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00.1. Summary of the study 

1 1
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00.2. Objectives 

2.8. IDEA study

(1) Disease-free survival (DFS).Note 2) 
Note 2: This is defined as survival until recurrence of colon cancer , onset of the other cancer 
(secondary cancer), or death from any cause. 

(2) Time to treatment failure. 
(3) Overall survival. 
(4) Toxicity (according to the CTCAE v 4.0 - JCOG). 
(5) Completion rate of the study treatment. 
(6) Percent of dose received versus planned dose. 
(7) Correlation of the clinical outcome with the number of involved lymph nodes and that of the 

dissected lymph nodes.  
  

(9) Identification of single nucleotide polymorphisms (SNPs) using the genome-wide association study 
(GWAS) associated with toxicityand clinical outcome (additional protocol: pharmacogenomics). 

 
0.3. Patients eligibility criteria 
0.3.1. Inclusion criteria 
(1) Histologically confirmed adenocarcinoma of the colon. 
(2) Predominantly located in the cecum, colon, or rectosigmoid region based on the findings from 

surgery and/or examination of the resected specimen.* 
*: Multiple colorectal cancer with up to two infiltrating tumors  is eligible (“multiple” is applied 
as one of the stratification factors). 

: Infiltrating carcinoma is defined as cancer that has spread at least beyond the submucosal layer 
and does not mean intramucosal cancer. 

(3) Colectomy with D2 or D3 lymph node dissection. 
(4) Curability A surgery (no residual tumor visible macroscopically and/or microscopically). 
(5) Stage III (T any N1 Note 1)/2/3 M0) (cf. General Rules for Clinical and Pathological Studies on Cancer 

of the Colon, Rectum and Anus, The 7th Edition, revised version.). 
Note 1: N1c (UICC TNM 7th edn.) is defined as tumor deposit(s), that is, satellite nodule(s) in the 
subserosa, or non-peritonealized pericolic or perirectal soft tissues without regional lymph node 
metastasis. 

(6) Registration within 8 weeks after resection and commencing chemotherapy within 2 weeks after 
registration. 

(7) Age 20 years. 
(8) Eastern Cooperative Oncology Group (ECOG) performance status of 0–1. 
(9) Body surface area (DuBois) 2.2 m2. 
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(10) No prior chemotherapy, immunotherapy, or radiation therapy. 
(11) Adequate organ function (data obtained within 14 days before registration)Note 2): 

i) neutrophil count 1,500/mm3 
ii) platelet count 100,000/mm3 
iii) serum creatinine 1.5 times the upper limit of normal (ULN) 
iv) CCr (calculated value)* 30 mL/min 
v) total bilirubin 2.0 mg/dL 
vi) aspartate aminotransferase (AST) and alanine aminotransferase (ALT) 100 IU/L 
vii) carcinoembryonic antigen (CEA) 10 ng/mL 
* CCr is calculated using the Cockcroft–Gault equation (the measured value is not used) 
Male: CCr = [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)] 
Female: CCr = 0.85 × [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)] 

(12) Written informed consent with the patient’s signature and the date. 

0.3.2. Exclusion criteria 
(1) Cancer of the appendix. 
(2) Past history of malignancy.Note 1) 

Note 1: Patients with a recurrence-free period of 5 years or longer are eligible, and so are patients 
with endoscopic curative resection of intramucosal carcinoma (stomach, colon, or esophagus), 
curative resection of cervical cancer, and resected basal cell cancer and/or squamous cell cancer of 
the skin. 

(3) Women who are pregnant or breast-feeding. 
(4) Women who may become pregnant and fertile men.Note 2) 

Note 2: Eligible if a patient agrees to use contraception during the study period and for 1 month 
after completion of treatment, and he/she understands the risks related to pregnancy. 

(5) Participation in another clinical trial within 30 days before registration. 
(6) Existing Grade 1 or worse peripheral sensory neuropathy. 
(7) Uncontrolled diabetes mellitus (including insulin therapy as absolutely imperative). 
(8) Uncontrolled congestive heart failure, angina pectoris, hypertension, and/or arrhythmia. 
(9) Continuous systemic steroid therapy (either oral or intravenous administration). 
(10)  A history and/or current evidence of significant neurological and/or mental illness. 
(11)  Active infectious disease, including known HBV, HCV, HIV infection and so on. 
(12)  Known dihydropyrimidine dehydrogenase (DPD) deficiency. 
(13)  A history of allergy to 5-FU, l-LV, oxaliplatin, and/or capecitabine. 
(14)  Prior chemotherapy with a regimen containing oxaliplatin. 
(15)  Other reasons for being unfit for the study as determined by the attending physician. 
 
00.4. Protocol treatment 

1

0.4.1. Control arm: Group S (6-month treatment group) 
Modified FOLFOX6 therapy 

l-



7 

XELOX therapy 

0.4.2. Experimental arm: Group T (3-month treatment group) 
Modified FOLFOX6 therapy 

l-

XELOX therapy 

00.5. Planned sample size and study period 
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00.6. Research organization 
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2.8. IDEA study

Primary endpoint: 

Secondary endpoint: 
(1) Disease-free survival (DFS).Note 2) 

Note 2: This is defined as survival until recurrence of colon cancer, onset of the other  cancer 
(secondary cancer), or death from any cause. 

(2) Time to treatment failure. 
(3) Overall survival. 
(4) Toxicity (according to the CTCAE v 4.0 - JCOG). 
(5) Completion rate of the study treatment. 
(6) Percent of dose received versus planned dose. 
(7) Correlation of the clinical outcome with the number of involved lymph nodes and that of the 

dissected lymph nodes. 
(8) Incidence and nature of peripheral sensory neuropathy (PSN). 

Identification of single nucleotide polymorphisms (SNPs) using the genome-wide association study 
(GWAS) associated with toxicity and clinical outcome (additional protocol: pharmacogenomics). 
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22.1. Target disease 

et al.

2.2. Standard treatment for colon cancer 

et al. et al.

2.3. Adjuvant chemotherapy for colon cancer 
2.3.1. Adjuvant chemotherapy for colon cancer patients 

 et al.

et al.
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2.3.2. Adjuvant chemotherapy for colon cancer in Japan 

et al.

1

22.4. Efficacy and Safety of L-OHP as adjuvant chemotherapy for colon cancer 

2.4.1. FOLFOX therapy (MOSAIC study) 2.4.2. XELOX 
therapy (NO16968 study) 2.4.3. Safety of FOLFOX 
therapy in Japan (advanced/recurrent colorectal cancer) 2.4.4. Safety of XELOX therapy in Japan 
(advanced/recurrent colorectal cancer)

2.4.1. FOLFOX therapy (MOSAIC study) 
et

al.
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Table 2.4.1.1. Table 2.4.1.2.

