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12 ] WORKUP | WORKUP
Bl: ABGHE( & R ) Bl: KMk (f i)
Colon Cancer Work Up+ Colon Cancer Work Up<
& “
Major Diagnosis < Major Diagnosis <
® Colonoscopys @ Colonoscopy¢
® Tumor makers ® Tumor makers¢
® Chest CT and abdominal CT < ® Abdominal CT or MRI<
® Biopsy< ® Biopsy<!
® Pathology review ® Pathology review+
® Flexible Sigmeidoscopy + Double “
contrast Barium enema+! (Option)«
o ® RAS/BRAS testing«
(Option)- - ® MMR/MSI test/HER-2¢
® RAS/BRAS testing ® HER-2/PIK3CA/POLE/POLD1, RET,
® MMR/MSI test/HER-2< and NTRK test<
® Consider PIK3CA testing - ® JE % Al 5 5 B & Wik #4541 (NGS)
® Jist B AR BB B
® PET/CT scan before CCRT or CEA =20+ At Slgmmdmmw Jr_DDUbIE
® Nultidisciplinary team evaluations cc;::rastIBa;:Jthumor
® Operative risk and anesthetic risk oLl
luation & ® PET/CT scan before CCRT or CEA »20¢
Eve ® Multidisciplinary team evaluation<
® Operative risk and anesthetic risk
evaluation¢
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16 — .
ADJUVANT THERAPY ADJUVANT THERAPY
— ¥ Observation - Observation<
or ore'r
Observation Observation®
+ or » or €
Capecitabine or 5-FU/LV or UFUR/LV (6 mo) Capecitabine or 5-FU/LV or UFUR/LV (6 mo)«
Observation Observation®
or or ¢
+| Capecitabine or 5-FU/LV or UFUR/LV (6 mo) + Capecitabine or 5-FU/LV or UFUR/LV (6 mo)#
or or<
CAPOEX (3 ma) or FOLFOX (6 mo) CAPEDX (3 mo) or FOLFOX (6 mo)<
Capecitabine or 5-FU/LV or UFUR/LV (6 mo) Capecitabine or 5-FU/LV or UFUR/LV (6 ma)<
-+ or » or<
CAPOEX (3 mo) or FOLFOX (3-6 mo) CAPEOX (2 mo) or FOLFOX (3-6 mo)<
Capecitabine or 5-FU/LV or UFUR/LV (6 mo) Capecitabine or 5-FU/LV or UFUR/LV (6 mo)¢
+| or » or¢
CAPOEX (3-6 mo) or FOLFOX (6 mo) CAPEOX (3-6 mg) or FOLFOX (6 mo)<
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ADJUVANT THERAPY

Observation

Observation
or -
Adjuvant systemic therapy (+ atezolizumab)

FOLFOX or CAPEOX + atezolizumabs
or

CAPOEX (3 mo) or FOLFOX (3-6 mo) -
or

Capecitabine or 5-FU/LV or UFUR/LV {6 mo)

FOLFOX or CAPEOX + atezolizumabs

or

CAPOEX (3-6 mo) or FOLFOX (6 mo)

or

Capecitabine or 5-FU/LV or UFUR/LV {6 mo)

ADJUVANT THERAPY:

Observation® !

Observation#
or ¢ -
Adjuvant systemic therapy (= atezolizumab)<

FOLFOX or CAPEOX + atezolizumabs
or<

CAPEOX (3 mo) or FOLFOX (3-6 mo)< o
or

Capecitabine or 5-FU/LV or UFUR/LV (6 mo)<

FOLFOX or CAPEOX + atezolizumabs ¢
or<

CAPEOX (3-6 mo) or FOLFOX (6 mo)« s
or<

Capecitabine or 5-FU/LV or UFUR/LV (6 mo)¢
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Adjuvant chemotherapy - CAPOEX

