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B 37/37H
% A
P9- S ELTERY PAs T
¥ A
15 - i » ( Colectomy with en bloc removal
I AR
MMR/MST testing One-stage colectomy with en s T A
ot itie T ok bloc removal of regional lymph o=
.y R 7| nodes or #y
i ) b Resection with diversion or #es s
¥ FGIR N FRIRE A 2 AEF
ﬁf 4" €@t ] c . .
r %1k (CT) A B Consider neoadjuvant therapy
CE RPN U e FT i FOLFOX or CAPEOX or
, (Nivolumab + Ipilimumab or
.+ $=(MRI)
Option: .
3T Systemic Therapy Re-evaluate Surgery +
or Infusional 5-FU +RT for IORT or
or Capecitabine +RT conversion Systemic
Pg- ya Y N 17 ~ b >/ 2 ~2 o2 ~
15 i%’ﬁ‘lz ffx’r‘/n‘“ﬁiﬂ)i}%gifﬁf{‘/;ﬂﬁ ’;{_%. % 2L A s L -ﬁi
P.29 Immunothera
PY
Pembrolizumab (keytruda) (Optional)
L LA 5 10mgkg > & = F#F R =
' KEYTRUDA® (pembrolizumab). Whitehouse Station,NJ: Merck & Co,
Inc.; 2018.
OPDIVO (nivolumab) (Optional)
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1. Z2H%AE 5 3mgkg &7 ﬁ%ﬁw{ﬁ%}‘}i— =X o
OPDIVO (nivolumab) injection. Princeton, NJ: Bristol-Myers Squibb

Company; 2018.
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CLINICAL
WORKUP FINDINGS PRIMARY TREATMENT
PRESENTATION
AP RB R
A: Malignant polyp
P
N edunculated polyp
with invasive cancer
Single specimen,
completely removed Observe

Pedunculated

or

polyp with
invasive cancer

sessile —>

+ Pathology review

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

+ MMR/MSI testing

with favorable histologic
features and clear

margins

Sessile polyp
with invasive cancer

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

Radical operation

A

Pathologic stage
Adjuvant Therapy
or

F/U

\ 4

Radical operation
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WORKUP FINDINGS PRIMARY TREATMENT
Bl: % B R(&BHEH)
Colon Cancer Work Up .| Resectable, Radical colectom _
"I non-obstruction y Pathologic stage:
Major Diagnosis s Adjuvant Therapy
® Colonoscopy One-stage radical colectomy or
® Chest CT and abdominal CT or F/U
) Resectable, Radical colectomy with diversion 3
® Biopsy > .
' obstruction -
® Pathology review Stent followed with one-stage
® Flexible Sigmoidoscopy + Double colectomy
contrast Barium enema

(Option) ab Neoadjuvant therapy
® KRAS/NRAS/BRAS testing ol or FOLFOX or CAPEOX o Radical resection

® MMR/MSI test

® PET/CT scan before CCRT or CEA
>20

® Multidisciplinary team evaluation

® Operative risk and anesthetic risk

evaluation

Bulky nodal disease

(Immunotherapy for
dMMR/MSI-H if possible)

Y

Locally unresectable
or
medically Inoperable

Systemic Treatment

Surgery * IORT

(Immunotherapy for )
—» Re-evaluation P or

dMMR/MSI-H if possible)
+ CCRT

Systemic Treatment

Immunotherapy for dIMMR/MSI-H % 75 B GG R A
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WORKUP FINDINGS PRIMARY TREATMENT
B2: * B (7 BRig#)
Colon Cancer Work Up
' . _ Synchronous o B23
Major Diagnosis Liver/Lung Metastases
® Colonoscopy
® Chest CT and abdominal CT
® Biopsy
® Pathology review
® Liver MRI
® Flexible Sigmoidoscopy + Double > Synchronous > B2b
Peritoneal Metastases

MR BEF T

(anyT,any N,M1)

F% E;T\,[%,gg,f, >

contrast Barium enema
Kras/Nras/BRAF testing
MMR/MSI test

(Option)

HER2 testing

NGS testing

PET/CT scan before CCRT
Multidisciplinary team evaluation
Operative risk and anesthetic risk

evaluation

Synchronous

A 4

Unresectable metastases

of other sites

A 4

Systemic Therapy
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WORKUP FINDINGS PRIMARY TREATMENT

B2a: * 5 (1 4 4)