Table 2.4.1.3.
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2.4.2. XELOX therapy (study NO16968) 
et al.

Table 2.4.2.1.

 Table 2.4.2.2.
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2.4.3. Safety of FOLFOX therapy in Japan (advanced/recurrent colorectal cancer) 

Table 2.4.3.1.

Figure 2.4.3.1. Table 2.4.3.2.
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2.4.4. Safety of XELOX therapy in Japan (advanced/recurrent colorectal cancer) 

Table 2.4.4.1.
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22.5. Duration of adjuvant chemotherapy for colon cancer 
2.5.1. Duration of 5-FU therapy 

2.5.2. Duration of oxaliplatin therapy 

Figure 2.5.2.1.

Table 2.5.2.1.
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22.6. Significance of this study 

2.7. Proposal for this study 

2.5.1. Duration of 5-FU therapy
2.5.2. Duration of oxaliplatin therapy

2.8. IDEA study 
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33.1. Inclusion criteria 
(1) Histologically confirmed adenocarcinoma of the colon. 
(2) Predominantly located in the cecum, colon, or rectosigmoid region based on the findings from 

surgery and/or examination of the resected specimen.* 
*: Multiple colorectal cancer with up to two infiltrating tumors  is eligible (“multiple” is applied 
as one of the stratification factors). 

: Infiltrating carcinoma is defined as cancer that has spread beyond the submucosal layer and 
does not mean intramucosal cancer. 

(3) Colectomy with D2 or D3 lymph node resection. 
(4) Curability A surgery (no residual tumor visible macroscopically and/or microscopically). 
(5) Stage III (T any N1 Note)/2/3 M0) (cf. General Rules for Clinical and Pathological Studies on Cancer 

of the Colon, Rectum and Anus, The 7th Edition, revised version.). 
Note: N1c (UICC TNM 7th edn.) is defined as tumor deposit(s), that is, satellite nodule(s) in the 
subserosa, or non-peritonealized pericolic or perirectal soft tissues without regional lymph node 
metastasis. 

(6) Registration within 8 weeks after resection and commencing chemotherapy within 2 weeks after 
registration. 

(7) Age 20 years. 
(8) ECOG performance status of 0–1. 
(9) Body surface area (DuBois) 2.2 m2. 
(10) No prior chemotherapy, immunotherapy, or radiation therapy. 
(11) Adequate organ function (data obtained within 14 days before registration): 

i) neutrophil count 1,500/mm3 
ii) platelet count 100,000/mm3 
iii) serum creatinine 1.5 times the upper limit of normal (ULN) 
iv) CCr (calculated value)* 30 mL/min 
v) total bilirubin 2.0 mg/dL 
vi) aspartate aminotransferase (AST) and alanine aminotransferase (ALT) 100 IU/L 
vii) carcinoembryonic antigen (CEA) 10 ng/mL 
* CCr is calculated using the Cockcroft–Gault equation (the measured value is not used) 
Male: CCr = [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)] 
Female: CCr = 0.85 × [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)]. 

(12) Written informed consent with the patient’s signature and the date. 
 
3.2. Exclusion criteria 
(1) Cancer of the appendix. 
(2) Past history of malignancy.Note 1) 

Note 1: Patients with a recurrence-free period of 5 years or longer are eligible, and so are patients 
with endoscopic curative resection of intramucosal carcinoma (stomach, colon, or esophagus), 
curative resection of cervical cancer, and resected basal cell cancer and/or squamous cell cancer of 
the skin. 

(3) Women who are pregnant or breast-feeding. 
(4) Women who may become pregnant and fertile men.Note 2) 

Note 2: Eligible if a patient agrees to use contraception during the study period and for 1 month 
after completion of treatment, and he/she understands the risks related to pregnancy. 

(5) Participation in another clinical trial within 30 days before registration. 
(6) Existing Grade 1 or worse peripheral sensory neuropathy. 
(7) Uncontrolled diabetes mellitus (including insulin therapy as absolutely imperative). 
(8) Uncontrolled congestive heart failure, angina pectoris, hypertension, and/or arrhythmia. 
(9) Continuous systemic steroid therapy (either oral or intravenous administration). 
(10) A history and/or current evidence of significant neurological and/or mental illness. 
(11) Active infectious disease, including known HBV, HCV, HIV infection and so on. 
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(12) Known dihydropyrimidine dehydrogenase (DPD) deficiency. 
(13) A history of allergy to 5-FU, l-LV, oxaliplatin, and/or capecitabine. 
(14) Prior chemotherapy with a regimen containing oxaliplatin. 
(15) Other reasons for being unfit for the study as determined by the attending physician. 
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44.1. Summary of the study 

1 1
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44.2. Registration procedures 

3. Patients’ eligibility criteria
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44.3. Assignment procedure 

 Number of involved lymph nodes (1-3 versus 4 or more) 
The N stage was included as a stratification factor because the prognosis of colon cancer is significantly 
influenced by the number of metastatic lymph nodes. 

 Participating centers 
The participating centers was included as a stratification factor considering the difference in the outcome of 
colon cancer surgery among hospitals. 

 Regimen 
The regimen was included as a stratification factor because no comparative studies of FOLFOX therapy and 
XELOX therapy have been conducted yet, although similar results are reported when these regimens are 
used as adjuvant chemotherapy for colon cancer. 

 Primary site (colon/rectosigmoid/multiple) 
Colon or rectosigmoid or multiple were included as stratification factors because of a possible difference in 
the prognosis depending on the primary tumor sites (colon vs. rectosigmoid) and the eligibility of patients 
with up to two infiltrating tumors for this study. 