Adjuvant chemotherapy - i3 37 CAPEOX

Regimen Dosage Route of | Times | Frequency/Duration Regimen Dosage Route of | Times | Frequency/Duration
administration administration
PO bid D1- 850-1000 PO bid
Capecitabine | 1000mg/m?2 D1-
14 Q3W x 8 cycles Capecitabine | mg/m2(NCCN),
14 Q3W x 8 cycles
Oxaliplatin 130mg/m2 | IV D1 825mg/m2(FDA)
Oxaliplatin 130mg/m2 v D1
22 | Neoadjuvant Chemotherapy for Locally Advanced Disease : Neoadjuvant Chemotherapy for Locally Advanced Disease :
CAPOEX i3 37 CAPEOX
Regimen Dosage Route of | Times | Frequency/Duration Regimen Dosage Route of | Times | Frequency/Duration
administration administration
PO bid D1- 850-1000 PO bid
Capecitabine | 1000 g/m2 o D1-
14 Q3W x4 cycles Capecitabine | mg/m2(NCCN),
14 Q3W x4 cycles
Oxaliplatin 130mg/m2 | IV di 825mg/m2(FDA)
Oxaliplatin 130mg/m2 v dl
24 | Systemic Chemotherapy for Advanced or Metastatic Disease Systemic Chemotherapy for Advanced or Metastatic Disease
CAPOEX iz 37 CAPEOX
Route of Route of
Regimen Dosage Times | Frequency/Duration Regimen Dosage Times | Frequency/Duration
administration administration
Capecitabine | 1000mg/m?2 b0 bid D1- Capecitabine | 850-1000 D1-
i
14 Q3w mg/m2(NCCN), | PO bid 14 QBW
Oxaliplatin 130 mg/m2 | IV D1 825mg/m2(FDA)
Oxaliplatin 130 mg/m?2 1% D1
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26 | Systemic Chemotherapy for Advanced or Metastatic Disease Systemic Chemotherapy for Advanced or Metastatic Disease
CAPEOX + bevacizumab iz 37 CAPEOX + bevacizumab
Route of Route of
Regimen Dosage Times | Frequency/Duration Regimen Dosage Times | Frequency/Duration
administration administration
Bevacizumab | 7.5 mg/kg | IV D1 Bevacizumab | 7.5 mg/kg | IV D1
Q3w Q3w
CAPOEX CAPEOX
28 | CAPEOX + panitumumab (KRAS/NRAS/BRAF WT) CAPEOX + panitumumab (KRAS/NRAS/BRAF WT)
Route of Route of
Regimen Dosage Times | Frequency/Duration Regimen Dosage Times | Frequency/Duration
administration administration
) IV over 60|D1 Panitumumab | 6 mg/kg IV over 60 min | D1 Q2w
Panitumumab | 6 mg/kg ) Q2w
min CAPEOX Q3w
CAPOEX Q3w
29 #73# Encorafenib + cetuximab or panitumumab + FOLFIRI or

FOLFOX (BRAF V600E mutation positive)

Regimen Dosage Rout'e. ) of Times | Frequency/Duration
administration
Encorafenib 300mg PO D1 Q2w
First dose:
400 mg/m?2
Cetuximab Subsequent | IV over 2 hrs D1
doses: 500 Q2w
mg/m?2
or
Panitumumab | 6 mg/kg IV over 60 min | D1
FOLFIRI or FOLFOX?3 D1 Q2w
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34

Systemic Chemotherapy for Advanced or Metastatic Disease

2" line
#73# Fruquintinib
. Route of | _ .
Regimen Dosage o ) Times | Frequency/Duration
administration
Fruquintinib | 5 mg PO D1~21 | Q4W
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0 Tis NO MO
| T1 NO MO
T2 NO MO

A T3 NO MO
1B T4a NO MO
Ic T4b NO MO
A T1-T2 N1/N1lc MO
T1 N2a MO

T3-T4a N1/N1lc MO

B T2-T3 N2a MO
T1-T2 N2b MO

T4a N2a MO

lc 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 Milc
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CLINICAL
WORKUP FINDINGS PRIMARY TREATMENT
PRESENTATION
A: Malignant polyp
P
N edunculated polyp
with invasive cancer
Single specimen,
completely removed Observe

Pedunculated

or

sessile
polyp with
invasive cancer

+ Pathology review

« Marking of polyp
site (at time of
colonoscopy or
within 2 weeks if
deemed necessary
by the surgeon)

+ MMR/MSI testing

\ 4

with favorable histologic
features and clear

margins

Sessile polyp
with invasive cancer

A 4

Fragmented specimen
or margin cannot be
assessed or unfavorable

histologic features

Consider pelvic MRI

Tumor makers

Chest /abdominal /pelvic CT
PET/CT scan is not indicated

A 4

Radical operation

A

Pathologic stage
Adjuvant Therapy
or

F/U

A 4

11

Radical operation
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WORKUP

FINDINGS

PRIMARY TREATMENT

Bl: * %R (& BHEFH)

