2016 ＜5th-line＞ 



If possible, consider  
the regimen judged to  

be optimal 
or 

BSC 

FL*3/Cape/UFT+LV/S-1 
+Bmab*1 

＜2nd-line and thereafter ＞ ＜1st-line＞ 

Patient not appropriate for intensive therapy 

Chemotherapy Algorithm for unresctable, 
metastatic colorectal cancer 

Japan Guideline Draft, 
2016 

*1：Combination with molecular target drugs, such as Bmab or anti-EGFR antibodies, etc., is 
recommended, but for patients who are not candidates, chemotherapy alone is carried out. 

*2：RAS (KRAS/NRAS) wild-type only is indicated. 

*3：Infusional 5-FU＋l-LV 

*4：It is stated in the ramucirumab package insert that efficacy and safety of this drug have been 
established for use in second-line chemotherapy. 

*5：An anti-EGFR antibody in combination with irinotecan is recommended  unless a patient was 
intolerant to the previous use of irinotecan.  

*6：Infusional 5-FU+LV 

*7: PS2 and above are indicated. 

*8: Refer to note 10.  

Note: “/”, (slash) means select one of the listed regimens.  

Note: BSC means best supportive care. 
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Cancer Science 2015 EBioMedicine 2015 

Application of Predictive Biomarkers onto daily practice   

http://www.jsmo.or.jp/en/


KRAS 
exon 2 

KRAS 
exon 3 

KRAS 
exon 4 

NRAS 
exon 2 

NRAS 
exon 3 

NRAS 
exon 4 

 
Total 

 
Method 

RASKET, 
JPN* 

38% 3.2% 5.3% 3.2% 4.2% 0% 16% Luminex 

PRIME 
(1st line) 

40% 4% 6% 3% 4% 0% 17% 
Sanger 

SURVEYOR 

20050181 
(2nd line) 

45% 4.4% 7.7% 2.2% 5.6% 0% 20% 
Sanger 

SURVEYOR 

20020408 
(3rd line) 

43% 4.8% 5.0% 4.2% 3.0% 1.1% 18% 
Sanger 

SURVEYOR 

OPUS 
(1st line) 

43% 6.8% 9.3% 7.6% 5.1% 3.4% 31% BEAMing 

PEAK 
(1st line) 

N/A 4% 7% 5% 6% 0% 22% 
Sanger 

SURVEYOR 

FIRE-3 
(1st line) 

N/A 4.3% 4.9% 3.8% 2% 0% 16% 
Pyrosequencin

g 

CRYSTAL        
(1st line) 

37%   3.3%   5.6%     3.5%    2.8%    0.9%   15% BEAMing 

CALGB        

(1st line) 
N/A 1.8%   5.9%   2.3%   4.2%   0%  14% BEAMing 

Prevalence of RAS mutations: Cross-trial comparison 

*Yoshino T. EBioMedicine 2015  
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Incidence of UDP glucuronosyltransferase 1 family, 
polypeptide A1 (UGT1A1) polymorphisms  - UGT1A1*28 - 

n 
6/6 

Wild 

6/7 

Hetero 

7/7 

Homo 
ref 

African 101 26% 37% 19% 1 

Caucasian 
(European) 

  71 34% 55% 11% 1 

Caucasian (Scottish)   77 40% 48% 12% 2 

Canadian   88 34% 49% 17% 3 

Asian   47 70% 28%   2% 1 

Japanese   58 76% 21%   3% 4 

1 Beutler E et al ; Proc Natl Acad Sci USA, 1998, 2 Iyer L et al ; Clin Pharmacol Ther, 1999, 3 Iyer L et al ; 
Pharmacogenetics J, 2002, 4 Ando Y et al ; Pharmacogenetics, 1998 



Incidence of UGT1A1*6 polymorphisms  

n 
-/- 

Wild 

+/- 

Hetero 

+/+ 

Homo 
ref 

Caucasian  150 99% 1% 0% 1 

Japanese   150 73% 23%   4% 1 

1 Kaniwa N et al. Drug Metabo 2005, 2 Sai K, et al. Clin Pharmacol Ther 2004  

ref 2 ref 2 

Reduction in AUC ratio in *28/*6 group receiving  Irinotecan  



28 

UGT1A1 
Genotype 

 *28 

TA6/TA6 TA6/TA7 TA7/TA7 

*6 

- /- Wild Hetero Homo 

-/+ Hetero Homo 

 +/+ Homo 

Classification of UGT1A1 Polymorphism 
subtypes in Asian patients 

Patients in the gray color parts did not exist, as presumed by the evidence of 
no existence of *28 and *6 on the same chromosome. 
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Recent Asian Consensus 2012 

A consensus meeting was held in Hong 
Kong in December 2012 from 10 Asian 
countries (China, Hong Kong, India, 
Indonesia, Malaysia, the Philippines, 
Singapore, South Korea, Taiwan, and 
Thailand) and 2 EU (Germany and Italy) 
 
The objective was to develop Asia-specific 
guidelines for the management of mCRC. 
 
There are few major differences between 
the approach to the treatment of CRC in 
Asian and Western countries. In 
particular, all guidelines emphasize the 
importance of a multidisciplinary 
approach to CRC management, and Asian 
practice is consistent with this.  



Present Circumstance in South Korea 

Courtesy of Prof Tae Won Kim 

• Indication and Reimbursement  in management of 
mCRC 
– Indication does not mean reimbursement. 

– Bevacizumab is reimbursed in 1st and 2nd line setting in combination with FOLFOX or 
FOLFIRI 

– Cetuximab is reimbursed in 1st line setting in combination with FOLFIRI. 