AR R LS LR NC D
fe/&s k#7759 (4 RFA ~ SBRT)
MR 23R BT RES LD LS

g g e Y L CER RIS
Synchronous * LT i e it R 23 B 5 R
Liver/Lung | | (7 A% 20 VTR I % Fo/ &% By 2835 o
Metastases
MMR/MMS y
> 3T L or T ALk > Systemic Therapy > Adjuvant chemotherapy
N Synchronous or staged colectomy with liver or lung
resection (preferred) and/or local therapy
i A
Synchronous Checkpoint inhibitor immunotherapy (preferred) v
Liver/Lung | | N followed by synchronous or staged colectomy and R F/U
Metastases resection (preferred) and/or local therapy of
dMMR/MMS-H metastatic disease
7 > Systemic Therapy

10
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WORKUP FINDINGS PRIMARY TREATMENT

B3: < % (7 mEH)

A 4

No obstruction

\ 4

Systemic Therapy

A

Synchronous Peritoneal
Metastases Colon resection
or
Obstructed Diverting stoma
or or

Imminent obstruction Bypass
or

Stenting

Y

Y

Synchronous

A\ 4

Unresectable metastases Systemic Therapy

of other sites

11
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SYSTEMIC THERAPY and EVALUATION

pMMR/MSS

FOLFIRI or FOLFOX or CAPEOX or FOLFIRINOX

* bevacizumab
or =
FOLFIRI or FOLFOX or FOLFIRINOX +
panitumumab or cetuximab s
(KRAS/NRAS/BRAF WT and left-sided tumors  |-»| * 1 7
only), -

Option : A
Encorafenib + (cetuximab or panitumumab)

—> ¥ ot K/%

> ATk

(BRAF V600E mutation positive) salf-pay

Prior immunotherapy received

\ 4

SRR LR 1

e
SR 2R kp x,/Tj

A 4

o N
i FIa (6B )

\ 4

R R iR

dMMR/MSI-H

Candidate for immunotherapy and
no prior immunotherapy received

A 4

Systemic Therapy

t

12

Checkpoint inhibitor
immunotherapy

A 4

Surgery
or

Continue immunotherapy
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MSS/pMMR

PATHOLOGIC STAGE ADJUVANT THERAPY FOLLOW-UP
MSS/pMMR 1 # P fa- mw;ﬁ Sl N 8 LN O 2 Y
Tis 5 T1,NO,MO : T2,NO,MO. v
dMMR/MSI H > Observatlon > — :’\ ° ﬂ—\'ﬁf’% 7 ]—?m:b # EJ"" 2'3 # lPl— =X
i ~ A ’f*wéS-'&Tér’z.—:'rﬂ’}—’%ﬁi"
Tis, T1-4,NO,MO

or

T3,NO,MO (No high-risk features)

MSS/pMMR

A 4

Observation

or

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

A 4

Y

T3,NO,MO (high-risk features)
T4,NO,MO

Observation

or

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

or

CAPOEX (3 mo) or FOLFOX (6 mo)

R ARE MK AS 3B - 2
£ RisH 6B LS E o
*CEA 5 3-6 B " tepl- @ f2 & Ris 6B
PEIF S E
YA L P 39*- *M;zf;; PoUTR F 6-12 B P -
I

*);]
=X

lrm\- ﬂ\j' [m:

%5
# A S w:;ﬁ o ufﬁq—g.l ] fE %‘T’i’/ﬁ‘{i
,L

¥
1
FRAEY > FE36 B )Y

b1
Mo
&

B If advanced adenoma, repeat in lyear (Stage I-ll)

B If no advanced adenoma, repeat in 3yr, then
every 5yr (Stage II-1l1)

* PET/CT is not indicated

© Stage II, MSI high(MSI-H) patient may have a good prognosis and do not benefit from 5-FU adjuvant therapy

© 3 mo: 3 months ; 6 mo: 6 months

13
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Post OP
PATHOLOGIC STAGE ADJUVANT THERAPY FOLLOW-UP

MSS/pMMR

T3-4, NO, MO at_high risk
or

T4, NO, MO

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

MSS/pMMR & dMMR/MSI-H
T1-3, N1,
(low -risk stage Ill)

\ 4

FOLFOX (6 mo) or CAPEOX (3 mo)
or

Observation

Preferred :
CAPEOX (3 mo) or FOLFOX (3-6 mo)

MSS/pMMR & dMMR/MSI-H
T4,N1-2 ; T Any, N2

> or —

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

Preferred :
CAPEOX (3-6 mo) or FOLFOX (6 mo)

» or —

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

14

BLARNZ PHBAF 3B - T f 28 REHF
617 @45 E -

*CEA# 3-6 B % #pip|- St 2% R186HB7° 2 3
% 5 &

* QIR INE F 2T GUTA F 6-12 B - X B
%5 E

¥ 1 E PN s 4R o ",ﬁiiﬁa‘“f* 'fﬂl‘E_E'f“i‘I’iﬁ"irﬁ Ea
BB ELE 0 F 367 PRk A

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

B If no advanced adenoma, repeat in 3yr, then every 5yr
(Stage II-111)