 Age (<70 years or 70 years) 
Data from the MOSAIC (patients with stage II or III colon cancer receiving adjuvant chemotherapy) and 
NSABP C-07 study were comparatively analyzed after stratification by age. As a result, the effect of 
oxaliplatin on DFS and OS was found to be smaller in the age group of 70 years or older. The results of 
NO16968 study (patients with stage III colon cancer receiving adjuvant chemotherapy) indicated significant 
improvement of DFS and OS in the age group of 70 years or older, but age was still included as a stratification 
factor due to the small additional effect of oxaliplatin. 
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55.1. Initiation of protocol treatment 

5.2. Medications 

5.2.1. Fluorouracil (5-FU) 

5.2.2. Levofolinate calcium (1-LV) 
1
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5.2.3. Oxaliplatin (L-OHP) 

5.2.4. Capecitabine (Cape) 
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55.3. Protocol treatment 

1

5.3.1. Modified FOLFOX6 therapy 
1

5.6.1. Withdrawal of protocol treatment Table 5.3.1.1.

1

1. Dissolve oxaliplatin (85 mg/m2) in 250 mL of 5% glucose solution. 
2. Dissolve 1-LV (200 mg/m2) in 250 mL of 5% glucose solution. 
3. The solutions obtained in 1 and 2 are given intravenously over 120 minutes at the same time in 

separate bags using a Y-line. 
4. 5-FU (400 mg/m2) is administered as an intravenous bolus within 15 minutes. 
5. 5-FU (2,400 mg/m2) is administered intravenously over 46 hours using a disposable infuser or an 

infusion pump. 

1
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5.3.2. XELOX therapy 

Tables 5.3.2.1-1.  -2.

5.6.1. Withdrawal of protocol treatment Table 5.3.2.2.

Table 5.3.2.3 .

1. Dissolve oxaliplatin (130 mg/m2) in 250 mL to 500 mL of 5% glucose solution and infuse it 
intravenously over 2 hours. 

2. Capecitabine** (1,000 mg/m2 or 750 mg/m2) is administered orally within 30 minutes after a meal. 
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30 

55.4. Criteria for dose hold and resumption for modified FOLFOX6 therapy 
5.4.1. Initiation and dose hold/resumption criteria for modified FOLFOX6 therapy 

Table 5.4.1.1.
“Initiation and dose hold/resumption criteria for each course of modified FOLFOX6 therapy”

Table 5.4.1.1. “Initiation and dose hold/resumption criteria for each course of modified FOLFOX6 therapy”

5.4.2. Dose modification criteria for modified FOLFOX6 therapy (excl. peripheral sensory neuropathy) 

Table 5.4.2.1. “Dose reduction levels for modified FOLFOX6 therapy” Table 5.4.2.2. “Dose 
modification criteria for modified FOLFOX6 therapy.”

1

1
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5.4.3. Dose modification criteria for modified FOLFOX6 therapy (peripheral sensory neuropathy) 

Table 5.4.2.1. “Dose reduction levels for modified FOLFOX6 therapy” Table 5.4.3.1. “Criteria
for dose modification of oxaliplatin in relation to peripheral sensory neuropathy.”

Table 5.4.2.2. “Dose modification criteria 
for modified FOLFOX6 therapy.”

Table 5.4.2.2. “Dose modification criteria for modified FOLFOX6 therapy” Table 5.4.3.1. 
“Criteria for dose modification of  oxaliplatin in relation to peripheral sensory neuropathy”
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5.4.4. Criteria for prolonging the infusion of oxaliplatin 

1

5.4.5. Prevention of allergic reactions to oxaliplatin 

(1) Ordinary prophylaxis (no prior allergic reactions) 
Infusion of dexamethasone (8 mg) from 30 minutes before starting the infusion of oxaliplatin 

(2) If an allergic reaction has occurred during the previous course:  
Intravenous infusion of dexamethasone (20 mg) and an H2-receptor antagonist (famotidine at 20 
mg, ranitidine at 50 mg, or cimetidine at 300 mg) plus oral administration of H1-receptor 
antagonist (diphenhydramine at 50 mg) from 30 minutes before starting the infusion of oxaliplatin. 

5.4.6. Managing allergic reactions to oxaliplatin 

5.4.5. Prevention of allergic reactions to oxaliplatin
1

1
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55.5. Criteria for dose hold and resumption for XELOX therapy  
5.5.1. Initiation and dose hold/resumption criteria for XELOX therapy and capecitabine withholding criteria 

Table 5.5.1.1.
“Initiation and dose hold/resumption  criteria for each course of XELOX therapy”

Table 5.5.1.1. “Initiation and dose hold/resumption criteria for each course of XELOX therapy”

Table 5.5.1.2 Capecitabine withholding criteria after the start of 
each cours

Table 5.5.2.1 Criteria for dose changes in 
XELOX therapy.
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5.5.2. Dose modification criteria for XELOX therapy (excl. peripheral sensory neuropathy) 

Table 5.5.2.1. “Dose modification criteria for XELOX therapy,” Table 5.5.2.2. “Dose reduction levels 
for XELOX therapy (oxaliplatin),” Table 5.5.2.3.-1 “Dose reduction level in XELOX therapy (capecitabine: 
starting dose of 1,000 mg/m2/dose),” Table 5.5.2.3.-2 Dose reduction level in XELOX therapy (capecitabine: 
starting dose of 750 mg/m2/dose).

Table 5.4.2.2. “Dose modification 
criteria for modified FOLFOX6 therapy.”
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5.5.3. Dose modification criteria for XELOX therapy (peripheral sensory neuropathy) 

Table 5.5.2.2. “Dose reduction levels for XELOX therapy (oxaliplatin)” Table 5.5.3.1.
“Criteria for modification the oxaliplatin dose in relation toperipheral sensory neuropathy.”

Table 5.5.2.1. “Dose modification 
criteria for XELOX therapy.”
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Table
5.5.2.1. “Dose modification  criteria for XELOX therapy” Table 5.5.3.1. “Criteria for dose modificationof 
oxaliplatin in relation to peripheral sensory neuropathy”

5.5.4. Criteria for prolongation of oxaliplatin administration 

5.5.5. Prevention of allergic reactions to oxaliplatin 

(1) Ordinary prophylaxis (no prior allergic reactions) 
Infusion of dexamethasone (8 mg) from 30 minutes before starting the infusion of oxaliplatin 

(2) If an allergic reaction has occurred during the previous course: 
Infusion of dexamethasone (20 mg) and an H2-receptor antagonist (famotidine at 20 mg, ranitidine 
at 50 mg or cimetidine at 300 mg) and oral administration of an H1-receptor antagonist 
(diphenhydramine at 50 mg) from 30 minutes before starting the infusion of oxaliplatin. 

5.5.6. Managing allergic reactions to oxaliplatin 
5.5.5. Prevention 

of allergic reactions to oxaliplatin
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55.6. Discontinuation of protocol treatment 
5.6.1. Criteria for discontinuation 

Table 6.1. “Test items and 
evaluation schedule (Group S; 6-month treatment group)” Table 6.4. “Test items and evaluation schedule 
(Group T; 3-month treatment group)”

(1) Recurrence of the primary disease. 
(2) Occurrence of the other cancer. 
(3) Discontinuation of protocol treatment due to adverse events 

(a) If grade 4 adverse events, such as diarrhea, mucositis (stomatitis), skin rash, vomiting, or 
other apparent drug-related adverse events, occur despite the maximum supportive care (excl. 
hematological toxicity). 