Colon Cancer Work Up

Major Diagnosis

® Colonoscopy

® Tumor makers

® Abdominal CT or MRI
® Biopsy

® Pathology review

(Option)

® RAS/BRAS testing

® MMR/MSI test/HER-2

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

® R LR A FIFE 8R4 17 (NGS)

Chest CT

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

® PET/CT scan before CCRT or CEA >20

Multidisciplinary team evaluation

® Operative risk and anesthetic risk
evaluation

\ 4

Resectable,
non-obstruction

A 4

Resectable,
obstruction

» Radical colectomy

One-stage radical colectomy
or
Radical colectomy with diversion

cT4b
or
Bulky nodal disease

A 4

Pathologic stage:

.| Adjuvant Therapy

or
F/U

or
Diversion or Stent followed with
one-stage colectomy

Locally unresectable
or
medically Inoperable

Y

Neoadjuvant therapy

1. pMM/MSS: FOLFOX or CAPEOX

2. dAMMR/MSI-H or POLE/POLD1
mutation with ultra-hypermutated
phenotype [eg, TMB high]:
Checkpoint inhibitor immunotherapy

or

FOLFOX or CAPEOX

Radical resection

\ 4

12

1. pMM/MSS: Systemic Treatment + CCRT

2. dMMR/MSI-H or POLE/POLD1 mutation

with ultra-hypermutated phenotype
[eg, TMB high]:

Checkpoint inhibitor Immunotherapy
+ CCRT

Surgery * IORT

or

Systemic Treatment
or

Observation
(complete response)

A

» Re-evaluation
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WORKUP

FINDINGS

PRIMARY TREATMENT

B2: * %% (7 ipzh##)

Suspected
or

proven
metastatses
(anyT,any N,M1)

y
[

Colon Cancer Work Up

Major Diagnosis

Colonoscopy

Tumor makers

Chest CT and abdominal CT
Biopsy

Pathology review

Flexible Sigmoidoscopy + Double
contrast Barium enema

Synchronous
Liver/Lung Metastases

A 4

Synchronous
Peritoneal Metastases

A 4

> B2a

RAS/BRAF testing
MMR/MSI test

(Option)

HER2 testing

POLE/POLD1, RET and NTRK.
NGS testing

Liver MRI (if liver metastases)

PET scan before CCRT if potentially
resectable

Multidisciplinary team evaluation

Synchronous
Unresectable metastases
of other sites

A 4

B2b

A 4

13
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WORKUP FINDINGS PRIMARY TREATMENT

B2a: < %A (F B4#H)

Synchronous or staged colectomy with liver or lung resection or
local therapy (ex RFA ~ SBRT)

or
| Systemic therapy (for 2-3 mo) followed by synchronous or
> Resectable staged colectomy or local therapy (ex RFA ~ SBRT)
or
Colectomy, followed by chemotherapy (for 2-—3 mo) followed by
staged colectomy or local therapy (ex RFA ~ SBRT)
Synchronous
Liver/Lung | | t
Metastases |
MMR/MMS Unresectable Coverted to resectable
. Re-evaluation
s _or »  Systemic therapy everv 3 month ~|::
Possible resectable 'y y Remains unresectable
\ 4
| Synchronous or staged colectomy with liver or lung o Adi h h
| resection (preferred) and/or local therapy Adjuvant chemotherapy
—» Resectabl
Synchronous
Liver/Lung e Llee
Metastases Checkpoint inhibitor immunotherapy (preferred) v
| followed by synchronous or staged colectomy and
dMMR/MMS-H "| resection (preferred) and/or local therapy of > F/U
or POLE/POLD1 | PT Py
. . metastatic disease
mutation with

ultra-hypermutated
phenotype
[eg, TMB high]

Unresectable
or
Possible resectable

A 4
A 4

Systemic Therapy

14
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WORKUP FINDINGS PRIMARY TREATMENT

B2b: < % ( BhEH)

A 4

Y

No obstruction Systemic Therapy

A

Synchronous Peritoneal

Colon resection
or

Obstructed Diverting stoma
or

Bypass

or

Stenting

Metastases™

A 4

or >
Imminent obstruction

Synchronous

A 4

Unresectable metastases Systemic Therapy

of other sites™

*

pMMR/MSS
dMMR/MSI-H
POLE/POLD1 mutation with ultra-hypermutated phenotype [eg, TMB high]

are managed in the same manner

15
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pMMR/MSS Colon Cancer
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PATHOLOGIC STAGE

ADJUVANT THERAPY

FOLLOW-UP

Tis; T1,NO,MO

T2,NO,MO.