* PET/CT is not indicated
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I ~Hgan®i

RECURRENCE WORKUP
* gl 3R v
v - . s oAk gl
> K 3.6 1B 0 i B S = ji of
> 2RV n i
IR~ FEIRE A 2 B <
T Fo T A RAREEY)
Y YR T ER
* 4 Rp by A
. Adjuvant treatment
28% 4 v
4 CEA & AR~ B IN F e K,% it
fouhady > 2 ¥ 2T |" TR
A o T Ry R
-
Option N " Boe <
* 13 E B E e
A 4 A

> 3 2V BFR [

performance status 0-2

L AFEMRE

A 4

performance status 3-4

15
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- &inRk
Adjuvant chemotherapy

Uracil-Tegafur
Uracil-Tegafur 250-300 mg/m2/day po
7 days/week x 24 weeks

Lembersky BC et al. Oral uracil and tegafur plus leucovorin compared with intravenous fluorouracil and leucovorin in stage II and III carcinoma of the colon: results

from national surgical adjuvant breast and bowel project protocol C-06. J Clin Oncol 2006; 24:2059

mFOLFOX
Leucovorin 200 mg/m2 iv over 46 hrs d1
5-FU 2400 -3000 mg/m?2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
Q2w x 12 cycles

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
Tournigand, C et al. FOLFIRI followed by FOLFOXG6 or the reverse sequence in advanced colorectal cancer: A randomized GERCOR study. J Clin Oncol 2004; 22:229

CAPOEX
Capecitabine 825mg/m2 po bid di-14
Oxaliplatin 50 mg/m2 iv d1
Q2w

Rodel C et al. Multicenter phase II trial of chemoradiation with oxaliplatin for rectal cancer. J Clin Oncol 2007; 25:110.

16
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Chemotherapy for Advanced or Metastatic Disease
Modified FOLFOX (mFOLFOX)

Leucovorin 150 mg/m?2 iv over 46 hrs d1
5-FU 2400 -3000 mg/m?2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
q2w

Tournigand, C et al. FOLFIRI followed by FOLFOXG6 or the reverse sequence in advanced colorectal cancer: A randomized GERCOR study. J Clin Oncol 2004; 22:229

FOLFOX + bevacizumab?-9-¢¢

Leucovorin 150 mg/m?2 iv over 46 hrs d1
5-FU 2400 -3000 mg/m?2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
Bevacizumab 5 mg/kg IV d1
q2w

Emmanouilides C, Sfakiotaki G, Androulakis N, et al. Front-line bevacizumab in combination with oxaliplatin, leucovorin and 5-fluorouracil (FOLFOX) in patients withmetastatic colorectal

cancer: a multicenter phase II study. BMC Cancer 2007;7:91.
FOLFOX + panitumumab® (KRAS/NRAS/BRAF WT only)

Leucovorin 150 mg/m?2 iv over 46 hrs d1
5-FU 2400 -3000 mg/m?2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
Panitumumab 6 mg/kg IV over 60 minutes d1
q2w

Douillard JY, Siena S, Cassidy J, et al. Randomized, phase III 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.

17
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FOLFOX + cetuximab’ (KRAS/NRAS/BRAF WT only)

Leucovorin 150 mg/m?2 iv over 46 hrs d1
5-FU 2400 -3000 mg/m?2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
Cetuximab 400 mg/m2 IV over 2 hours first infusion

then 250 mg/m2 IV over 60 minutes weekly
Cetuximab 500 mg/m2 IV over 2 hours d1
q2w

Clinical Guideline 2024 version17.0

Venook AP, Niedzwiecki D, Lenz HJ, 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 + bevacizumab8,d,cc

Capecitabine 1000mg/m2 po bid di-14
Oxaliplatin 85 mg/m2 iv d1
Bevacizumab S5mg/kg IV d1
By weekly

Saltz LB, Clarke S, Diaz-Rubio E, et al. Bevacizumab in combination with oxaliplatin- based chemotherapy as first-line therapy in metastatic colorectal cancer: a

randomized phase I1I study. J Clin Oncol 2008;26:2013-2019.

FOLFIRI + bevacizumab'
Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m?2 iv d1
Bevacizumab 5 mg/kg IV d1
q2w

Heinemann V, von Weikersthal LF, Decker T, et al. FOLFIRI plus cetuximab versus 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.

18
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FOLFIRI + cetuximab (KRAS/NRAS/BRAF WT only)

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m?2 iv d1
Cetuximab 400 mg/m2 IV over 2 hours first infusion

then 250 mg/m2 IV over 60 minutes weekly
Cetuximab 500 mg/m2 IV over 2 hours d1
q2w

Cunningham D, Humblet Y, Siena S, et al. Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal cancer. N Engl J Med
2004;351:337-345.