(b) If adverse events of grade 2 or higher, such as transient ischemic attacks or cerebral infarction, 
or cardiac adverse events of grade 3 or higher, are observed. 

(c) If evidence of interstitial pneumonia is detected. 
(d) If any criteria listed in Table 5.4.1. “Initiation and dose hold/resumption criteria for each 

course of modified FOLFOX6 therapy” and Table 5.5.1. “Initiation and dose hold/resumption 
criteria for each course of XELOX therapy” is not satisfied and the next course cannot be 
initiated by 29 days after the planned start day. 

(e) If a patient has reached the second dose reduction level (Level-2) and suffers an adverse event 
that need the further dose modification (excluding the case where only oxaliplatin violates the 
criteria). 

(f) If the investigator decides that discontinuation of treatment is required due to adverse events 
that do not fit the dose modification criteria. 

(4) If withdrawal of protocol treatment is requested by a patient for reasons related to adverse events 
(in cases where a relationship with adverse events cannot be ruled out). 

(5) If withdrawal of protocol treatment is requested by a patient for reasons unrelated to adverse 
events (in cases where a relationship with adverse events can be ruled out, such as the patient 
moving house). 

(6) If death occurs during protocol treatment (death prior to discontinuation of treatment for other 
reasons). 

(7) If a patient is found to be ineligible after registration. 
(8) Is there is deviation from the protocol treatment. 

(a) If treatment is not initiated within 2 weeks after registration. 
(b) If the dose is increased again after dose reduction. 
(c) If the dose is reduced by more than the amount specified. 
(d) Other reasons. 

(9) Other circumstances (failure of treatment for the primary disease after registration, etc.). 

5.6.2. Discontinuation of protocol treatment 

(1) Withdrawal of consent to follow-up after discontinuation of treatment. 
(2) Death of the patient. 
(3) Difficulty in performing follow-up for other reasons. 
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55.7. Concomitant medication 
5.7.1. Prohibited concomitant medications 

5.7.2. Precautions for concomitant use 
(1) Oral coumarin anticoagulants 

In patients receiving oral coumarin anticoagulants concomitantly with capecitabine and 5-FU, 
frequent monitoring of the prothrombin time is required to adjust the anticoagulant dose. 

(2) Phenytoin 
An increase of the plasma phenytoin concentration is detected following the concomitant use of 
this anti-epileptic drug with capecitabine or 5-FU. Therefore, when using capecitabine or 5-FU in 
combination with phenytoin, the plasma concentration of phenytoin must be checked regularly, 
and changes of symptoms/signs or laboratory data must be carefully watched. 

5.7.3. Concomitant drugs 

(1) Administration of anti-histamines, steroids, and oxaliplatin can be extended up to 6 hours for the 
alleviation of allergic reactions. 

(2) Ca/Mg, goshajinkigan, and carbamazepine can be used concomitantly to prevent or alleviate 
oxaliplatin-induced peripheral sensory neuropathy. 

(3) 5-HT3 receptor antagonists (Sinseron, Kytril, Serotone, Zofran, Aloxi, etc.), NK1 receptor 
antagonists (Emend) and other antiemetic agents (including steroids) can be used to prevent or 
alleviate nausea and vomiting. 

(4) The criteria for using G-CSF (Neu-up, Gran, or Neutrogin) are as follows. However, these criteria 
do not apply if an investigator decides that G-CSF is necessary to ensure the safety of a patient. 
1) Occurrence of grade 4 neutropenia (<500/mm3). 
2) Occurrence of grade 3 neutropenia (<1,000/mm3) with fever ( 38.0 C). 
3) Occurrence of grade 3 neutropenia (<1,000/mm3) in a patient who previously received G-CSF 

according to the criteria 1) or 2) above. 
(5) Topical steroids, moisturizing creams, and vitamin B6 can be used concomitantly for the 

alleviation of capecitabine-induced palmar-plantar erythrodysesthesia syndrome (hand-foot 
syndrome). 

[Reference: Approved dosage of vitamin B6] 
Pyridoxal phosphate hydrate (Pydoxal tablet): 60 mg/twice/day 
Pyridoxal phosphate hydrate (Aderoxal powder 7.8%): 60 mg/three times/day 
Pyridoxal hydrochloride (Aderoxin tablet): 100 mg/day 

(6) Other treatments for complications and adverse events are optional. 
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55.8. Precautions for safety 

(1) Diarrhea 

(2) Renal dysfunction 

(3) Cardiac toxicity 

(4) Palmar-plantar erythrodysesthesia syndrome (hand-foot syndrome) 

Table 5.4.2.2. “Dose modification criteria for modified FOLFOX6 therapy” Table 5.5.2.1. “Dose modification 
criteria for XELOX therapy.”

(5) Laryngopharyngeal dysesthesia 

(6) Peripheral sensory neuropathy  

Table 5.4.3.1. Table 5.5.3.1. 

5.9. Subsequent therapy (off-protocol treatment) 
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Table 6.1. “Study Schedules (Group 
S; 6-month treatment arm),” Table 6.2. “Study Schedules during adjuvant chemotherapy (Group S: modified 
FOLFOX6 therapy),” Table 6.3. “Study Schedules during adjuvant chemotherapy (Group S: XELOX therapy),”

Table 6.4. “Study Schedules (Group T; 3-month 
treatment group),” Table 6.6. “Study Schedules during adjuvant chemotherapy (Group T: XELOX therapy),”
Table 6.6. “Study Schedules during adjuvant chemotherapy (Group T: XELOX therapy).”
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66.1. Items examined before case registration and initiation of protocol treatment 
(1) Patient characteristics 

Sex, age at registration, and date of written informed consent. 
(2) Evaluation of the tumor 

Histopathological findings of the primary tumor (site, histologic type, macroscopic appearance, 
depth of invasion, number of lymph nodes examined, lymph node metastasis (number and N level: 
N0, N1, N2, N3 [cf. General Rules for Clinical and Pathological Studies on Cancer of the Colon, 
Rectum and Anus, The 7th Edition, revised version., General Rules for Clinical and Pathological 
Studies on Cancer of the Colon, Rectum and Anus, 6th edn.], Degree of lymph node dissection, 
number of dissected lymph nodes, tumor size, liver metastasis, peritoneal metastasis, other 
distant metastasis, stage classification, residual cancer after surgery, curability, the 
presence/absence of lymphatic invasion, presence/absence of venous invasion, date of operation, 
presence/absence of postoperative complications, surgical procedures, approach (open surgey or 
laparoscopic surgery), combined resection of adjacent organs, etc. 

