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¥
9 Work up Work up 2 37
Rectal Cancer Work Up+ Rectal Cancer Work Up«
o o

Major Dignosis « Major Dignosis

Colonoscopy# ® Colonoscopy

Chest CT and abdominal CT or MRI< ® Tumor makers¢ )

Biopsy< ® Chest and abdominal CT or MRI+

E | . ® Biopsy<

Pathology review« ® Pathology review+

Flexible Sigmoidoscopy + Double contrast o

Barium enema# (Option)+

Pelvic MRI ¢
o
(Option)+
® MMR/MSI test/HER-2/PIK3CA+«
® i Alamar A EE SRR g
(should include POLE/POLD1, RET,
and NTRK)+
Endorectal ultrasound +

Multidisciplinary team evaluation+
Operative risk and anesthetic risk
evaluation +

PET/CT scan before CCRT or  CEA =20«

® RAS/BRAF test+

® MMR/MSI test<

® HER-2/PIK3CA/POLE/POLD1, RET, and
NTRK test+

® 5 Al AR E B R 47 (NGS)e

Pelvic MRI <

Flexible Sigmoidoscopy + Double contrast

Barium enema [ if tumor obstruction)+

Endorectal ultrasound «

PET/CT scan before CCRT or  CEA =20+

Multidisciplinary team ewvaluation«

Operative risk and anesthetic risk
evaluation«
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| NEOADJUVANT THERAPY/ DEFINITIVE IMMUNO THERAPY: | NEOADJUVANT THERAPY/ DEFINITIVE IMMUNO THERAPY«
» Complete responses —
Checkpoint inhibitor » Complete responses ——
immunoctherapy for Re-evaluations :
up to 6 monthse every 2-3 Com Re-evaluations
H:“Ni\fﬁlumﬂb [ 4|_. monthse! l EVEW 2-3 J com
—* ore! monthse o ¢
_* Pembrolizumab ¢ \—¢ Long-course CCRT # hecknoint nhibi
or ¢ Persistent Disease ¢ or ¢ C eckpoint Inhibitor \—¢ Long-course CCRT
. Dostarlimab-gxy« At 6Me Short-course RT immunotherapy for or <
up to & monthse Persistent Disease <_|_"
I At GM Short-course RT<!
Un-Resectables
Y
Un-Resectables
18 | Adjuvant chemotherapy - CAPOEX Adjuvant chemotherapy - i3 37 CAPEOX
Regimen Dosage Route of | Time | Frequency/Duratio Regimen Dosage Route of | Time | Frequency/Duratio
administratio | s n administratio | s n
n n
Capecitabin | 1000mg/ | PO bid D1- 850-1000 PO bid D1-
e m2 14 Capecitabine | mg/m2(NCCN),
14
S 130mg/m | IV o Q3W x 8 cycles 825mg/m2(FDA) Q3W x 8 cycles
P 2 Oxaliplatin | 130mg/m2 v D1
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20 | Neoadjuvant Chemotherapy for Rectal Cancer +/- Radiotherapy | Neoadjuvant Chemotherapy for Rectal Cancer +/- Radiotherapy (TNT):
(TNT): CAPOEX CAPEOX
Regimen Dosage | Route of | Times | Frequency/Dura Regimen Dosage ROUt.e. o.f Ui A e e
- . administrati | s n
administr tion on
oo ZFa’tCI)OI:'d Capecitabin | 8501000 PO bid o1
Capecitabine ! D1-14 mg/m2(NCCN), 3W x3 ovel
mg/m?2 e 14 Q3W x3 cycles
Q3W x3 cycles 825mg/m2(FDA)
Oxaliplatin 130 v D1 Oxaliplatin 130mg/m2 IV D1
mg/m?2
22
Systemic Chemotherapy for Advanced or Metastatic Disease | Systemic Chemotherapy for Advanced or Metastatic Disease
Ist line Ist line
CAPOEX CAPEOX
Route of e vERE DU Regimen Dosage Route of | Time | Frequency/Duratio
Regimen Dosage administra | Times | 0 Y administrati | s n
. ation
tion on__
Capecitabin | 1000 b0 bid D1-14 Capecitabin | 201000 PO bid D1
o mg/m2 QW . mg/m2(NCCN), 14 Q3W
Oxaliplatin | 130 D1 825mg/m2(FDA)
mg/m2 v Oxaliplatin | 130mg/m?2 v D1
23 | Systemic Chemotherapy for Advanced or Metastatic Disease | Systemic Chemotherapy for Advanced or Metastatic Disease
CAPEOX + bevacizumab i3 3v CAPEOX + bevacizumab
Route i Time | Frequency/Duratio Regi D e cif Ti F D i
el SR administratio : i egimen osage administration imes | Frequency/Duration
n Bevacizumab | 7.5 mg/kg | IV D1
Bevacizuma | 7.5 v D1 CAPEOX Q3w
b mg/kg Q3w
CAPOEX
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25 | CAPEOX + panitumumab (KRAS/NRAS/BRAF WT) CAPEQOX + panitumumab (KRAS/NRAS/BRAF WT)
. Route of | _. Frequency . Route of | _. .
Regimen Dosage administration Times J - Regimen Dosage administration Times | Frequency/Duration
. 6 IV over 60| D1 Panitumumab | 6 mg/kg IV over 60 min | D1 Q2w
Panit b . 2W
anitumuma mg/kg | min Q CAPEOX Q3w
CAPOEX Q3w
25 #73# Encorafenib + cetuximab or panitumumab + FOLFIRI or
FOLFOX (BRAF V600E mutation positive)
Route of Frequency/D
Regimen Dosage administ | Times q. i
. uration
ration
Encorafenib | 300mg PO D1-14 Q2w
First dose: 400
Cetuximab mg/m2 'V over 2 D1
Subsequent  doses: | hrs
500 mg/m?2 Q2w
or
Panitumuma IV over
b 6 me/ke 60 min b1
FOLFIRI or FOLFOX?3 D1 Q2w
29 Systemic Chemotherapy for Advanced or Metastatic Disease
2" Jine
#73 Fruquintinib
Route of | _.
Regimen Dosage administrati Tim Frec!uency/D
es uration
on
o D1~
Fruquintinib | 5 mg PO 21 Q4w
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% 2. 4~ ¥ = & (Anatomic stage/prognostic groups)
0 Tis NO MO
| T1 NO MO

