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2. If d-MMR MSI-H consider Immunotherapy

3. For patients who are under 70 years old of age and ECOG: 0-2 points, suggested standard combination chemotherapy

7 7% AT B RAS Mutation or BRAF,NGS ( }-# Stage Optional * optional A B ¢€,3% : B-RAF.MSL.MMR )

(o B R TR )

U i Q8 Pt




( BIREEIESILE 6 ) R} EHEEDI

TMU Taipet C

#HEFE 2k B B
| Li g
DEMGE Tk gEg e _
. + KGR L R
CEA AR A/ o el %
* Colonoscopy > "
« Biopsy (if clinicall i 2
CIopsy Y R WA 45 5] 4
indicated) o e x
* Chest /abdominal CT > S &
5|
P and pelvic CT or MRI i‘;
S krasnn > EEEEE > s
(T any, N any, M1 ) * Consider proctoscopy . B B 1 A
+ Consider PET/CT scan REER | MR A ‘ :
(skull base to mid- DR &, || e 122
thigh) FREBIET R [T & A2ieih R iI,E
if potentially surgically He it fip Ek‘ ) + ARG ;‘é
curable M1 disease in i%‘é (B4 ERF ER LTS fgl
selected cases) o TR ) 2]
* Tumor board M H%Hﬁﬁ
| AR A Tk R >
EOEL R34

1. Stage IV AL%4 # AT /% RAS Mutation or BRAF,NGS ( #-#4 Stage Optional * optional *A B .45 :B-RAF.MSL.MMR )
2. Iff d-MMR,MSI-H consider Immunotherapy
3. For patients who are under 70 years old of age and ECOG: 0-2 points, suggested standard combination chemotherapy



( BIRERRISS I X -7 )

EmPR 2 HA L Eh

Recurrence

+ Colonoscopy

* Chest/
abdominal+
pelvic CT

» Consider
PET-CT
Scan

Y

\ 4

B2

Y

T by

F 45 b

or

ARG *

+ A2Ye L
+ ARG R

Y

LB b *
+ A2k
+ RATER G

\

\

B B 46 5

1. Stage IV AL%% 74 /& AT #u¥: RAS Mutation or BRAF,NGS ( L4 Stage Optional * optional & B &3 :B-RAF.MSI.MMR )

2. If &-MMR ,MSI-H consider Immunotherapy

3. For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy

(@3- =t A=)

U RS il



( EIEEESRIBE| -7 ) R EHCEEDI

Follow up Program for Rectal Cancer Patients ( atleast 5 years)
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1. Stage IV 1t 2234 5% ] i B RAS Mutation ( # 2 Stage Optional > optional 8 E f,#% : B-RAF ~ MSI.  MMR ) ©

2. If &-MMR,MSI-H consider Immunotherapy

3. For patients who are under 70 years old of age and ECOG: 0-2 points, suggested standard combination
chemotherapy
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For patients who are under 70 years old of age and ECOG: 0-2 points, suggested standard combination chemotherapy
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Follow up Program for Rectal Cancer Patients ( at least 5 years)
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Adjuvant Therapy of Colon Cancer

=
it
H
iz
mFOLFOXG6 i
ki
]
Oxaliplatin 85 1 Q2w 12 1-3 2
Leucovorin 400 1 QW 12 g
5-FU 400 1 QW 12 %
5-FU 1200% 12 QW 12 i

* Continuous infusion for 24 hours

FOLFOX4

Oxaliplatin 85 1 Q2W 12 8 2
Leucovorin 200 1 Q2w 12 B
5-FU 400 1 QW 12 5
5-FU 600* 1-2 QW 12 ]
* Continuous infusion for 24 hours

FOLFOX?7

i iy mg/m2
Oxaliplatin 85 1 Q2W 11
Leucovorin 400 1 Q2W
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours



Capecitabine

Capecitabine 1250 PO BID 1-14 Q3w 8 4
CapeOx

7 mg/m’
Oxaliplatin 130 1 Q3W 8 5
Capecitabine 1000 PO BID 1-14 Q3W 8
5-FU+LV

& mg/m’
Leucovorin 500 1,8,15,22.29, 36 Q8W 4 6
5-FU 500 1,8,15,22.29, 36 Q8W 4
sLVSFU2
Leucovorin 400 1 Q2w 12 7
5-FU 400 1 Q2w 12
5-FU 1200* 1-2 Q2w 12