(3) Pregnancy test (if necessary). 
(4) Complications (major diseases that require attendance or admission to hospital, excluding 

postoperative complications). 
(5) Past medical history (major diseases that required hospital attendance or admission). 
(6) Multiple cancer, drug allergies. 
(7) Electrocardiogram (ECG). (A preoperative ECG is optional.) 
(8) Chest X-ray film or chest CT, abdominal ultrasound or abdominal CT. (Preoperative testing is 

optional.) 
(9) Vital signs and PS (ECOG), body weight (within 14 days before registration), height. (Preoperative 

measurement is optional for height.) 
(10) Hematology tests (within 14 days before registration) 

Hemoglobin, white blood cell count, neutrophils, platelet count 
(11) Biochemistry tests (within 14 days before registration) 

Serum total bilirubin, AST, ALT, ALP, albumin, serum creatinine 
(12) Tumor markers (within 14 days before registration) 

CEA, CA19-9 
(13) Symptoms and signs (within 14 days before registration) 
 
6.2. Items examined during protocol treatment and follow-up 
(1) PS (ECOG) 
(2) Hematology tests 

Hemoglobin, white blood cell count, neutrophils, platelet count 
(3) Biochemistry test 

Serum total bilirubin, AST, ALT, ALP, albumin, serum creatinine 
(4) Tumor markers 

CEA, CA19-9 
(5) Chest X-ray film or chest CT 
(6) Abdominal ultrasound or abdominal CT 
(7) Colonoscopy 

If total colonoscopy cannot be done, it must be performed within 1 year after registration. It must 
be repeated every 3 to 5 years if neoplastic lesions are not detected. If it was done before surgery 
or registration, it must be repeated every 3 to 5 years. 

(8) Adverse events, symptoms, and signs 
Investigation of adverse events, as well as any symptoms and signs, must be done at least once 

on the day before or the day of starting protocol treatment and at least once at four weeks after 
the completion of protocol treatment in accordance with Table 6.2. “Study Schedules during 
adjuvant chemotherapy (Group S: modified FOLFOX6 therapy),” Table 6.3. “Study Schedules 
during adjuvant chemotherapy (Group S: XELOX therapy),” Table 6.5. “Study Schedules during 
adjuvant chemotherapy (Group T: modified FOLFOX therapy),” and Table 6.6. “Study Schedules 
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during adjuvant chemotherapy (Group T: XELOX therapy).” For adverse events and their 
assessment, which must be done carefully, refer to 7.5.4. Adverse reactions. For patients with 
peripheral sensory neuropathy and palmar-plantar erythrodysesthesia syndrome (hand-foot 
syndrome), an outcome study will be done every 6 months and will continue from even 4 weeks 
after the completion of protocol treatment, in accordance with TTable 6.1. “Study Schedules (Group 
S: 6-month treatment arm)” and Table 6.4. “Study Schedules (Group T: 3-month treatment arm).” 
(Please see 6.4. Outcome on the recovery of peripheral sensory neuropathyand palmar-plantar 
erythrodysesthesia syndrome (hand-foot syndrome).) 
Other tests are carried out if required clinically. 
 

6.3. Recurrence and new cancerous lesions (secondary cancer) 

1. Liver metastasis: ultrasound, CT, or MRI. 
2. Lung metastasis: chest X-ray film or CT. 
3. Abdominal lymph node metastasis: ultrasound or CT. 
4. Local recurrence: CT, MRI, barium enema, or colonoscopy. 

1. Imaging diagnosis 
The day when a definitive diagnosis of recurrence is made by imaging is defined as the date of 
recurrence. 

2. Pathological diagnosis 
If a diagnosis of recurrence is not made from the history but by biopsy, the day when the diagnosis 
of recurrence is made from biopsy findings is defined as the date of recurrence. 

3. Clinical diagnosis 
If only clinical findings are obtained because imaging diagnosis or pathological diagnosis cannot 
be done due to an acute change of symptoms or transfer to another hospital, the day when 
exacerbation of symptoms is detected clinically is defined as the date of recurrence. The clinical 
findings which suggested recurrence, as well as the date of confirming the exacerbation of 
symptoms, are reported via the EDC (web-based system). 

6.4. Outcome on the recovery of peripheral neuropathy and palmar-plantar erythrodysesthesia 
syndrome (hand-foot syndrome) 

6.5. Outcome 
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77.1. Analysis sets 
(1) All registered patients: all patients who are registered, excluding multiple registrations or mis-

registrations. 
(2) All eligible patients: patients who are confirmed to fit the patients eligibility criteria and not to 

violate any of the exclusion criteria after the registration and who receive the protocol treatment. 
(3) All treated patients: all registered patients who receive the protocol treatment. 
 
7.2. Primary endpoint: 

7.3. Analysis of primary endpoints 

7.3.1. Disease-free survival (DFS) 

(1) Definition of DFS 
Following the definition of disease-free survival (DFS Note 1)) in the IDEA study, DFS is defined as 
the period from the day of registration to the earliest event such as recurrence or occurrence of a 
newly detected colon cancer (second cancer) detected for the first time after registration 
(intramucosal carcinoma or dysplasia is not counted as an event) or until death from any cause. 

(2) Definition of events 
Occurrence of any of the following is defined as an event. 
1. Recurrence 

An event that fits any of the following criteria is defined as “recurrence.” The earlier date 
between the date of imaging diagnosis and that of pathological diagnosis is defined as the date 
of recurrence. Diagnosis by biopsy is preferable in cases where making a diagnosis of 
recurrence is difficult. An increase of tumor markers alone is not sufficient to diagnose 
recurrence. 
1) Imaging diagnosis 

The day when a definitive diagnosis of recurrence is made by imaging is defined as the 
date of recurrence. 

2) Pathological diagnosis 
If a diagnosis of recurrence is not made from the history but by biopsy, the day when the 
diagnosis of recurrence is made from biopsy findings is defined as the date of recurrence. 

3) Clinical diagnosis 
If only clinical findings are obtained because imaging diagnosis or pathological diagnosis 
cannot be done due to an acute change of symptoms or transfer to another hospital, the 
day when exacerbation of symptoms is detected clinically is defined as the date of 
recurrence. The clinical findings which suggested recurrence, as well as the date of 
confirming the exacerbation of symptoms, are reported via the EDC (web-based system). 