T2 NO MO

A T3 NO MO
1B T4a NO MO
IIC T4b NO MO
A T1-T2 N1/Nic MO
T1 N2a MO

T3-T4a N1/Nic MO

B T2-T3 N2a MO
T1-T2 N2b MO

T4a N2a MO

nc T3-T4a N2b MO
T4b N1-N2 MO

IVA Any T Any N M1la
IVB Any T Any N M1b
IVC Any T Any T M1lc
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Rectal Cancer Work Up

Major Dignosis

® Colonoscopy

® Tumor makers

® Chest and abdominal CT or MRI

® Biopsy

® Pathology review

(Option)

® RAS/BRAF test

® MMR/MSI test

® HER-2/PIK3CA/POLE/POLD1, RET, and
NTRK test

® A LA A FIE P ke R4 17(NGS)

® Pelvic MRI

® Flexible Sigmoidoscopy + Double contrast
Barium enema ( if tumor obstruction)

® Endorectal ultrasound

® PET/CT scan before CCRT or CEA >20

® Multidisciplinary team evaluation

® Operative risk and anesthetic risk
evaluation

R R dp bl

A 4
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!

M1 and/or

A 4

Unresectable primary

cT1, NO, MO > A
\ 4
cT1~2, NO, MO
» cT3 NO MO, low-risk » Transabdominal radical resection » B
upper rectal tumors
> pMMR/MSS » Clorc2
cT1-2, N(+)
cT3~4, N any
or dMMR/MSI-H
Locally Unresectable or or
medically Inoperable » POLE/POLD1 mutation with » D
ultrahypermutated phenotype
[eg, TMB high]
» pMMR/MSS » E
dMMR/MSI-H
| or .
"| POLE/POLD1 mutation with ultrahypermutated » F

phenotype [eg, TMB high]
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‘E:’Chung Shan Medical University Hospital
PATHOLOGIC FINDINGS

‘ ADJUVANT TREATMENT (UPTO 6 MO TOTAL PERIOPERATIVE TREATMENT)

pT1, cNO without
high-risk features

F/U

pT1-2, NO, MO /

pT1, cNO with
high-risk features
or

pT2, NX

Long-course CCRT = Adjuvant C/T
Transabdominal Resection » pT3, NO, MO or & J /
(preferred) » Adjuvant C/T > Long-course CCRT
pT4ANOMO or
pT1-4, N1-2 C/T alone (pT1~3, N1)
Observation I e F/U
» No residual tumor > or "
Adjuvant or Maintain C/T
»  CCRT* .
Observation
»  Residual tumor » Transabdominal resection » or
Cc/T

— pT1-2,NO,MO

A 4

—» pT3,NO,MO

pT4,NO,MO
pT1-4, N1-2, MO

A 4

Observation

or

Long-course CCRT = Adjuvant C/T**

or

Adjuvant C/T = Long-course CCRT

or

Adjuvant C/T along v
F/U

Long-course CCRT = Adjuvant C/T 4

or

Adjuvant C/T - Long-course CCRT

Adjuvant C/T along (pT1-3,N1 only)

10

High-risk features
1. Positive margins
2. Lymphovascular or perineural invasion
3. Poorly differentiated
4. SM3 invasion.

* CCRT:

Radiotherapy+ Capecitabine or UFUR

** Adjuvant C/T(Chemotherapy): FOLFOX or

CAPEOX

@ If PIK3CA mutation, add aspirin 100-162 mg PO
daily for 3 years
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| CLINICAL STAGE \ TOTAL NEOADJUVANT THERAPY (TNT) PRIMARY TREATMENT
Clinical complete
> P » F/U |e
c1 response
~ (I;(:ng—course CCRT | C/T(12-16 weeks) v
g "| consider FOLFIRINOX ‘
Short-course RT Resectable » Surgery
. Tumor
Re-Staging
A
pMMR/MSS
cT1-2, N(+) Un-Resectable
or
Long-course CCRT v
cT3~4, N any C/T (12-16 weeks) i
’ > Th
or L ™1 Consider FOLFIRINOX or Systemic Therapy
Short-course RT
Locally Unresectable
or
medically inoperable .
—» Regression >20% » Surgery » F/U

A 4

C/T (12-16 wk)

for non-T4 disease eligible

for sphincter-sparing surgery

—» Re-Staging

A

Ly

11

Regression < 20% >

Long-course CCRT
or
Short-course RT

CCRT: Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

C/T(Chemotherapy) : FOLFOX or CAPEOX or TegaFOX
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CLINICAL STAGE PERIOPERATIVE THERAPY | PRIMARY TREATMENT
C2
Long or Short course CCRT
or
» Long or Short course RT
+ Neoadjuvant chemotherapy
pMMR/MSS 3-4 mo