* Continuous infusion for 24 hours

UFUR 300-350/day PO 1-28 Q4w 6 9
=+ Leucovorin 50-150 mg PO QD 1-28 Q4w 6
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TS-1 40 PO BID 1-28 Q6w 4 10

Neoadjuvant Therapy of Colon Cancer

[fi] 1* line therapy of metastatic colon cancer

CEPN

1. Andre T Boni C, Mounedji-Boudiaf L, et al. Oxaliplatin, fluorouracil, and leucovorin as adjuvant treatment for colon cancer.
N Engl J Med 2004;350:2343-2351.

2. Cheeseman SL, Joel SP, Chester JD, et al. A ‘modified de Gramont’ regimen of fluorouracil, alone and with oxaliplatin, for
advanced colorectal cancer. Br J Cancer 2002;87:393-399.

3. Maindrault-Goebel F, deGramont A, Louvet C,et al. Evaluation of oxaliplatin dose intensity in bimonthly leucovorin and 48-
hour 5-fluorouracil continuous infusion regimens (FOLFOX) in pretreated metastatic colorectal cancer. Annals of Oncology
2000;11:1477-1483.

4. Twelves C, Wong A, Nowacki MP, et al. Capecitabine as adjuvant treatment for stage III colon cancer. N Engl J Med
2005;352:2696-2704.

5. Schmoll HJ, Cartwright T, Taernero J, et al. Phase III trial of capecitabine plus oxaliplatin as adjuvant therapy for stage III
colon cancer: a planned safety analysis in 1,864 patients. J Clin Oncol 2007;25:102-109.

6. Haller DG, Catalano P, Macdonald JS Mayer RJ. Phase III study of fluorouracil, leucovorin and levamisole in high risk stage
II and III colon cancer: final report of Intergroup 0089. J Clin Oncol 2005;23:8671-8678.

7. Andre T, Louvet C, Maindrault-Goebel F, et al. CPT-11 (irinotecan) addition to bimonthly, high-dose leucovorin and bolus and
continuous-infusion 5-fluorouracil (FOLFIRI) for pretreated metastatic colorectal cancer. Eur J Cancer 1999;35(9):1343-7.
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8.

9.

10.

11.

deGramont A, Figer A, Seymour M, et al. Leucovorin and Fluorouracil With or Without Oxaliplatin as First-Line Treatment in
Advanced Colorectal Cancer. J Clon Oncol 2000;18:2938-2947.

Sulkes A, Benner SE, Canetta RM. Uracil-ftorafur: an oral fluoropyrimidine active in colorectal cancer. J Clin Oncol. Oct
1998;16(10):3461-3475.

Hamaguchi, Tetsuya et al. Capecitabine versus S-1 as adjuvant chemotherapy for patients with stage III colorectal cancer
(JCOGO0910): an open-label, non-inferiority, randomised, phase 3, multicentre trial. The Lancet Gastroenterology &
Hepatology , Volume 3 , Issue 1 , 47 — 56.

Tezuka T, Hamada C, Ishida H, et al. Phase II clinical study of modified FOLFOX7 (intermittent oxaliplatin administration)
plus bevacizumab in patients with unresectable metastatic colorectal cancer-CRAFT study. Invest New Drugs. 2013
Oct;31(5):1321-9.
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Adjuvant Therapy of Rectal Cancer

Chemotherapy
mFOLFOX6
P mg/m2
Oxaliplatin 85 1 Q2W 12 1-3
Leucovorin 400 1 Q2W 12
5-FU 400 1 Q2W 12
5-FU 1200* 1-2 Q2W 12
* Continuous infusion for 24 hours
sLV5FU2
& mg/m’
Leucovorin 400 1 Q2w 12 4,13
5-FU 400 1 Q2w 12
5-FU 1200* 1-2 Q2W 12
* Continuous infusion for 24 hours
Capecitabine

1250 PO BID 1-14

Capecitabine

@@

Center
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CapeOx

P& mg/m’