2. Secondary colorectal cancer newly detected after registration 
The day of detection is defined as the day when a secondary colorectal cancer (not recurrence) 
is found after registration. Intramucosal cancer or dysplasia is not counted as an event. 
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3. Death from any cause 
 

77.4. Secondary endpoint: 
(1) Disease-free survival (DFS) Note 2) 

Note 2: This is defined as survival until recurrence of colon cancer, onset of the other cancer 
(secondary cancer),, or death from any cause. 

(2) Time to treatment failure. 
(3) Overall survival. 
(4) Toxicity (according to the CTCAE v 4.0 - JCOG). 
(5) Completion rate of the study treatment. 
(6) Percent of dose received versus planned dose. 
(7) Correlation of the clinical outcome with the number of involved lymph nodes and that of the 

dissected lymph nodes. 
(8) Incidence and nature of peripheral sensory neuropathy (PSN). 
(9) Identification of single nucleotide polymorphisms (SNPs) using the genome-wide association study 

(GWAS) associated with toxicityand clinical outcome (additional protocol: pharmacogenomics). 
 
7.5. Analysis of secondary endpoint 
7.5.1. Disease-free survival (DFS )

(1) Definition of DFSNote 2) 
DFS Note 2) is defined as the period from the day of registration to the earliest day of any of the 
following events: occurrence, detection of any type of the other cancer (second cancer), or death 
from any cause. 

(2) Definition of events 
Occurrence of any of the following is defined as an event. 
1. Recurrence 

Recurrence is defined according to the definition of recurrence under 7.3.1. Disease-free 
survival (DFS) Note1). 

2. Detection of any type of the other cancer (secondary cancer) 
This is defined as detection of some other cancerous lesion (second cancer), which is not 
recurrence. Gastric cancer, colon cancer, or esophageal cancer localized to mucosa and 
curatively resected cervical cancer, basal cell carcinoma, or squamous cell carcinoma are not 
counted as events. 

3. Death from any cause. 

7.5.2. Time to treatment failure (TTF) 

(1) Definition of TTF 
TTF is the period from the day of registration to the earliest day of an event such as recurrence, 
death from any cause, or withdrawal from protocol treatment for any reasons. 
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(2) Definition of events 
Occurrence of any of the following is defined as an event. 
1. Recurrence 

Defined according to DFSNote 2). 
2. Death from any cause. 
3. Withdrawal from protocol treatment for any reasons. 

7.5.3. Overall survival (OS) 

(1) Definition of OS 
OS is the period from the day of registration to the day of death from any cause. 
If the patient remains alive, follow-up is defined as being discontinued on the last day when 
survival is confirmed (confirmation by phone is optional, but it must be stated in the medical 
record). If a patient is lost to follow-up, their follow-up is defined as being discontinued on the last 
day when survival was confirmed before contact was lost. 

7.5.4. Adverse reactions 

1. Laboratory tests: decreased white blood cell count, neutropenia, decreased platelet count, 
weight loss, increased bilirubin, increased AST (GOT), increased ALT (GPT), increased serum 
creatinine 

2. General disorders and administration local conditions: fever 
3. Skin and subcutaneous tissue disorders: palmar-plantar erythrodysesthesia syndrome (hand-

foot syndrome), alopecia 
4. Gastrointestinal disorders: constipation, diarrhea, nausea, mucositis oral, vomiting 
5. Metabolic and nutritional disorders: anorexia, dehydration, hypoalbuminemia 
6. Infections and infestations: pharyngitis 
7. Blood and lymphatic system disorders: anemia, febrile neutropenia 
8. Nervous system disorders: peripheral sensory neuropathy  
9. Respiratory, thoracic and mediastinal disorders: dyspnea, hypoxia, pneumonitis 

6.4. Outcome on 
the recovery of peripheral sensory neuropathy and palmar-plantar erythrodysesthesia syndrome (hand-foot 
syndrome)

7.5.5. 
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7.5.6. Percent of dose received versus planned dose 

7.5.7.
.

7.5.8. 

(1) Incidence 
(2) Incidence rate 
(3) Number of courses until the occurrence of each grade of peripheral sensory neuropathy 
(4) Total dose of oxaliplatin (mg/m2) administered until the occurrence of each grade of peripheral 

sensory neuropathy 

7.5.9. 
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88.1. Primary objective and assessment criteria for results 
(1) The primary objective of this study is to obtain data for Japan by participating in the prospective 

international IDEA study. In the IDEA study, data from patients receiving 3 months of adjuvant 
chemotherapy (Group T: modified FOLFOX6 therapy for 6 courses or XELOX therapy for 4 
courses) or 6 months of adjuvant chemotherapy (Group S: modified FOLFOX6 therapy for 12 
courses or XELOX therapy for 8 courses) in various countries will be integrated to compare the 
therapeutic effect (non-inferiority) of treatment for 3 months to that of treatment for 6 months. If 
the treatment period can be reduced from 6 months to 3 months while maintaining efficacy, this 
would have benefits for all patients in terms of fewer adverse reactions, a shorter treatment period, 
and lower cost. It would also achieve a significant decrease of medical costs. Since the non-
inferiority margin of the hazard ratio for disease-free survival (7.3.1. Disease-free survival (DFS) 
Note 1)) in the 3-month treatment group versus the 6-month treatment group is assumed to be 1.10, 
data from at least 10,000 cases is planned to be collected in this study so that the upper limit of 
two-sided 95% confidence interval for a hazard ratio below 1.10 reaches 90% or more. 

(2) At present, five ongoing studies (GERCOR, SCOT, CALGB/SWOG C80702, TOSCA, and HORG) 
are participating in the IDEA study around the world. After the completion of registration and 
follow-up in these studies, analysis of the data will be performed in accordance with the integrated 
statistical analysis plan prepared by the IEDA study office. The present study is the sixth study 
to join IDEA, following the five studies mentioned above. In principle, a specific analysis of the 
Japanese data will not be undertaken before the integrated analysis. Instead, this study will 
provide the necessary data for integrated analysis of the primary endpoints to the IDEA study 
office. 

(3) The evaluation criteria based on the IDEA study data are as follows: 
 The therapy for Group T will be defined as the new standard treatment if non-inferiority of 

Group T is proved by the IDEA study. 
 The therapy for Group S will remain the standard treatment if non-inferiority of Group T is 

not proved by the IDEA study. 
 