FOLFIRI + panitumumab!* (KRAS/NRAS/BRAF WT only)

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m2 iv d1
Panitumumab 6 mg/kg IV over 60 minutesCetuximab d1
q2w

Peeters M, Price TJ, Cervantes A, et al. Randomized phase III 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.

FOLFIRI+ ziv-aflibercept!®

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m2 iv d1
Ziv-aflibercept 4 mg/kg IV over 60 minutes d1
q2w

Van Cutsem E, Tabernero J, Lakomy R, et al. Addition of aflibercept to fluorouracil, leucovorin, and irinotecan improves survival in a phase III randomized trial in
patients with metastatic colorectal cancer previously treated with an oxaliplatin- based regimen. J Clin Oncol 2012;30:3499-3506.

19
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FOLFIRI+ ramucirumab?®

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m?2 iv d1
Ramucirumab 8 mg/kg IV over 60 minutes d1
q2w

Tabernero J, Yoshino T, Cohn AL, 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.

Modified FOLFIRI
Leucovorin 150 mg/m?2 iv over 46 hrs d1
5-FU 2400 - 3000 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m2 iv d1
q2w

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.

Van Cutsem E et al. Randomized phase III study of irinotecan and 5-FU/FA with or without cetuximab in the first-line treatment of patients with metastatic colorectal
cancer (MCRC): The CRYSTAL trial. 2007 ASCO annual meeting. Abstract 4000.

Capecitabine
Capecitabine 850-1250 mg/m?2 po bid 14 days

q3w till disease progression

Van Cutsem, E et al. Oral capecitabine compared with intravenous fluorouracil plus leucovorin in patients with metastatic colorectal cancer: Results of a large phase
111
study. J Clin Oncol 2001; 19:4097.

20
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Capecitabine + bevacizumab?3-<¢
Capecitabine 850-1250 mg/m?2 po bid 14 days
Bevacizumab 7.5 mg/kg IV di

q3w till disease progression

Cunningham D, Lang I, Marcuello E, 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

Irinotecan 180 mg/m2 IV over 30 - 90 minutes dl

q2w

Cunningham D, Pyrhonen S, James R, 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.

Cetuximab!?

Cetuximab 500 mg/m?IV over 2 hours dl

q2w
Martin-Martorell P,Rosell6 S, Rodriguez-Braun E, 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.

Irinotecan+ panitumumab'4?’ (KRAS/NRAS/BRAF WT only)

Irinotecan 180 mg/m2 IV over 30 - 90 minutes dl
Panitumumab 6 mg/kg IV over 60 minutes dl
q2w

Cunningham D, Humblet Y, Siena S, et al. Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal cancer. N Engl J Med
2004;351:337-345.

Andre T, Blons H, Mabro M, 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.
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Irinotecan+ bevacizumahb?8:49-

Irinotecan 180 mg/m2 IV over 30 - 90 minutes dl
Bevacizumab 5 mg/kg IV dl
q2w

Yildiz R, Buyukberber S, Uner A, et al. Bevacizumab plusirinotecan-based therapy in metastatic colorectal cancer patients previously treated with oxaliplatin-based regimens.
Cancer Invest 2010;28:33-37.

Irinotecan+ ramucirumab?®

Irinotecan 180 mg/m2 IV over 30 - 90 minutes dl
Ramucirumab 8 mg/kg IV over 60 minutes d1
q2w

Tabernero J, Yoshino T, Cohn AL, 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 withbevacizumab, oxaliplatin, and a fluoropyrimidine (RAISE): a randomized, double-blind, multicentre, phase 3 study. Lancet Oncol
2015;16:499-508.

Irinotecan+ ziv-aflibercept

Irinotecan 180 mg/m2 IV over 30 - 90 minutes dl
Ziv-aflibercept 4 mg/kg IV d1
q2w

Regorafenib
Regorafenib 160 mg PO daily
days 1-21

Grothey A, Van Cutsem E, Sobrero 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.

Trifluridine + tipiracil®?

Trifluridine + tipiracil 35 mg/m2 -80mg/m?2 po twice daily days 1-5
and 8-12

every 28 days
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Mayer RJ, Van Cutsem E, Falcone A, et al. Randomized Trial of TAS-102 for Refractory Metastatic Colorectal Cancer (RECOURSE). N Engl J Med 2015;372:1909-19.