cT1-2, N(+) or cT3~4, N any
or

For sphincter-sparing surgery
or

Locally unresectable

y

Re-Staging

A 4

Resectable Tumor |— Radical surgery

A 4

Complete response

> Adjuvant C/T

CCRT: Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

C/T(Chemotherapy) : FOLFOX or CAPEOX or TegaFOX

12

A 4

Un-Resectable Tumor

F/U

A

Systemic C/T




Consider FOLFIRINOX

CCRT: Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

C/T(Chemotherapv) : FOLFOX or CAPEOX or TegaFOX

13
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CLINICAL STAGE ‘ TREATMENT
NEOADJUVANT THERAPY/ DEFINITIVE IMMUNO THERAPY
D »i
» Complete response > F/U |«
Re-evaluation ’—f .
Adjuvant C/T
every 2—-3 |
» Complete response
months
dMMR/MSI-H e e
o e o — pr e
POLE/POLDI ™ up to 6 months Persistent Disease | [ ] °F L Surgery > F/U
mutation with ultra- At 6M Short-course RT
hypermutated
phenotype v
[eg. TMB high] Un-Resectable » Systemic Therapy
cT1-2, N(+)
or
cT3~4, N any TOTAL NEOADJUVANT THERAPY (TNT)
or
Locally » Resectable Tumor » Surgery
unresectable
Long-course CCRT > Re-Staging
» or v
Short-course RT ‘ C/T (12-16 weeks) »| Complete response » F/U

A 4

Un-Resectable

A 4

Systemic Therapy
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CLINICAL STAGE

FINDINGS

TREATMENT

Y

No obstruction

pPMMR/MSS
Suspected
or
proven metastatic
synchronous
adenocarcinoma
(T any, N any, M1)

Synchronous resectable
Liver/Lung Metastases

Synchronous
Peritoneal Metastases

A 4

Pending obstruction or
obstruction
- Diverting stoma
or
Stent
(for upper rectal only)
or
Resection first

Synchronous
Unresectable metastases

\ 4

Systemic chemotherapy

t local radiotherapy

A 4

Re-evaluation
every 2—-3 months

Resectable Tumor

A 4

Stage or synchronous
resection

A 4

Systemic chemotherapy
(6 mo)

» F/U

—»

Systemic chemotherapy

\ 4

Surgery if possible

14
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CLINICAL STAGE \ FINDING | NEOADJUVANT TREATMENT
F Checkpoint inhibit immunotherapy
(preferred)
or

A 4

No obstruction

Synchronous resectable
Liver/Lung Metastases

[

t local radiotherapy

dMMR/MSI-H or
POLE/POLD1 mutation with
ultra-hypermutated
phenotype [eg, TMB high]
Suspected
or
proven metastatic
synchronous
adenocarcinoma
(T any, N any, M1)

l—l

every 2—3 months

Re-evaluation

Resectable tumor

Synchronous
Peritoneal Metastases

or

\ 4

or

Pending obstruction or
obstruction
-> Diverting stoma

Stent
(for upper rectal only)

Resection first

v

Stage or synchronous
resection

A 4

Complete response

Synchronous
Unresectable metastases

15

\ 4

Continue Checkpoint
inhibitor immunotherapy
or

Systemic C/T

* RT

F/U

A

y

Surgery if possible
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Follow Up

1. REABEASEREEIME2)E 3 EA—REE 2 FREE 6 BR—REES F.

2. CEAB3ERBRRA—REE2F WRET2LULE6EREFES F.
3. Chest/abdominal /pelvic CT & 3~6 EF—R - #H#H& 5 F
4
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& 1 FAM—RABE, MRAEZR 1 FABM—R, HENRLEHREBRAE 2-3 FH—RABE.
5. MR ERBEBMRLEMLBMARE RTE 3 £ 6 BEAM—RABFENEBRN MECEEHILRTIES
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I ~ i“Bisg R (Principles of chemotherapy)
Adjuvant Chemotherapy

Uracil-Tegafur (UFUR)

Regimen Dosage Route of administration Times Frequency/Duration
- % & i
Uracil-Tegafur 300-600 mg/m2* PO in 2-3 divided doses D1-28 34;"{; g 24 cycles (i ik -4

1. Sulkes A, et al. Uracil-ftorafur: an oral fluoropyrimidine active in colorectal cancer. J Clin Oncol. Oct 1998;16(10):3461-3475.

2. Hochster HS et al. Phase Il study of uracil-tegafur with leucovorin in elderly (> 75 years old) patients with colorectal cancer: ECOG 1299. J Clin Oncol 2007; 25:5397.

3. Hsu TC, et al. Uracil-Tegafur and Leucovorin is an Effective Alternative Adjuvant Chemotherapy for the Patients with Colorectal Cancer—Extend Period of Treatment Might Prolong
Patient’s Survival. ) Gastro Hepato. 2024; V10(7): 1-6

4. Sadahiro, S. et al. Randomized phase Ill trial of treatment duration for oral uracil and tegafur plus leucovorin as adjuvant chemotherapy for patients with stage 11B/Ill colon cancer: final
results of JFIMC33-0502. Annals of Oncology, Volume 26, Issue 11, 2274 — 2280, 2015

Capecitabine
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 1250 mg/m2/day bid po po D1-D14 Q3Ws x8 cycles
1. Twelves C, et al. Capecitabine as adjuvant treatment for stage Ill colon cancer. N Engl J Med 2005;352:2696-2704
mFOLFOX6
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 \%
Leucovorin 400 mg/m?2 v D1
2W x 12 cycl
S5FU 400mg/m? IV Bolus Q2Wx 12 cycles
5FU 2400 mg/m2 IV over 46-48 hrs D1-2

1. de Gramont A, et al. Oxaliplatin/5FU/LV in adjuvant colon cancer: updated efficacy results of the MOSAIC trial, including survival, with a medium follow-up of six years. 2007 ASCO
annual meeting. Abstract 4007
2. Tournigand, C et al. FOLFIRI followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer: A randomized GERCOR study. J Clin Oncol 2004; 22:229

17
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mFOLFOX6 (no bolus)
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Leucovorin 400 mg/m?2 v D1 Q2W x 12 cycles
5-FU 2400 -2600 mg/m2 IV over 46-48 hrs