8.2. Analyses done in this study 

8.2.1. Primary endpoint 

8.2.2. Secondary endpoints 
(1) DFS,Note 2) overall survival (OS), and time to treatment failure (TTF) are analyzed in the same way 

as the primary endpoint, and are compared with the results of the IDEA study. 
(2) Regarding adverse events, the incidence of the worst grade in all courses is calculated in 

accordance with the Common Terminology Criteria for Adverse Events Version 4.0 (CTCAE v4.0-
JCOG) for each treatment group. The incidence of any adverse event showing a difference among 
the treatment groups is calculated by Fisher’s exact test for reference. 

(3) Completion rate and relative dose intensity are calculated as defined in Section 7.5.5. and 7.5.6. 
An appropriate test is performed for reference if any differences are found among the treatment 
groups. 

(4) When examining prognostic factors, analysis using the Cox proportional hazard model is 
performed to investigate the relationship among age at the time of registration, sex, stage, tumor 
size, depth of tumor invasion, tumor histology, macroscopic features, N stage (cf. General Rules 
for Clinical and Pathological Studies on Cancer of the Colon, Rectum and Anus, The 7th Edition, 
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revised version ,  General Rules for Clinical and Pathological Studies on Cancer of the Colon, 
Rectum and Anus 6th edn.), ly factor, v factor, number of lymph node examined, grade of lymph 
node dissection, number of dissected lymph nodes, number of lymph node metastases, lymph node 
ratio (LNR: number of lymph node metastases/number of dissected lymph nodes), and DFS/OS. 

 
88.3. Target sample size 

8.4. Interim analysis 
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99.1. Reporting 

9.2. Emergency reports 

(1) Death of a patient. 
(2) A life-threatening adverse event, such as grade 4 non-hematological toxicity or grade 4 

hematological toxicity with fever and hemorrhage. 
(3) Any adverse event that requires hospitalization for treatment or prolongs hospitalization. 
(4) An irreversible adverse event. 
(5) An unexpected adverse event that is not listed in the drug package insert and may have an impact 

on continuation of the study. 

9.2.1. Procedures for making emergency reports 

9.2. Emergency reports

9.3. Ordinary reports 

(1) Death of a patient from Day 31 onward after the finish of protocol treatment. 
(2) Expected grade 4 non-hematologic toxicity that is listed in the latest drug package insert. 
(3) Unexpected grade 3 non-hematologic toxicity that is not listed in the latest drug package insert. 
(4) Any other important medical event. 

9.3.1. Procedures for making ordinary reports 
9.3. Ordinary reports
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99.4. Actions taken by the study office 
9.4.1. Deciding on suspension of registration and reporting to the participating facilities 

9.4.2. Responsibilities of the research representatives and discussion with the director of the Data and Safety 
Monitoring Committee 

9.2. Emergency reports 9.3. Ordinary reports

11.1. Submission of case report forms 

(1) Case registration form 
(2) Case report form 

1. Prior to the initiation of treatment 
2. Treatment period (administration/primary endpoint/laboratory values/adverse 

events/outcome) 
3. Follow-up period 

(3) Emergency adverse event report 
(4) Notification of a change in participating doctors 
 
11.2. Storage of reports 



55 

112.1. Compliance with the protocol 

12.2. Changes to the protocol 

13.1. Observation of ethical principles 

13.2. Informed consent 
13.2.1. Informed consent of patients 

13.2.2. Contents of explanatory document
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13.2.2. Contents of the explanatory documents 

(1) Introduction 
(2) Clinical study 
(3) Participation in the clinical study 
(4) Stage III colorectal cancer 
(5) Adjuvant chemotherapy for colorectal cancer 
(6) Purpose and methods of this clinical study 
(7) Planned study period and number of subjects 
(8) Treatment used in this clinical study 
(9) Tests 
(10) Discontinuation of treatment 
(11) Expected effects, adverse reactions, and other undesirable effect 
(12) Advantages and disadvantages of participating in this clinical study 
(13) Other adjuvant chemotherapy regimens for colorectal cancer 
(14) Cost of treatment 
(15) Conflict of interest 
(16) Participation in this clinical study 
(17) Voluntary withdrawal from this clinical study 
(18) Treatment for health problems 
(19) Ethical review of this clinical study 
(20) Protection of privacy 
(21) Rules 
(22) Completion and publication of the clinical study results 
(23) Supervisor of this clinical study 
(24) Inquiries 
(25) Contact information for your doctor 
 
113.3. Protecting personal information and the identity of patients 

13.4. Approval by the IRB 
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114.1. Relationship with the funding source 

14.2. Cost of the study 

14.3. Conflict of interest 

14.4. Compensation for health problems 
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 Case series status. 
 Eligibility. 
 Protocol treatment/completion. 
 Serious adverse events. 
 Adverse reactions/adverse events. 
 Deviations from the protocol. 
 Survival (OS, DFS, etc.) 
 Any problems associated with the progress and safety of the study. 
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119.1. Principal Investigators: 

19.2. Protocol coordinator : 

19.3. Reseach management Investigators 

19.4.Independent Data and Safety Monitoring Committee 

19.5. Person in charge of statistical analysis 

19.6. Number of institutions: 

19.7. Study office: 

19.8. Contact information 
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Brand name 
(Marketing 
authorization 
holder)

Elplat® I.V. Infusion Solution 100 mg (Yakult Honsha 
Co., Ltd.)

Elplat® I.V. Infusion Solution 50 mg (Yakult Honsha 
Co., Ltd.)

Dosage form Injection (vial)

Active 
ingredient/content 

Oxaliplatin 100 mg Oxaliplatin 50 mg 

Inactive ingredient/ 
content 

Lactose 900mg  Lactose 450mg  

Color A white lump or powder, frozen powder formulation to 
be used upon dissolution at the time of use

pH 4.0–7.0 

Storage and 
expiration date

Store at room temperature / for up to 2 years 
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 Patients eligibility 
criteria

*CCr is calculated using the Cockcroft–Gault equation (the measured value is not used)

Male: CCr = [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)] 

Female: CCr = 0.85 × [(140  age) × body weight (kg)]/[72 × serum creatinine value (mg/dL)]

CCr (calculated value)* 30 mL/min

 
XELOX therapy

XELOX therapy 

* or 750 mg/m2



 
 

 

XELOX therapy

*The starting dose of capecitabine will be as follows in accordance with 

baseline CCr value and age at enrollment.

2,000 mg/m2/day (1,000 mg/m2/dose): CCr > 50 mL/min

1,500 mg/m2/day (750 mg/m2/dose): 30 mL/min  CCr  50 mL/min or  

70 years of age.