– The use of 2nd and 3rd line setting of cetuximab is indicated, but not reimbursed yet. 

– Regorafenib is indicated, but not reimbursed.  

 

• Role of RAS in management of mCRC 
– Use of EGFR inhibitors should be confined to RAS (KRAS & NRAS) wild-type patients. 

– Direct Sanger sequencing is approved for extended RAS test.   

– Cost and/or reimbursement issues are more important determinants. 

 

 

https://www.bing.com/images/search?q=%E5%9B%BD%E6%97%97%E3%80%80%E9%9F%93%E5%9B%BD&view=detailv2&&id=EDC580CA6E364CEF357A7B94A0B826BD93D8E040&selectedIndex=1&ccid=kKqo91Pw&simid=608020873130477735&thid=OIP.M90aaa8f753f05e1c1f943edc478ed22fo0


Courtesy of Prof Kun-Huei Yeh 

Present Circumstance in Taiwan 

• Indication and Reimbursement  in management of mCRC 
– Indication does not mean reimbursement. 

– In the 1st-line setting, for patients with wild-type RAS, FOLFIRI + bevacizumab, FOLFIRI + 
cetuximab, or FOLFOX + panitumumab are reimbursed by National Health Insurance (NHI). 

– For patients with RAS mutant, FOLFIRI + bevacizumab is the only reimbursed regimen in 1st-
line. 

– 2nd-line bevacizumab, cetuximab or panitumumab are not reimbursed yet.  

– Cetuximab and panitumumab are reimbursed in the 3rd-line and thereafter when not used 
in 1st- and 2nd-line setting. 

– Regorafenib is reimbursed in the 3rd-line and thereafter. 

• Role of RAS in management of mCRC 
– Use of EGFR inhibitors should be confined to RAS (KRAS & NRAS) wild-type patients. 

– Direct Sanger sequencing is NOT approved for extended RAS test.   

– Cost and/or reimbursement issues are more important determinants. 

 

https://www.bing.com/images/search?q=%E5%9B%BD%E6%97%97%E3%80%80%E5%8F%B0%E6%B9%BE&view=detailv2&&id=83A254C12F9700DEB4D11A1F501723A55BE24C67&selectedIndex=0&ccid=aGGBkDHH&simid=608054953701213011&thid=OIP.M6861819031c7c499810477c76dcf0f4fo0
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Trial Name N Prevalence 

Pooled dataset 1 3,063 8.2% 

GI-SCREEN-JAPAN 2 853 4.6% 

NCCE 3 277 5.4% 

1 Venderbosch S, et al. Clin Cancer Res 2014, 2 Denda T, Yoshino T. ESMO 2015, 3 Kawazoe A, Yoshino T. BMC Cancer 2015   

Prevalence of BRAF V600E mutated mCRC 
: Cross-trial comparison 

Note: GI-SCREEN-JAPAN is the Nationwide Cancer Genome Screening Project for Gastrointestinal Cancer in Japan:  

Pooled dataset included CAIRO, CAIRO 2, COIN and FOCUS.  

The survival outcome in patients harboring BRAF V600E mutation is similarly 
worse in both Asian and Western population. In addition, clinicopathological 
features and treatment effects for BRAF V600E mutation tumor in Asian 
population were consistent with those in Western population 3.  



Trial Name N 
Prevalence of MSI-

H/dMMR 

Overlapping 
BRAF V600E 

mutation 

Pooled dataset 1 3,063 5.0% 34.6% 

AIO Colorectal Study 
Group 2  104 4 % Not reported 

Australia and United 
States 3 NA Not reported 30% 

Review Article 4 NA 3 - 5% Not reported 

GI-SCREEN-JAPAN 5 853 1.9% 40% 

NCCE 6 277 1.9% 40% 

1 Venderbosch S, et al. Clin Cancer Res 2014, 2 Muller CI, et al. Int J Colorectal Dis 2008, 3 Goldstein J, et al. Ann 
Oncol. 2014, 4 Cohen R, et al. Curr Ocol Rep 2016, 5 Kajiwara T, Yoshino T. ASCO 2016, 6 Kawazoe A, Yoshino T. 
ASCO-GI 2016 

Prevalence of microsatellite instability-high (MSI-H) or mismatch 
repair-deficient (dMMR) mCRC: Cross-trial comparison 

Note: GI-SCREEN-JAPAN is the Nationwide Cancer Genome Screening Project for Gastrointestinal Cancer in Japan:  
NA, not applicable 



JSMO initiative New guideline regarding biomarkers and emerging 
technologies in mCRC will be available.   

• Biomarkers 

– RAS (KRAS/NRAS) testing update 

– BRAF V600E testing 

– Microsatellite instability testing 

 

• Emerging technologies 

– Comprehensive cancer genome alteration testing by next-
generation sequencing 

– Blood-based molecular testing 

 

http://www.jsmo.or.jp/en/


My Conclusion 

• Asian Guideline for the Treatment of Colorectal Cancer does not 
exist since 2013.  

• International phase III trials including Asia play an important role 
in clinical development of new agents and should be incorporated 
into Asian Guideline.  

• Asian phase III trials should be incorporated into Asian Guideline.  

• Both evidence-based vs. approved/reimbursed-based approach 
are key to developed new Asian guideline. 

• Asian Guideline is for Asian patients, as well as for Asian patients 
living in Western countries. 

• International harmonization of NCCN, ESMO and Asian Guidelines 
may become the best way in the near future.  





Thank you for your kind attention 

Our mission is to bring an engaging smile to patient's face.  
E-mail: tyoshino@east.ncc.go.jp 