Trastuzumabdd + pertuzumab’**(HER2-amplified and RAS and BRAF WT)

Trastuzumab 8 mg/kg IV loading dose on day 1 of cycle 1, then 6 mg/kg IV
every 21 days

Pertuzumab 840 mg IV loading dose on day 1 of cycle 1, then 420 mg IV
every 21 days

every 28 days

Meric-Bernstam F, Hurwitz H, Raghav KPS, 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.

Modified Uracil-Tegafur
Uracil-Tegafur 250 - 300 mg/m2/day
7 days/week

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

FOLFIRINOX
Irenotecan 160—>mg/m2 60 min d1
Oxaliplatin 65— mg/m2 iv d1
Leucovorin 400 mg/m?2 iv over 46 hrs d1
5-FU 2400—mg/m2 iv over 48hrs d1
Q2w

FOLFOXIRI plus bevacizumab versus FOLFIRI plis bevacizumab as first —line treatment of patients with metastatic colorectal cancer:updated overall survival and
molecular subgroup analyses of the open-label,phase3 TRIBE study Chiara Cremolini et al Vol 16.october 2015;1308
P R AR
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FOLFIRINOX + bevacizumab!8:.d.cc

Irenotecan 160—>mg/m2 60 min d1

Oxaliplatin 65— mg/m2 iv d1

Leucovorin 400 mg/m?2 iv over 46 hrs d1

5-FU 2400—>mg/m2 iv over 48hrs d1

Bevacizumab 5 mg/kg IV d1

Q2w

Cremolini C, Loupakis F, Antoniotti 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.

FOLFIRINOX+ cetuximab (KRAS/NRAS/BRAF WT only)

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m?2 iv d1
Cetuximab 400 mg/m2 IV over 2 hours first infusion

then 250 mg/m2 IV over 60 minutes weekly
Cetuximab 500 mg/m2 IV over 2 hours d1
q2w

Cremolini C, Antoniotti C, Lonardi S, et al. Activity and safety of cetuximab plus modified FOLFOXIRI followed by maintenance with cetuximab or bevacizumab for RAS and BRAF
wild-type metastatic colorectal cancer: A randomized phase 2clinical trial. JAMA Oncol 2018;4:529-536.

FOLFIRINOX + panitumumab' (KRAS/NRAS/BRAF WT only)

Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then 2400 mg/m2 iv over 46 hrs d1
Irinotecan 150 - 180 mg/m?2 iv d1
Panitumumab 6 mg/kg IV over 60 minutesCetuximab d1
q2w

Cremolini C, Antoniotti C, Lonardi S, et al. Activity and safety of cetuximab plus modified FOLFOXIRI followed by maintenance with cetuximab or bevacizumab for RAS and BRAF
wild-type metastatic colorectal cancer: A randomized phase 2clinical trial. JAMA Oncol 2018;4:529-536.
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IROX
Oxaliplatin 85 mg/m2 IV d1
irinotecan 200 mg/m? over 30-90 minutes d1
q3w

Haller DG, Rothenberg ML, Wong AO, et al. Oxaliplatin plus irinotecan compared with irinotecan alone as second-line treatment after single agent fluoropyrimidine therapy for
metastatic colorectal carcinoma. J Clin Oncol 2008;26:4544-4550.

IROX + bevacizumab?
Oxaliplatin 85 mg/m2 IV d1
irinotecan 200 mg/m? over 30-90 minutes d1
Bevacizumab 5 mg/kg IV d1
q3w

Haller DG, Rothenberg ML, Wong AO, et al. Oxaliplatin plus irinotecan compared with irinotecan alone as second-line treatment after single agent fluoropyrimidine therapy for
metastatic colorectal carcinoma. J Clin Oncol 2008;26:4544-4550.

Target therapy for Advanced or Metastatic Disease
Bevacizumab + chemotherapy

Bevacizumab 5 mg/kg iv d1

q2w

Phase II, randomized trial comparing bevacizumab plus fluorouracil (FU)/leucovorin (LV) with FU/LV alone in patients with metastatic colorectal
cancer. J Clin Oncol 2003; 21:60

Saltz LB et al. Bevacizumab (Bev) in combination with XELOX or FOLFOX4: efficacy results from XELOX-1/No 16966, a randomized phase III trial
in the first-line treatment of metastatic colorectal cancer (MCRC). 2007 Gastrointestinal Cancers Symposium. Abstract 238.

Giantonio, BJ et al. Bevacizumab in combination with oxaliplatin, fluorouracil, and leucovorin (FOLFOX4) for previously treated metastatic colorectal
cancer: Results from the Eastern Cooperative Oncology Group Study E3200. J Clin Oncol 2007; 25:1539.