1. Areepium N, et al. The Impact of Omitting 5-FU Bolus From mFOLFOX6 Chemotherapy Regimen on Hematological Adverse Events Among Patients With Metastatic Colorectal Cancer,
World J Oncol. 2023;14(5):392-400

2. Peng C, et al. Omission of 5-Fluorouracil Bolus From Multidrug Regimens for Advanced Gastrointestinal Cancers: A Multicenter Cohort Study, Journal of the National Comprehensive
Cancer Network (JNCCN), Vol. 22, Issue 8, Oct 2024

CAPEOX
Regimen Dosage Route of administration Times Frequency/Duration
C itabi 850-1000 2(NCCN), 825 2(FDA PO bid D1-14
apeju a. ne mg/m2( ) mg/m2( ) : Q3W x 8 cycles
Oxaliplatin 130mg/m?2 v D1

Schmoll HJ et al. Phase Ill trial of capecitabine plus oxaliplatin as adjuvant therapy for stage Il colon cancer: a planned safety analysis in 1,864 patients. J Clin Oncol. 2007 Jan 1;25(1):102-
9.

TEGAFOX
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 \% D1
Uraul—Tegafur 300 mg/m2 PO divided to 2-3 doses D1-14 Q2W x 12 cycles
Leucovorin 45-90 mg /m2

1. Kosugi, C. et al. et al. Randomized phase Il study of tegafur—uracil/leucovorin versus tegafur—uracil/leucovorin plus oxaliplatin after curative resection of high-risk stage II/l colorectal
cancer (SOAC-1101 trial). Int J Colorectal Dis 36, 1739-1749 (2021).

18
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Neoadjuvant Chemotherapy for Rectal Cancer +/- Radiotherapy (TNT)
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Capecitabine
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 1250 mg/m?2 PO bid D1-D14 Q3Ws x 2-3 Cycles

Krishnan S et al. Phase Il study of capecitabine (Xeloda) and concurrent boost radiotherapy in patients with locally advanced rectal cancer. Int J Radiat Oncol Bio Phy 2006; 66:762.

Uracil-tegafur (UFT)

Regimen

Dosage

Route of administration

Times

Frequency/Duration

Uracil-Tegafur

300-600 mg/m2

PO in 2-3 divided doses

D1-28

Q4W x3 Cycle

C. H. Hsieh et al. Adjuvant CCRT for locally advanced rectal cancer: Uracil-tegafur? Or intravenous fluorouracil? J Clin Oncol 2006 ASCO Annual Meeting Proceedings; 24: 13584

mFOLFOX6
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Leucovorin 400 mg/m?2 v D1
S5FU 400 mg/m? IV Bolus Q2Wx 6 cycles
5FU 2400 mg/m2 IV for 46-48 hrs D1-2

mFOLFOX6 (no bolus)
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
5-FU 2400 -2600 mg/m2 IV for 46-48 hrs D1 Q2W x 6 cycles
Leucovorin 400 mg/m?2 \%

1. Morton D, et al. FOXTROT Collaborative Group. Preoperative Chemotherapy for Operable Colon Cancer: Mature Results of an International Randomized Controlled Trial. J Clin Oncol.

2023 Mar 10;41(8):1541-1552.

2. van den Berg K, et al. Neoadjuvant chemotherapy in locally advanced colon cancer: A systematic review with proportional meta-analysis. Eur J Surg Oncol. 2025 Mar;51(3):109560.
3. PengC, et al. Omission of 5-Fluorouracil Bolus From Multidrug Regimens for Advanced Gastrointestinal Cancers: A Multicenter Cohort Study, Journal of the National Comprehensive
Cancer Network (JNCCN), Vol. 22, Issue 8, Oct 2024
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CAPEOX
Regimen Dosage Route of administration Times Frequency/Duration
itabi -1 2(NCCN), 82 2(FDA PO bi D1-14
Cape'uta?lne 850-1000 mg/m2(NCCN), 825mg/m2(FDA) O bid Q3W x3 cycles
Oxaliplatin 130 mg/m2 v D1

1. AndreT, et al. Oxaliplatin, fluorouracil, and leucovorin as adjuvant treatment for colon cancer. N Engl J Med 2004;350:2343-2351.

2. Cheeseman SL, 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. LiuF, et al CapeOX perioperative chemotherapy versus postoperative chemotherapy for locally advanced resectable colon cancer: protocol for a two-period randomised controlled
phase Il trial BMJ Open 2019;9:e017637

TEGAFOX
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 vV D1
Leucovorin 90 mg/m2 . Q2W x 6-8 cycles
PO divided to 2-3d D1-14
Uracil-Tegafur 300 mg/m2 videato ose

Chun-Kai Liao et al. Tegafur—Uracil/Leucovorin Plus Oxaliplatin (TEGAFOX) as Consolidation Regimen after Short-Course Radiotherapy Is Effective for Locally Advanced Rectal Cancer. J. Clin.
Med. 2022, 11, 2920.
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Ist line
FOLFIRI!?
Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 IV v
Leucovorin 400 mg/m?2 v D1 QW
5-FU Bolus 400 mg/m? IV Bolus
5-FU 2400 mg/m2 IV over 46-48 hrs IV over 46-48 hrs D1-2
FOLFIRI (no bolus)?
Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 IV vV D1
Leucovorin 400 mg/m?2 v Q2w
5-FU 2400-2600 mg/m2 IV over 46-48 hrs IV over 46-48 hrs D1-2

1. AndreT, 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;35:1343-1347.

2. Fuchs CS, et al. Randomized, controlled trial of irinotecan plus infusional, bolus, or oral fluoropyrimidines in first-line treatment of metastatic colorectal cancer: results from the BICC-C
Study. J Clin Oncol 2007;25:4779-4786.