Oxaliplatin 130 1 Q3W 8 6,7
Capecitabine 1000 PO BID 1-14 Q3W 8

5-FU+LV

Leucovorin 500 1,8, 15,22.29, 36 Q8W 4 8
5-FU 500 1,8, 15,22.29, 36 Q8W 4

& mg/m’
UFUR 300-350/day PO 1-28 Q4w 6 14

7l mg/m2
TS-1 40-60mg PO BID 1-28 Q42D 4 15

Chemotherapy + RT

XRT + continuous infusion 5-FU

5-FU 225 1-5or 1-7 Q4w During XRT 9

XRT + 5-FU/LV

7 mg/m’
5-FU 400 1-4 Q4w During week 1, 5 10
Leucovorin 20 1-4 Q4w of XRT
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5 11,12

XRT + Capecitabine
Capecitabine 825 PO BID 1-5 QW
XRT + mFOLFOX6
& mg/m’
Oxaliplatin 85 1
Leucovorin 400 1
5-FU 400 1
5-FU 1200* 1-2

Neoadjuvant Therapy of Rectal Cancer

16

* Continuous infusion for 24 hours

FOLFOX

Oxaliplatin 85 1 Q2W
Leucovorin 400 1 Q2w
5-FU 400 1 Q2w
5-FU 1200* 1-2 Q2w
CapeOx

16

* Continuous infusion for 24 hours

& mg/m’
Oxaliplatin 130 1 Q3W

Capecitabine 1000 PO BID 1-14 Q3W

17

o)
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Engl J Med 2004;350:2343-2351.
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Chemotherapy for Advanced or Metastatic Colon and Rectal Cancer

First-line therapy

* Continuous infusion for 24 hours

X

mFOLFOX6 or mFOLFOX7 Eg
& mg/m’ ;n?;

Oxaliplatin 85 1 Q2w 8-12 1,2,3,28 ki
Leucovorin 400 1 QW 8-12 z
5-FU (optional) 400 1 QW 8-12 W
5-FU 1200* 1-2 Q2W 8-12 g
¥

gl

FOLFOX + Bevacizumab

Fil & mg/m’ ﬁ
Bevacizumab 5 mg/kg 1 Q2W 4 £
Oxaliplatin 85 1 Q2W B
Leucovorin 400 1 Q2w 15
5-FU (optional) 400 1 QW ]
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours



TMU Taipei Canc

Y|/

FOLFOX + Panitumumab (KRAS/NRAS WT gene only)

Panitumumab 6 mg/kg 1 Q2W 5
Oxaliplatin 85 1 Q2W
Leucovorin 400 1 Q2w
5-FU (optional) 400 1 Q2w
5-FU 1200%* 1-2 QoW

* Continuous infusion for 24 hours

FOLFOX + Cetuximab (KRAS/NRAS WT gene only)

RS #il i mg/m’ #i%EH e b 2% 30k
Cetuximab 500 (400 — 250) 1 Q2W (QW) 6
Oxaliplatin 85 1 Q2W
Leucovorin 400 1 Q2w
5-FU (optional) 400 1 Q2W
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours
Xelox
Oxaliplatin 85 1 Q2W Max 12 34
Capecitabine 1000 PO BID 1-7 Q2W Max 12
CapeOx

E 0 #il i mg/m’ #%EH R I 2% 30k
Oxaliplatin 130 1 Q3W Max 16 7

Capecitabine 1000 PO BID 1-14 Q3w Max 16

o)
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CapeOx + Bevacizumab

P& mg/m’

Max 16 7
Max 16
Max 16

Bevacizumab 7.5 mg/kg 1 Q3W
Oxaliplatin 130 1 Q3W
Capecitabine 1000 PO BID 1-14 Q3w
FOLFIRI

Irinotecan 180 1 Q2w
Leucovorin 400 1 Q2w
5-FU (optional) 400 1 Q2W
5-FU 1200* 1-2 Q2w

FOLFIRI + Cetuximab (KRAS/NRAS WT gene only)

E g #lit mg/m’ #i%EH BRAS
Cetuximab 500 (400 — 250) 1 Q2W (QW)
Irinotecan 180 1 Q2w
Leucovorin 400 1 Q2W
5-FU (optional) 400 1 Q2w
5-FU 1200* 1-2 Q2w