Hurwitz, H et al. Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal cancer. N Engl J Med 2004; 350:2335.
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Cetuximab +/- chemotherapy (for patients with wild-type KRAS)

Cetuximab 400 mg/m?2 iv d1, and then 500 mg/m?2 iv over 1 hour

q2w

Bokemeyer C et al. KRAS status and efficacy of first-line treatment of patients with metastatic colorectal cancer (mCRC) with FOLFOX with or without cetuximab:
the OPUS experience. 2008 ASCO annual meeting. Abstract 4000.

Van Cutsem E et al. KRAS status and efficacy in the first-line treatment of patients with metastatic colorectal cancer (mCRC) treated with or without cetuximab: the
CRYSTAL experience. 2008 ASCO annual meeting. Abstract 2.

Jonker DJ et al. Cetuximab for the treatment of colorectal cancer. N Engl J Med 2007; 357-2040.

Sobrero AF et al. EPIC: phase III trial of cetuximab plus irinotecan after fluoropyrimidine and oxaliplatin failure in patients with metastatic colorectal cancer. J Clin
Oncol 2008; 26:2311.

Target therapy( Optional) STIVARGA (regorafenib) 400 mg/mi x4 po QD

21 days/cycle

STIVARGA (regorafenib) tablets, oral. Wayne, N.J.:Bayer HealthCare Pharmaceuticals; 2018.

Target therapy +/- chemotherapy-

Target therapy(Optional) ZALTRAP 4 mg/kg iv over 1 hour

q2w

ZALTRAP® (ziv-aflibercept). Bridgewater, NJ:Regeneron Pharmaceuticals, Inc. / sanofi-aventis U.S. LLC; 2016.
TAS-102(Trifluridine+tipiracil) 20mg/tab(35 mg/nd ) (Optional)
1EZEZRBEE B FXLEF N A% S5 X85 8~12% » 5 28 % 5 - Bfsm-

2.5 % A E F ¥ AZE 82mg °
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Bendell JC, Rosen LS, Mayer RJ, et al. Phase 1 study of oral TAS-102 in patients with refractory metastatic colorectal cancer. Cancer
Chemother Pharmacol 2015;76:925-932

TS-1 (Tegafur) 20mg/cap(Optional)
laZZ B F 40T £ £

LEST 5 %15 30 ~ 48 o {5 30 A 48 - R EAE
<1.25m FE* 2 % 20mg TS-1 PR * 2 3f 20mg TS-1 80mg/ %
1.25 m~1.5m PR* 2 %g 25mg TS-1 FR* 2 %g 25mg TS-1 100mg/ %
1.5 m FR* 3 % 20mg TS-1 FR* 3 % 20mg TS-1 120mg/ %

2IREFH EFIRY 28X (4 %) BFRL 1422 %)

3.TS-1 £ Irinotecan & & & * »v ¢ @& % 7 5 Oxaliplatin * 872 2 R BB S EHmEH °

4. TS-1# Irinotecan & % i * :Irinotecan= 3| £ % 125mg/m2 > %‘?”?‘iﬁis?l‘}i v & A FLE- o TS-lﬁﬂ%‘Jf&ﬁF\’ﬁ%f)ﬁ AREAow FE o
FAA X B A E O BFRLAE S AP NN -

S525 7% L EH(TS-1 2 VETHELEHT ) o

e <

B LH

fluoropyrimidine#g & |4 6 % |
fluorouracil(5-FU)

tegafur/uracil(UFT)

tegafur(futraful)

doxifluridine(furtulon)
capecitabine(Xeloda)

carmofur(mifurol)

# A& +tegafur-uracil & # ;5% (UZEL/UFT)
Levofolinate¥ fluorouracil & & ;5% (Isovorin/5-FU)
fluoropyrimidinesg #< & )|
Flucytosine(ancotil)
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Zaltrap(Aflibercept) 25mg/vail (Optional)

laz:x & & 2 7 4% 4 mg/kyg J‘!%‘?"«"%ﬁe?]‘}iﬁl‘% &2 2% - = & :'Eﬁa?];‘if.ﬁﬁfi’a@ 1] pF e

2.2 5-fluorouracil ~ leucovorin ~ irinotecan-(FOLFIRI) & & @& * » jo < @ * 7 5 oxaliplatin 5 J 2 gzt E it 2 @B HE S K/HL -
ZALTRAP® (ziv-aflibercept). Bridgewater, NJ:Regeneron Pharmaceuticals, Inc. / sanofi-aventis U.S. LLC; 2016.

CYRAMZA (ramucirumab) (Optional)

1. Z&AE 5 8mgkg > & it%;”‘\ﬁi%] - & :'K%T/‘if‘ef] 60 % 45 > A4+ FOLFIRI 2. % -

CYRAMZA (ramucirumab) injection. Indianapolis, IN:Eli Lilly and Company; 2018.