3. PengC, et al. Omission of 5-Fluorouracil Bolus From Multidrug Regimens for Advanced Gastrointestinal Cancers: A Multicenter Cohort Study, Journal of the National Comprehensive
Cancer Network (JNCCN), Vol. 22, Issue 8, Oct 2024

mFOLFOX6!*?
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Leucovorin 400 mg/m?2 v D1 Q2w
5FU 400 mg/m? IV Bolus
5FU 2400 mg/m2 IV over 46-48 hrs D1-2
mFOLFOX6 (no bolus)?
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m2 IV \%
Leucovorin 400 mg/m?2 IV over v D1 Q2w
5-FU 2400 -2600 mg/m2 IV over 46 hrs IV over 46-48 hrs

1. deGramont A, et al. Leucovorin and Fluorouracil With or Without Oxaliplatin as First-Line Treatment in Advanced Colorectal Cancer. J Clon Oncol 2000;18:2938-2947
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2. Fuchs CS et al. Randomized, controlled trial of irinotecan plus infusional, bolus, or oral fluoropymidines in first-line treatment of metastatic colorectal cancer: results from the BICC-C

3. PengC, et al. Omission of 5-Fluorouracil Bolus From Multidrug Regimens for Advanced Gastrointestinal Cancers: A Multicenter Cohort Study, Journal of the National Comprehensive
Cancer Network (JNCCN), Vol. 22, Issue 8, Oct 2024

CAPEOX
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 850-1000 mg/m2(NCCN), 825mg/m2(FDA) PO bid D1-14 Q3w
Oxaliplatin 130 mg/m2 v D1

Saltz LB, et al. Bevacizumab in combination with oxaliplatin- based chemotherapy as first-line therapy in metastatic colorectal cancer: a randomized phase Il study. J Clin Oncol

2008;26:2013-2019.

Modified FOLFIRINOX
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Irinotecan 150 mg/m2 IV 30-90min D1 QW
Leucovorin 400 mg/m?2 v
5-FU 2400 mg/m2 IV for 46-48 hrs D1-2

1. Cremolini C, et al. FOLFOXIRI plus bevacizumab versus FOLFIRI plus bevacizumab as first-line treatment of patients with metastatic colorectal cancer: updated overall survival and
molecular subgroup analyses of the open-label, phase 3 TRIBE study. Lancet Oncol. 2015 Oct;16(13):1306-15.
2. Conroy T, et al. Neoadjuvant chemotherapy with FOLFIRINOX and preoperative chemoradiotherapy for patients with locally advanced rectal cancer (UNICANCER-PRODIGE 23): a
multicentre, randomised, open-label, phase 3 trial. Lancet Oncol 2021;22:702-715
3. Bennouna J, et al. Rationale and design of the IROCAS study: multicenter, international, randomized phase 3 trial comparing adjuvant modified (m) FOLFIRINOX to mFOLFOX6 in
patients with high-risk stage Ill (pT4 and/or N2) colon cancer-A UNICANCER GI-PRODIGE Trial. Clin Colorectal Cancer 2019;18:e69-e73.

FOLFIRI + bevacizumab
Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 5 mg/kg \%
FOLFIRI b1 QzW

Heinemann V, et al. FOLFIRI plus bevacizumab as first-line treatment for patients with metastatic colorectal cancer (FIRE-3): a randomized, open-label, phase 3 trial. Lancet Oncol

2014;15:1065-1075.
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FOLFOX + bevacizumab
Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 5 mg/kg v
FOLFOX b1 Q2w

Emmanouilides C, et al. Front-line bevacizumab in combination with oxaliplatin, leucovorin and 5-fluorouracil (FOLFOX) in patients withmetastatic colorectal cancer: a multicenter phase Il study.
BMC Cancer 2007;7:91.

CAPEOX + bevacizumab
Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 7.5 mg/kg v
CAPEOX b1 QW

Saltz LB, et al. Bevacizumab in combination with oxaliplatin- based chemotherapy as first-line therapy in metastatic colorectal cancer: a randomized phase Il study. J Clin Oncol
2008;26:2013-2019.

FOLFIRINOX + bevacizumab

Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 5 mg/kg v
FOLFIRINOX b1 Q2w

Cremolini C, et al. FOLFOXIRI plus bevacizumab versus FOLFIRI plus bevacizumab as first-line treatment of patients with metastatic colorectal cancer: updated overall survival and
molecular subgroup analyses of the open-label, phase 3 TRIBE study. Lancet Oncol 2015;16:1306- 1315.

FOLFIRI + cetuximab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
. First dose: 400 mg/m2
Cet b v 2h
etuxima Subsequent doses: 500 mg/m?2 over £hrs D1 Q2w
FOLFIRI

Cunningham D, et al. Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal cancer. N Engl J Med 2004;351:337-345.
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FOLFOX + cetuximab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
. First dose: 400 mg/m2
Cet b v 2h
etxima Subsequent doses: 500 mg/m?2 over shrs D1 Q2w
FOLFOX

Venook AP, et al. Effect of first-line chemotherapy combined with cetuximab or bevacizumab on overall survival in patients with KRAS wild- type advanced or metastatic colorectal cancer:
A randomized clinical trial. JAMA 2017;317:2392-2401.

CAPEOX + cetuximab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration

Cetuximab First dose: 400 mg/m2 IV over 2hrs Q2w

Subsequent doses: 500 mg/m?2 D1

CAPEOX Q3w

1. lwamoto S, et al. Efficacy of CapeOX plus cetuximab treatment as a first-line therapy for patients with extended RAS/BRAF/PIK3CA wild-type advanced or metastatic colorectal cancer. J
Cancer 2018;9:4092-4098

2. Bridgewater JA, et al. Systemic chemotherapy with or without cetuximab in patients with resectable colorectal liver metastasis (New EPOC): long-term results of a multicentre,
randomised, controlled, phase 3 trial. Lancet Oncol 2020;21:398-411.