8,9

* Continuous infusion for 24 hours

225 0k
11,12

* Continuous infusion for 24 hours
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FOLFIRI + Panitumumab (KRAS/NRAS WT gene only)

St il mg/m’ #aEEH eSS F1] 2530k
Panitumumab 6 mg/kg 1 Q2W 13
Irinotecan 180 1 Q2W
Leucovorin 400 1 Q2w
5-FU (optional) 400 1 Q2W
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours

Capecitabine

P& mg/m’
1000 (825-1250) PO

Capecitabine BID 1-14 Q3W 16
Capecitabine + Bevacizumab

RS #ilit mg/m’ A H A JH1) 2% 308k
Bevacizumab 7.5 mg/kg 1 Q3W 16
Capecitabine 1000 (82]351_];250) Y 1-14 Q3W

FOLFOXIRI * Bevacizumab

=+ Bevacizumab 5 mg/kg 1 Q2W 21,22
Oxaliplatin 85 1 Q2W
Irinotecan 165 1 Q2w
Leucovorin 400 1 Q2w
5-FU 1600* 1-2 Q2w

* Continuous infusion for 24 hours

Y|/
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Cetuximab (KRAS/NRAS WT gene only)

Fl& mg/m’
Cmiml 500 (400 — 250) 1 Q2W (QW) 12,25

Panitumumab (KRAS/NRAS WT gene only)

P mg/m2
Panitumumab 6 mg/kg 1 Q2W 26

Pembrolizumab (MSI-H)

& mg/m’
Pembrolizumab 2 mg/kg 1 Q3W 29

Nivolumab (MSI-H)

& mg/m’
Nivolumab 3 mg/kg 1 Q2w 31

Nivolumab (MSI-H)

Nivolumab 240 mg 1 Q2W 30
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Nivolumab + Ipilimumab (MSI-H)

P& mg/m’

Nivolumab 3 mg/kg 1 Q3W 4 33
Ipilimumab 1 mg/kg 1 Q3W

Followed by
Nivolumab 3 mg/kg or 240 mg 1 Q2W

Bolus or Infusional 5SFU/Leucovorin

Roswell Park

7 mg/m’
Leucovorin 500 1,8, 15,22,29, 36 Q8W 17
5-FU 500 1,8, 15,22,29, 36 Q8W

Simplified biweekly infusional 5-FU/LV (sLV5FU2)

& mg/m’

Leucovorin 400 1 Q2w 8
5-FU 400 1 Q2w

5-FU 1200* 1-2 Q2w

Weekly

Leucovorin 20 1 QW 18
5-FU 500 1 QW
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Leucovorin 500 1 QW 19
5-FU 2600* 1 QW

* Continuous infusion for 24 hours

Second-line and other therapy %
FOLFIRI + Ziv-aflibercept

Ziv-aflibercept 4 mg/kg 1 Q2W 14
Irinotecan 180 1 Q2w

Leucovorin 400 1 Q2w

5-FU (optional) 400 1 Q2w

5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours

FOLFIRI + Ramucirumab

Ramucirumab 8 mg/kg 1 Q2W 15
Irinotecan 180 1 Q2W

Leucovorin 400 1 Q2w

5-FU (optional) 400 1 Q2w

5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours
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&K
IROX
Oxaliplatin 85 1 Q3W 20
Irinotecan 200 1 Q3w
Irinotecan

P8 mg/m’
Trinotecan 125 (180) (300-350) 1,8 (1) Q3W (Q2W)(Q3W) 23, 24

Cetuximab + Irinotecan (KRAS/NRAS WT gene only)

7 mg/m’

Cetuximab 500 (400 — 250) 1 Q2W (QW) 12,25
Irinotecan 125 (180) (300-350) 1,8(1) Q3W (Q2W)(Q3W)
Regorafenib

& mg/m’
Regorafenib 160 mg PO 1-21 Q4w 27

7 mg/m’
UFUR 200mg PO BID/TID 1-28 Q4w 31

Bl mg/m’
TS-1 50-75mg PO BID 1-28 Q42D 32

AECH/M
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