Trastuzumab+ pertuzumab (HER2-amplified and RAS WT) (Optional)

Trastuzumab can be given after completion of chemotherapy as well, loading dose 8mg/kg .

followed by 6mg/kg . iv q3w

Trastuzumab can be given after completion of chemotherapy as well . loading

Dose 840mg , followed by 420mg . iv q3w

Trastuzumab+ lapatinib (HER2-amplified and RAS WT) (Optional)

Trastuzumab can be given after completion of chemotherapy as well, loading dose 8mg/kg .

followed by 6mg/kg . iv q3w
Lapatinib 1000mg PO daily.

Sartore-Bianchi A, Trusolino L, Martino C, 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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Immunotherapy

Pembrolizumab (keytruda) (Optional)
1z #E 5 10mgkg > & = ii:%‘*”?‘%@?]‘}i— e
KEYTRUDA® (pembrolizumab). Whitehouse Station,NJ: Merck & Co, Inc.; 2018.

OPDIVO (nivolumab) (Optional)
2. EHAE 5 3mgkg > # B EFIREL - e
OPDIVO (nivolumab) injection. Princeton, NJ: Bristol-Myers Squibb Company; 2018.

= S HE SR A

LR &L % gL

EILL AL RE S et § S ARl SERET K (pTD) « pTIS 7305 & “BILLp” -

BEEAE /25 i B/ R e A .

AR BB NT LD - Ko BEYRREES 1) RBIETSE <1 mo 2) BBIETSE <2 mo 3) BT 5 o
BB 13/ Rk F M F R AR

SRt
BREEY DRE Y EEE
B

3R & 1T p

S S EEANC

miEFER ()

W bk P Ao ik p (N)

FEl s iTE s Bl o ok (radial)

2.4 T ETEG

29



+ Chung Shan Medical University Hospital = "’% iir%")% 5}";] 5l Clinical Guideline 2024 version17.0

Amo#% D E R G ERI KR 12 BHT R BRIl B RS R e B I SRR T B TR -

o F b T B ARIRET, 9, D13, >20, >30 o s 43Pk T Fhcp frE gL~ pu] s R GA ) RO G M o

T (A AR AR S R A PR TR L o P BT R T BT AT BRI F A ke o SRR AR

FAHT R EE A AT BN

el e THC # il ok 5

pe @%éﬁvﬂmcﬁgww#wAu%m@b&Kw;moaj?%ﬁ%wkimH&EhuﬁﬁaMCiﬁﬁ 0% & Fv 1B

%o BT TR AT K Y 0 A hkiRlime e il TEESAM S 6 L LA B e NOON & Fle 2 5 W8 R ki 5 (PR
02mmm2mwﬁw R iﬁﬁﬁwﬁﬂwﬁ%ﬂﬁ%mwmhiiWﬂwm—ﬂpihﬁwﬁmyhﬂmﬂ?%m;{

ITC> @ % S fcig# o - my FRAEII NOH 5K HEE &) [HCHKPIme £ 7o BEREFEL M LHEET IR 5

oo pigmy P ITCARG AAHEAH o pw > &% moel ™ Sfo* JHC R imre (07 2 > iRk @ % ¢ BijE

AN %) ﬁliﬁs—‘}k E]l]

I 1
M SRR
Bl EHEEREP AT EE L PACEOHT
111*.“*7%% eV R T B RE TR *75% 0
Poliith = A § & P 70 3 A (R2)
“'5%ﬁ6ﬁ123§#“’4x5% C P RS R 1Y (T3-4,N0) ~ % -
T ME > = Sdp » &2 l—*r/rvy B o
ERVEEE 7R g iy
FEEREER A (E)F L) ’rh-?',‘%;m’hfi?%
BE -HETR%
# U IROLAp 2 A (LR T
BEMS IR NRIET IR
& R VEIVIE &
| R AR

30



-
+ Chung Shan Medical University Hospital = "’% iir%")% 5}'?] 5l Clinical Guideline 2024 version17.0