FOLFIRI + panitumumab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
Panitumumab 6 mg/kg IV over 60 min
FOLFIRI b1 Q2w

Peeters M, et al. Randomized phase Ill study of panitumumab with fluorouracil, leucovorin, and irinotecan (FOLFIRI) compared with FOLFIRI alone as second-line treatment in patients
with metastatic colorectal cancer. J Clin Oncol 2010;28:4706-4713.

FOLFOX + panitumumab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
Panitumumab 6 mg/kg IV over 60 min
FOLFOX b1 Q2W

Douillard JY, et al. Randomized, phase Ill trial of panitumumab with infusional fluorouracil, leucovorin, and oxaliplatin (FOLFOX4) versus FOLFOX4 alone as first-line treatment in patients
with previously untreated metastatic colorectal cancer: the PRIME study. J Clin Oncol 2010;28:4697-4705.
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CAPEQOX + panitumumab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
Panitumumab 6 mg/kg IV over 60 min b1 Q2w
CAPEOX Q3w

1. Iwamoto S, et al. Efficacy of CapeOX plus cetuximab treatment as a first-line therapy for patients with extended RAS/BRAF/PIK3CA wild-type advanced or metastatic colorectal cancer. J
Cancer 2018;9:4092-4098

2. Bridgewater JA, et al. Systemic chemotherapy with or without cetuximab in patients with resectable colorectal liver metastasis (New EPOC): long-term results of a multicentre,
randomised, controlled, phase 3 trial. Lancet Oncol 2020;21:398-411.

Encorafenib + cetuximab or panitumumab £ FOLFIRI or FOLFOX (BRAF V600E mutation positive)

Regimen Dosage Route of administration Times Frequency/Duration

Encorafenib 300mg PO D1-14 Q2w

First dose: 400 mg/m2

Cetuximab v 2h D1
etxima Subsequent doses: 500 mg/m?2 over£nrs
Q2w
or
Panitumumab ‘ 6 mg/kg IV over 60 min D1
FOLFIRI or FOLFOX?3 D1 Q2w

1. Van Cutsem E, et al. Binimetinib, encorafenib, and cetuximab triplet therapy for patients with BRAF V600E-mutant metastatic colorectal cancer: Safety lead-in results from the phase IlI
BEACON Colorectal Cancer Study. J Clin Oncol 2019;37:1460- 1469.

2. Kopetz S, et al. Encorafenib, Binimetinib, and Cetuximab in BRAF V600E-Mutated Colorectal Cancer. N Engl J Med. 2019;381:1632-1643.

3. Kopetz S, et al. Quality of life with encorafenib plus cetuximab with or without binimetinib treatment in patients with BRAF V600E-mutant metastatic colorectal cancer: patient-reported
outcomes from BEACON CRC. ESMO Open 2022;7:100477.

4. Tabernero, J. et al. Encorafenib + cetuximab (EC) + FOLFIRI for BRAF V600E-mutant metastatic colorectal cancer (mCRC): Updated results from the BREAKWATER safety lead-in (SLI). Annals
of Oncology, Volume 35, S435 - S436

5. KopetzS, et al. Encorafenib, cetuximab and chemotherapy in BRAF-mutant colorectal cancer: a randomized phase 3 trial. Nat Med 2025.
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Capecitabine
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 850-1250 mg/m?2 PO bid D1-14 Q3w

Van Cutsem, E et al. Oral capecitabine compared with intravenous fluorouracil plus leucovorin in patients with metastatic colorectal cancer: Results of a large phase Il study. J Clin Oncol
2001; 19:4097.

Capecitabine + bevacizumab

Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 850-1250 mg/m?2 PO bid D1-14 Q3W
Bevacizumab 7.5 mg/kg v D1

Cunningham D, et al. Bevacizumab plus capecitabine versus capecitabine alone in elderly patients with previously untreated metastatic colorectal cancer (AVEX): an open-label,
randomised phase 3 trial. Lancet Oncol 2013;14:1077-1085.

Irinotecan
Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 IV over 30-90min D1 Q2w

Cunningham D, et al. Randomised trial of irinotecan plus supportive care versus supportive care alone after fluorouracil failure for patients with metastatic colorectal cancer. The Lancet
1998;352:1413-1418.

Irinotecan+ bevacizumab

Regimen Dosage Route of administration Times Frequency/Duration
Irmote.!can 180 mg/m2 IV over 30-90min D1 QW
Bevacizumab 5 mg/kg \%

Yildiz R, et al. Bevacizumab plusirinotecan-based therapy in metastatic colorectal cancer patients previously treated with oxaliplatin-based regimens. Cancer Invest 2010;28:33-37.
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Irinotecan+ cetuximab or panitumumab (KRAS/NRAS/BRAF WT only)
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Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 IV v D1 Q2w
Cetuximab First dose: 400 mg/m2 IV over 2 hrs D1
Subsequent doses: 500 mg/m?2
Q2w
or
Panitumumab ‘ 6 mg/kg IV over 60 min D1

1. Martin-Martorell P, et al. Biweekly cetuximab and irinotecan in advanced colorectal cancer patients progressing after at least one previous line of chemotherapy: results of a phase Il
single institution trial. Br J Cancer 2008;99:455-458.
2. Peeters M, et al. Randomized phase IlI study of panitumumab with fluorouracil, leucovorin, and irinotecan (FOLFIRI) compared with FOLFIRI alone as second-line treatment in patients
with metastatic colorectal cancer. J Clin Oncol 2010;28:4706-4713.
3. Andre T, et al. Panitumumab combined with irinotecan for patients with KRAS wild-type metastatic colorectal cancer refractory to standard chemotherapy: a GERCOR efficacy,
tolerance, and translational molecular study. Ann Oncol 2013;24:412-419.