T3,NO,MO

Observation

Y

Y

lE#R - KA BE > ok 22 F R 1 EP L R- =X
Ak X F B PIE 23 E - S s RS

B A e

or

(No high-risk features)

T3,NO,MO (high-risk features)

A 4

Observation
or
Capecitabine or 5-FU/LV or UFUR/LV (6 mo)

T4,NO,MO

T1-3, N1, (low -risk stage Ill)

A 4

Observation

or

Capecitabine or 5-FU/LV or UFUR/LV (6 mo)
or

CAPEOX (3 mo) or FOLFOX (6 mo)

T4,N1-2 ; T Any, N2

\ 4

Capecitabine or 5-FU/LV or UFUR/LV (6 mo)
or
CAPEOX (3 mo) or FOLFOX (3-6 mo)

(high-risk stage Il1)

© 3 mo: 3 months ; 6 mo: 6 months

A 4

Capecitabine or 5-FU/LV or UFUR/LV (6 mo)
or
CAPEOX (3-6 mo) or FOLFOX (6 mo)

16

A 4

FORARE PHREF 3B - A2k A
BE 6B RS E-

*CEA & 3-6 B " ¥eip|l- xsr 2 & > Ris 6B 8
%5 E

OGN EINE F 2R Tk F 6-12 B Y - =&
EIFS5E

RS 1 E P R A o Mfﬁfv FIR e g d L
7; = m;-ﬁ-%z ' Z A 36 B2 PN Rk SR

B |f advanced adenoma, repeat in lyear (Stage I-11)

B If no advanced adenoma, repeat in 3yr, then every
Syr (Stage lI-11l)

B |f PIK3CA mutation, add aspirin 100-162 mg PO daily
for 3 years for stage II-1ll disease

* PET/CT is not indicated
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Post OP
dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [eg, TMB>50 mut/Mb] Colon Cancer
PATHOLOGIC STAGE ADJUVANT THERAPY FOLLOW-UP

lE#PR - A B8 4ok 2 2 F A1 &)L - =
dod G FMAE RE 23 ER- KSR RES
- A B4R

Tis, T1-4a,NO,MO

A 4
A

Observation

or
Observation v
T4b,NO,MO > or *ORRARE DA AES 3B - X2
Adjuvant systemic therapy (+ atezolizumab) oM 6RO AFS A
P N T N °

*CEA & 3-6 B " #ipl- =t 27 > AL 6
B? 23 %5#
*ORQIR/EIRA F 2T Tk R 6-12 B 1 R

FOLFOX or CAPEOX + atezolizumabs - XEFHS5E
T1-3,N1, or RS L E N R BB o R FIIL R R
» CAPEOX (3 mo) or FOLFOX (3-6 mo) ~—_ . li, 4 F 0 _i - f r] " = T J,ﬁ,,
(low -risk stage 1) or —»| Rl L ’%ﬁ«ﬂ 'R 36 PR
Capecitabine or 5-FU/LV or UFUR/LV (6 mo) &
B |f advanced adenoma, repeat in lyear (Stage I-

1)

EOLEOX or CAPEOX + atezolizumabs B If no advanced adenoma, repeat in 3yr, then
] or every 5yr (Stage II-111)
T4,N1-2 5 T Any, N2 »| CAPEOX (3-6 mo) or FOLFOX (6 mo) W If PIK3CA mutation, add aspirin 100-162 mg
(high-risk stage Il1) or PO daily for 3 years for stage IlI-1ll disease
Capecitabine or 5-FU/LV or UFUR/LV (6 mo) * PET/CT is not indicated