* or 750 mg/m2

* The starting dose of capecitabine will be as follows in accordance with 

baseline CCr value and age at enrollment.

2,000 mg/m2/day (1,000 mg/m2/dose): CCr > 50 mL/min

1,500 mg/m2/day (750 mg/m2/dose): 30 mL/min  CCr  50 mL/min or  

70 years of age.
 

or 1,500 mg/m2/day**

or 750 mg/m2**



 
 

**: The starting dose of capecitabine will be as follows in accordance with 

baseline CCr value and age at enrollment.

2,000 mg/m2/day (1,000 mg/m2/dose) : CCr > 50 mL/min 

1,500 mg/m2/day (750 mg/m2/dose) : 30 mL/min  CCr  50 mL/min or 

 70 years of age

 and -2.

**: The starting dose of capecitabine will be as follows in accordance with 

baseline CCr value and age at enrollment.
2,000 mg/m2/day (1,000 mg/m2/dose) : CCr > 50 mL/min 
1,500 mg/m2/day (750 mg/m2/dose) : 30 mL/min  CCr  50 mL/min or 

 70 years of age

or 1,500 mg/m2

.-1  (1,000 mg/m2/dose)

Table 5.3.2.3.-2 Initial dose of capecitabine  (750 mg/m2/dose) 
Body surface area (BSA) Single dose (no. of tablets) Daily dose (no. of tablets) 
<1.41 m2 900 mg (3 tablets)  1,800 mg (6 tablets)  
1.41 m2  BSA < 1.81 m2 1,200 mg (4 tablets)  2,400 mg (8 tablets) 
1.81 m2  BSA < 2.2 m2 1,500 mg (5 tablets)  3,000 mg (10 tablets) 

and 
capecitabine withholding criteria
After the start of each course, if in conflict with “Table 5.5.1.2: Capecitabine 



 
 

withholding criteria after the start of each course,” administration of 
capecitabine for the course concerned is to be withheld. After withholding 
capecitabine, if recovery from the adverse event has been achieved by day 15, 
capecitabine therapy may be resumed. Upon resumption, the capecitabine 
dose shall be in accordance with “Table 5.5.2.1: Criteria for dose changes in 
XELOX therapy.” Furthermore, capecitabine is not to be administered after 
day 16.

diarrhea, 

oral mucositis

Adverse event Withholding 
criteria

Withholding details 

Palmar–plantar 
erythrodysesthe
sia syndrome 
(hand–foot 
syndrome), 
diarrhea, and 
oral mucositis 

 Grade 2

After the start of each course, if in 
conflict with “Table 5.5.1.2: 
Capecitabine withholding criteria 
after the start of each course,” 
administration of capecitabine for the 
course concerned is to be withheld. 
After withholding capecitabine, if 
recovery from the adverse event has 
been achieved by day 15, capecitabine 
therapy may be resumed. Upon 
resumption, the capecitabine dose 
shall be in accordance with “Table 
5.5.2.1: Criteria for dose changes in 
XELOX therapy.” Furthermore, 
capecitabine is not to be administered 
after day 16.

Others

Drugs may be 
withheld upon 
the appearance 
of adverse events 
that do not 
correspond to the 
above at the 
discretion of the 
trial attending 
physician.



 
 

“

Table 5.5.2.3.-1 “Dose reduction level 
in XELOX therapy (capecitabine: starting dose of 1,000 mg/m2/dose),” and 
Table 5.5.2.3.-2 
starting dose of 750 mg/m2/dose



 
 

(< 1 
week)

When two or more of the 
following are observed during 
the same course: hand–foot 
syndrome1, diarrhea, or oral 
mucositis of grade 2.

2 1 No change Level-1 

Persistent grade 2 diarrhea or 
stomatitis for 2 weeks or longer 

2 1 No change Level-1 



 
 

Body surface 
area 

Single dose 

Initial dose Level-1 Level-2 

<1.36 m2 1,200 mg (4 
tablets) 900 mg (3 

tablets) 600 mg (2 
tablets) 

1.36 m2  BSA < 
1.41 m2 

1,500 mg (5 
tablets) 

1.41 m2  BSA < 
1.51 m2  

1,200 mg (4 
tablets) 

1.51 m2  BSA < 
1.66 m2  

900 mg(3 
tablets) 

1.66 m2  BSA < 
1.81 m2 1,800 mg (6 

tablets) 1.81 m2  BSA < 
1.96 m2 

1,500 mg (5 
tablets) 

1.96 m2  BSA < 
2.11 m2  2,100 mg (7 

tablets) 2.11 m2  BSA  
2.2 m2 

1,200 mg (4 
tablets) 

-1 ; 

starting dose of 1,000mg/m2/dose

Body surface 
area 

Single dose 

Initial dose Level-1 Level-2 

<1.36 m2 1,200 mg (4 
tablets) 900 mg (3 

tablets) 600 mg (2 
tablets) 

1.36 m2  BSA < 
1.41 m2 

1,500 mg (5 
tablets) 

1.41 m2  BSA < 
1.51 m2  

1,200 mg (4 
tablets) 

1.51 m2  BSA < 
1.66 m2  

900 mg(3 
tablets) 

1.66 m2  BSA < 
1.81 m2 1,800 mg (6 

tablets) 1.81 m2  BSA < 
1.96 m2 

1,500 mg (5 
tablets) 

1.96 m2  BSA < 
2.11 m2  2,100 mg (7 

tablets) 2.11 m2  BSA  
2.2 m2 

1,200 mg (4 
tablets) 



 
 

 

Table 5.5.2.3.-2 Dose reduction level for XELOX therapy (capecitabine: 

starting dose of 750 mg/m2/dose)

Body surface area 

Single dose  

Initial dose  Level--1  Level--2  

<11.36 mm2 
900 mg (3 

tablets) 600 mg (2 

tablets) 

300 mg (1 

tablet) 

1.36  m2  BBSA << 11.41 

mm2 

1.41 m2  BSA < 1.51  
m2  

1,200 mg (4  

tablets) 

1.51  m2  BBSA << 11.66 

mm2 

900 mg (3 

tablets) 

600 mg (2 

tablets) 

1.66  m2  BBSA << 11.81 

mm2 

1.81  m2  BBSA << 11.96 
mm2 

1,500 mg (5  

tablets) 

1.96  m2  BBSA << 22.11 

mm2 

2.11  m2  BBSA  22.2 m22 
1,200 mg (4  

tablets) 

900 mg(3 

tablets) 

prespecified



 
 

prespecified 
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