FOLFIRI+ ramucirumab
Regimen Dosage Route of administration Times Frequency/Duration
Ramucirumab 8 mg/kg IV over 60 min
FOLFIRI b1 Q2w

Tabernero J, et al. Ramucirumab versus placebo in combination with second-line FOLFIRI in patients with metastatic colorectal carcinoma that progressed during or after first-line therapy
with bevacizumab, oxaliplatin, and a fluoropyrimidine (RAISE): a randomized, double-blind, multicentre, phase 3 study. Lancet Oncol 2015;16:499-508.

Irinotecan+ ramucirumab

Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 v

D1 2W
Ramucirumab 8 mg/kg IV over 60 min Q

Tabernero J, et al. Ramucirumab versus placebo in combination with second-line FOLFIRI in patients with metastatic colorectal carcinoma that progressed during or after first-line therapy
with bevacizumab, oxaliplatin, and a fluoropyrimidine (RAISE): a randomized, double-blind, multicentre, phase 3 study. Lancet Oncol 2015;16:499-508.

Cetuximab (KRAS/NRAS/BRAF WT only)

Regimen

Dosage

Route of administration

Times Frequency/Duration

Cetuximab

500mg/m?2

IV over 2 hrs

D1 Q2w

Martin-Martorell P, et al. Biweekly cetuximab and irinotecan in advanced colorectal cancer patients progressing after at least one previous line of chemotherapy: results of a phase II
single institution trial. Br J Cancer 2008;99:455-458.
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Panitumumab (KRAS/NRAS/BRAF WT only)

Regimen Dosage Route of administration Times Frequency/Duration

Panitumumab 6 mg/kg IV over 60min D1 Q2w

Van Cutsem E, et al. Open-label phase Ill trial of panitumumab plus best supportive care compared with best supportive care alone in patients with chemotherapy-refractory metastatic
colorectal cancer. J Clin Oncol 2007;25:1658-1664.

Regorafenib £ FOLFIRI or FOLFOX

Regimen Dosage Route of administration Times Frequency/Duration
Regorafenib? 160 mg PO daily D1-21 Q4w
FOLFIRI or FOLFOX?3 Q2w

1. Grothey A, et al. Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial.
Lancet 2013;381:303- 312.

2. Schultheis B, et al. Regorafenib in combination with FOLFOX or FOLFIRI as first- or second-line treatment of colorectal cancer: results of a multicenter, phase Ib study. Ann Oncol. 2013
Jun;24(6)

3. Sanoff HK, et al. Multicenter, randomized, double-blind phase 2 trial of FOLFIRI with regorafenib or placebo as second-line therapy for metastatic colorectal cancer. Cancer. 2018 Aug
1;124(15):3118-3126.

Encorafenib + cetuximab or panitumumab £ FOLFIRI or FOLFOX (BRAF V600E mutation positive)

Regimen Dosage Route of administration Times Frequency/Duration

Encorafenib 300mg PO D1-14 Q2w

First dose: 400 mg/m2

Cetuximab v 2h D1
etuxima Subsequent doses: 500 mg/m?2 over2nrs
Q2w
or
Panitumumab ‘ 6 mg/kg IV over 60 min D1
FOLFIRI or FOLFOX?3 D1 Q2w

6. Van Cutsem E, et al. Binimetinib, encorafenib, and cetuximab triplet therapy for patients with BRAF V600E-mutant metastatic colorectal cancer: Safety lead-in results from the phase llI
BEACON Colorectal Cancer Study. J Clin Oncol 2019;37:1460- 1469.

7. KopetzS, et al. Encorafenib, Binimetinib, and Cetuximab in BRAF V600E-Mutated Colorectal Cancer. N Engl J Med. 2019;381:1632-1643.

8. KopetzS, et al. Quality of life with encorafenib plus cetuximab with or without binimetinib treatment in patients with BRAF V600E-mutant metastatic colorectal cancer: patient-reported
outcomes from BEACON CRC. ESMO Open 2022;7:100477.

9. Tabernero, J. et al. Encorafenib + cetuximab (EC) + FOLFIRI for BRAF V600E-mutant metastatic colorectal cancer (mCRC): Updated results from the BREAKWATER safety lead-in (SLI). Annals
of Oncology, Volume 35, S435 - S436

10. Kopetz S, et al. Encorafenib, cetuximab and chemotherapy in BRAF-mutant colorectal cancer: a randomized phase 3 trial. Nat Med 2025.
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Sotorasib + cetuximab or panitumumab £+ FOLFIRI or FOLFOX (KRAS G12C mutation positive)

Regimen Dosage Route of administration Times Frequency/Duration
Sotorasib 960 mg PO PO D1 Q2w
Cetuximab First dose: 400 mg/m2 IV over 2 hrs D1
Subsequent doses: 500 mg/m?2
Q2w
or
Panitumumab ‘ 6 mg/kg IV over 60 min D1
+/- FOLFIRI? or FOLFOX D1 Q2w

1. Kuboki, et al. Sotorasib in combination with panitumumab in refractory KRAS G12C-mutated colorectal cancer: Safety and efficacy for phase Ib full expansion cohort. Ann
Oncol 2022;33:5136-5196.

2. David S. Hong et al. Sotorasib (Soto) plus panitumumab (Pmab) and FOLFIRI for previously treated KRAS G12C-mutated metastatic colorectal cancer (mCRC): CodeBreaK 101
phase 1b safety and efficacy.. J Clin Oncol 41, 3513-3513(2023).