© 3 mo: 3 months ; 6 mo: 6 months

17
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SYSTEMIC THERAPY and EVALUATION in Metastatic Disease

pMMR/MSS

A 4

Systemic Therapy

\ 4

54:‘)?;?7;:\} B?’;%"Kk], Kf

i

FOLFIRI or FOLFOX or CAPEOX or FOLFIRINOX

* bevacizumab -
At 'f'.}_

52 ER R T

—> ¥ ok "/%

A 4

[ME-PEY -8

or
KRAS/NRAS/BRAF WT and left-sided tumors
FOLFIRI or FOLFOX or FOLFIRINOX

* panitumumab or cetuximab

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

HER2-amplified and RAS and BRAF WT
Trastuzumab + pertuzumab

LX) W IN
FENEE R 5y
P RS g

sk TR SEE SR

f

A 1AL T Z?*ﬂ‘%
A B
Surgery
Candidate for immunotherapy and .|  Checkpoint inhibitor - ggntinue i munothera
no prior immunotherapy received - immunotherapy or Py
Systemic Therapy

dMMR/MSI-H 1

—» Prior immunotherapy received

18

Y

Systemic Therapy
or
Nivolumab + lipilimumab
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BF TR
RECURRENCE WORKUP
* gl 3R v
X e N —
i 5 36 i 0 i B TR TR g
—> #" ‘& #: );—? IFL g > — > 5 ) "
AR ST g e 2 B
TR T R B 3055 R
Y YRl T ER
* L 19,;; ﬁ ‘
. Adjuvant treatment
2ER A v
4 CEA & *IQIR IR £k ik g
gigpﬁ%#% L) ﬁ%ﬁ-ﬂi? - I—P’p"i)?‘/!ﬁ
oy o " e P TR
it b ’\4 i 4
Option —> l‘ RS <
* 13 B E e
Y A
4 A _-—
> FRAER » performance status 0-2
T o L
Fpibecd

performance status 3-4

A 4

19
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AR AR

Adjuvant chemotherapy

Uracil-Tegafur (UFUR)

Regimen Dosage Route of administration Times Frequency/Duration
) ] o Q4W x 12-24 cycles (i i ik
Uracil-Tegafur 300-600 mg/m2* PO in 2-3 divided doses D1-28 bR
RN e I

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

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/IIl colon cancer: final
results of JFMC33-0502. Annals of Oncology, Volume 26, Issue 11, 2274 — 2280, 2015

N

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 v o1
5FU 400 mg/m? IV Bolus
Q2W x 12 cycles
5FU 2400 mg/m2 IV over 46-48 hrs D1-2
Leucovorin 400 mg/m?2 v D1

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

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
Capecitabine 850-1000 mg/m2(NCCN), 825mg/m2(FDA) PO bid D1-14
. Q3W x 8 cycles
Oxaliplatin 130 mg/m2 vV 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
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mFOLFOX6
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Leucovorin 400 mg/m?2 v D1
Q2W x 6 cycles
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 v
Leucovorin 400 mg/m?2 v D1 Q2W x 6 cycles
5-FU 2400 -2600 mg/m2 IV over 46 hrs IV over 46-48 hrs

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

CAPEOX
Regimen Dosage Route of administration Times Frequency/Duration
Capecitabine 850-1000 mg/m2(NCCN), 825mg/m2(FDA) | PO bid D1-14
— Q3W x4 cycles
Oxaliplatin 130 mg/m2 \% d1i

1. Andre T, Boni C 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
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Systemic Chemotherapy for Advanced or Metastatic Disease

Ist line
FOLFIRI!?
Regimen Dosage Route of administration Times Frequency/Duration
Irinotecan 180 mg/m2 IV v
Leucovorin 400 mg/m?2 v D1
5-FU Bolus 400 mg/m? IV Bolus QW
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 v o1
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
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mFOLFOX6!?
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 v
Leucovorin 400 mg/m?2 v D1
5FU 400 mg/m? IV Bolus Q2w
5FU 2400 mg/m2 IV over 46-48 hrs D1-2
mFOLFOXG6 (no bolus)?
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m2 IV v
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, 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

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

study. J Clin Oncol 2007; 25:4779.

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 BW
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.
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Modified FOLFIRINOX
Regimen Dosage Route of administration Times Frequency/Duration
Oxaliplatin 85 mg/m?2 vV D1
Irinotecan 150 mg/m2 IV 30-90min D1
5-FU 2400 mg/m2 IV for 46-48 hrs D1-2 Q2w
Leucovorin 400 mg/m?2 v D1

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 Il (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/k v
g/ke D1 Q2w

FOLFIRI

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.