Fruquintinib
Regimen Dosage Route of administration Times Frequency/Duration
Fruquintinib 5mg PO D1~21 Q4w

1. Dasari A, et al. Fruquintinib versus placebo in patients with refractory metastatic colorectal cancer (FRESCO-2): an international, multicentre, randomised, double-blind, phase 3 study.
Lancet 2023;402:41-53.

2. LiJ, QinS, et al. Effect of Fruquintinib vs Placebo on Overall Survival in Patients With Previously Treated Metastatic Colorectal Cancer: The FRESCO Randomized Clinical Trial. JAMA
2018;319:2486-2496.

Trifluridine + tipiracil (Lonsurf, TAS-102) + bevacizumab

Regimen Dosage Route of administration Times Frequency/Duration
D1-5

Trifluridine + tipiracil 35 mg/m2 -80mg/m2 po twice daily PO bid D812 Qaw

Bevacizumab 5 mg/kg \% D1 Q2w

1. Mayer RJ, et al. Randomized Trial of TAS-102 for Refractory Metastatic Colorectal Cancer (RECOURSE). N Engl J Med 2015;372:1909-19.
2. Rais T, et al. Innovations in colorectal cancer treatment: trifluridine and tipiracil with bevacizumab for improved outcomes - a review. Front Oncol. 2024 Jul 12;14:1296765
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Trastuzumab + pertuzumab (HER2-amplified and RAS and BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration

First dose: 8 mg/kg
Subsequent doses: 6 mg/kg
First dose: 840 mg
Subsequent doses: 420 mg

Trastuzumab
v D1 Q3w

Pertuzumab

Meric-Bernstam F, et al. Pertuzumab plus trastuzumab for HER2-amplified metastatic colorectal cancer (MyPathway): an updated report from a multicentre, open-label, phase 2a, multiple
basket study. Lancet Oncol 2019;20:518-530.

Trastuzumab+ lapatinib (HER2-amplified and RAS WT)

Regimen Dosage Route of administration Times Frequency/Duration

First dose: 8 mg/kg WV b1
Subsequent doses: 6 mg/kg Q3w
Lapatinib 1000mg PO Daily

Trastuzumab

Sartore-Bianchi A, et al. Dual-targeted therapy with trastuzumab and lapatinib in treatment-refractory, KRAS codon 12/13 wild-type, HER2-positive metastatic colorectal cancer
(HERACLES): a proof-of-concept, multicentre, open-label, phase 2 trial. Lancet Oncol 2016;17:738-746.
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Regimen Dosage Route of administration Times

Frequency/Duration

Uracil-Tegafur 300-600 mg/m2* PO in 2-3 divided doses D1-28

Q4w

*{<HE UFUR {HEERA
Koizumi W, et al. Phase Il study of S-1 plus leucovorin in patients with metastatic colorectal cancer. Ann Oncol. 2010 Apr;21(4):766-771

Capecitabine
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 500-625 mg/m2 or 1000-1500mg PO bid D1-28 Q4w

1. Romiti A, et al. Continuous, low-dose capecitabine for patients with recurrent colorectal cancer. Med Oncol. 2015 Mar;32(3):54

2. HeY, et al. Low-dose capecitabine adjuvant chemotherapy in elderly stage II/Ill colorectal cancer patients (LC-ACEC): study protocol for a randomized controlled trial. Trials. 2015 May

29;16:238

3. ShiM, et al. A study of capecitabine metronomic chemotherapy is non-inferior to conventional chemotherapy as maintenance strategy in responders after induction therapy in metastatic

colorectal cancer. Trials. 2020 Mar 6;21(1):249.

4. Wu J, et al. Capecitabine metronomic chemotherapy for metastatic colorectal cancer patients reaching NED: A protocol for a prospective, randomized, controlled trial. PLoS One. 2025

Apr 21;20(4)
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Pembrolizumab (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [eg, TMB high])

Regimen Dosage Route of administration Times Frequency/Duration
2 mg/kg Q3w
Pembrolizumab 200 mg v D1 Q3w
400 mg Qew

Le DT, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med 2015;372:2509-2520.

Nivolumab (dMMR/MSI-H or POLE/POLDI1 mutation with ultra-hypermutated phenotype [eg, TMB high])

Regimen Dosage Route of administration Times Frequency/Duration
3 mg/kg IV Q2w

Nivolumab 240 mg v D1 Q2w
480 mg Q4w

Overman MJ, et al. Nivolumab in patients with metastatic DNA mismatch repair deficient/microsatellite instability-high colorectal cancer (CheckMate 142): results of an open-label,

multicentre, phase 2 study. Lancet Oncol 2017;18:1182-1191.

Nivolumab + lipilimumab ({MMR/MSI-H or POLE/POLDI1 mutation with ultra-hypermutated phenotype [eg, TMB high,

)

Regimen Dosage Route of administration Times Frequency/Duration
Nl'v'olumab 3 mg/kg " b1 Q3W x4
Ipilimumab 1 mg/kg
Followed by
3 mg/kg IV Q2w
Nivolumab 240 mg v D1 Q2w
480 mg Q4w

Overman MJ, et al. Durable clinical benefit with nivolumab plus ipilimumab in DNA mismatch repair—deficient/microsatellite instability—high metastatic colorectal cancer. J Clin Oncol 2018;36:773-

779.
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NN ? ﬁ? 5
Categories of Evidence and Consensus :
Category 1: There is uniform NCCN consensus, based on high-level evidence, that the recommendation is appropriate.

Category 2A: There is uniform NCCN consensus, based on lower- level evidence including clinical experience, that the recommendationis appropriate.

Category 2B: There is nonuniform NCCN consensus (but no major disagreement), based on lower-level evidence including clinical experience, that the

recommendation is appropriate.
Category 3: There is major NCCN disagreement that the recommendation is appropriate.

All recommendations are category 2A unless otherwise noted.
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