FOLFOX + bevacizumab
Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 5 mg/k v
e/ke D1 Q2w

FOLFOX

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.
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CAPEOX + bevacizumab

Regimen Dosage Route of administration Times Frequency/Duration
Bevacizumab 7.5 mg/kg v b1 Qaw
CAPEOX Q3w

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/k v

e/ke D1 Q2w
FOLFIRINOX

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.
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FOLFIRI + cetuximab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
) First dose: 400 mg/m2
Cetuximab IV over 2hrs
Subsequent doses: 500 mg/m?2 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.

FOLFOX + cetuximab (KRAS/NRAS/BRAF WT)

Regimen Dosage Route of administration Times Frequency/Duration
) First dose: 400 mg/m2
Cetuximab IV over 2hrs
Subsequent doses: 500 mg/m?2 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
) First dose: 400 mg/m2
Cetuximab 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.
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FOLFIRI + panitumumab (KRAS/NRAS/BRAF WT)

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

D1 Q2w
FOLFIRI

Peeters M, et al. Randomized phase Il 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

D1 Q2w
FOLFOX

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.

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

Regimen Dosage Route of administration Times Frequency/Duration
Encorafenib 300mg PO D1 Q2w
) First dose: 400 mg/m2
Cetuximab 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?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 BW
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
Irinotecan 180 mg/m2 IV over 30-90min

- D1 Q2w
Bevacizumab 5 mg/kg vV

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
) First dose: 400 mg/m2
Cetuximab 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 Il 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
D1 Q2w
FOLFIRI

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 Q2w
Ramucirumab 8 mg/kg IV over 60 min

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.
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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 11
single institution trial. Br J Cancer 2008;99:455-458.

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.

32



e -
» Chung Shan Medical University Hospital = "’% }%J@j}% 5}'?] 5l Clinical Guideline 2026 version 19.1

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

Regimen Dosage Route of administration Times Frequency/Duration
Encorafenib 300mg PO D1 Q2w
) First dose: 400 mg/m2
Cetuximab 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?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 lll
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)
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Regimen Dosage Route of administration Times Frequency/Duration
Sotorasib 960 mg PO PO D1 Q2w
) First dose: 400 mg/m2
Cetuximab 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-S196.

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)

Clinical Guideline 2026 version 19.1

Subsequent doses: 420 mg

Regimen Dosage Route of administration Times Frequency/Duration
First dose: 8 mg/kg
Trastuzumab
Subsequent doses: 6 mg/kg
- v D1 Q3w
First dose: 840 mg
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

Trastuzumab v D1
Subsequent doses: 6 mg/kg Q3w

Lapatinib 1000mg PO Daily

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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Uracil-Tegafur (UFUR)

Clinical Guideline 2026 version 19.1

Regimen

Dosage

Route of administration

Times

Frequency/Duration

Uracil-Tegafur

300-600 mg/m2*

PO in 2-3 divided doses

D1-28

Q4w

(i UFUR {h¥RE

Koizumi W, Boku N, Yamaguchi K, Miyata Y, Sawaki A, Kato T, Toh Y, Hyodo |, Nishina T, Furuhata T, Miyashita K, Okada Y. 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, Onesti CE, Roberto M, Barucca V, Tomao S, D'Antonio C, Durante V, Milano A, Falcone R, Di Rocco R, Righini R, Marchetti P. Continuous, low-dose capecitabine for patients with

recurrent colorectal cancer. Med Oncol. 2015 Mar;32(3):54

2. HeY, Liu P, Zhang Y, Deng X, Meng W, Wei M, Yang T, Wang Z, Qiu M. Low-dose capecitabine adjuvant chemotherapy in elderly stage II/1ll colorectal cancer patients (LC-ACEC): study

protocol for a randomized controlled trial. Trials. 2015 May 29;16:238

3. ShiM, MaT, Xi W, Jiang J, Wu J, Zhou C, Yang C, Zhu Z, Zhang J. 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, Dong Y, Zhu W, Meng J, Zhang H, Fang C, Lin L. 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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Immunotherapy

Pembrolizumab (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [eg, TMB>50 mut/Mb])

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/POLDI mutation with ultra-hypermutated phenotype [eg, TMB>50 mut/Mb])

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/POLDI mutation with ultra-hypermutated phenotype [eg, TMB>50 mut/Mb])

Regimen Dosage Route of administration Times Frequency/Duration
Nivolumab 3 mg/kg " o1 WBW xa
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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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.

NCCN $t3# #5 fr & a5
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