BB A (2 )Y L
TS ORFIEL S (P50 A BEmaE A o F R LR LSS
RER DTG IR AR o
2. H AN IR
FOFRIRZ) ~ o R AP T2 0T 00 45 5 5 57 & 287 2 o e (71
B LR R
B s A B AT R R 10 EATERAE
S R AT R ST S e 4 e RIS £
37 f;ﬁ.ﬁiﬁx7"$ G A0 T TR L R -}}J'ﬁﬁj%ﬁi’*r‘%j%
VR S IR 2 S g R TR 1
BORP R B R (CFTREER )
Fa gt e Jf Ak ie i iy (ROD
T EREEL R
3. A5 2N - R
REVEFRASEIIEE C RRPFE RSG5 e 2
- H % ¥ tr % LI s :jfig{{_
Fa gt e Of Ak 1 iy (RO
TR EREEL RS
4.3 G5y
RS R RREEFGH P F LG5 Y R FRR2G SRS o PP A RERY KD Y R TR S
PP REY RS (W Tdpd) §% w”ﬂ”’“’ﬁiﬁm R R B PR R R AR AL T Ao IR
Wy TSR vziﬁvm-l% CLASSICP % §o COST #= 3 & #p &i;«:mg%gﬁﬁ P B AL NG Fap i 8 (0S) fok iR E Koo
Ful A H COLOR i#% g F Eens ko178 R > FIREpE LR B 745 &izéj‘é%ﬁﬂg%ﬁ °
}?5/._\:3"‘”44'2}7}:“’“ L5 L 5 EMP IR BRGNS A 3 O NEI PR N2MHT E 1 B YR {ﬁI"—'/w\ﬁP oM ¥ ARTHE
ALY o W T BB R RS 0§ enE AR o INT-0089 A7 § B ’iﬁv*ﬂf#w el B WH B FRHREANAAM A2 0 &
Wk T e AL BRI SRRl T S r el A L i35G £ o FR O FELRT BT RS S '«r\.}iv){%fﬁ.%}\frOSﬁﬂ

&t

31



+ Chung Shan Medical University Hospital = g% }%%% 5}'?] 5l Clinical Guideline 2024 version17.0

Fisdath o MBS Rbes C s =FH NP G 5%
MOSAIC £ § o3 & ~ 4 i ~6 i s 94 0+ I &4 FOLFOX = 5 #c5FULY § 9 BB 6 05 % 4 51 & 72 O%fe 68. T4
(P=0.023) «NSABP C-07 % § 4%+ #% FOLFOX #f &4 it ¥ rtocf 1 ~ B 25 A4 14 & &2 R (DFS) « & % # 18 94
T (20 898 bI L) 17 FH AT 0 - HEF 7 FOLFOX = o o - foff IIM B oif o F10 o IO 5% M 4 0 25 1 o %
DS FOLROS (1 83K ) £ OSAICF § cifeh 3% + #9073 8 P14 (4 (AR £ + 5 J i~ JE12 + 24~ % Wik = 51297 -
7B ARTHE ) TINOMO {- TANOMO & 42 4 * FOLFOX ~ 5-FU/LV & Capecitabine {715 4 24 1 % o 4 TINOMO # & % & 1%
L% 0 7 0 g 7 BPU/LY & %mmmMWﬁ%ﬂ% ST R IRRER SRR £ R R FIR DI LF T 3 R 17 FOLFOX ~ oFU/LY
ﬁ%mmmmm#mw@\xﬁﬁ&ﬁ%*ﬁ%ow&a@ﬂ’ﬂwpiﬁé*ﬂﬂﬂﬁ’ﬁy*%*gﬁi%gi“ﬁ@%’gﬁ%%
_?_lz:a x;g,i qﬁfml} 2 eﬁ?ﬁﬂj“*’* o
ORGS0 - 5 A R el g o
FE K EFIY R ES 2 S R oS L Rt
VLR 2 o AL b 05 & 2 g ARE 0 504 4 T
PR Lk A R iwv“ﬁ%pﬁ ﬁw%’ﬁ?%
3" %‘mp;ﬁﬁnﬁi@%ﬁfﬁﬁﬁﬂ RIS S A G T
£
12

Fras o BAMLS RIS 0 P RS o AT SHERE
i B wﬁMﬂ%naﬁ@%@%iw?ﬁf&ﬁ%@’%
j,ﬁ»é,l-}%‘ogﬁ—j]ﬁ’k%]h}%&}% ;;)@-421]}”’1-1‘, = ’}“]””‘Tpﬁ ERE
2o £ ifh’vupwiimhﬁﬂr%iﬂﬂﬁ?
< H- LA m?iﬁ*”“‘fmﬁ%ﬁﬁ SR B L fi iR

7

bR lﬁﬁi/{,{ﬁ—yr,,%‘ I A ﬁ'{& I'S g B o d *_“:7-,{’:&”-" >z uf m'&%
e T REEET o LRI R &L R Y ﬁﬁJF(RFA)ﬁ’

;a&@%ofwwﬁmmwmgiwm%@ﬁ’%%z%wh
B i 5 B i AL R R B s o
B AR 55 5 0 M RIS © SR RE & B e BGFR 4 1 ¥ EGFR M BiAR oo RIS R A A 0 A A TR RE ISR
EGFR ¥ txfafflisf citgh o & 5 AA T # R MMéﬂx%*EWREﬁhwwﬁﬁhw&owmf@Eﬁgﬁma%mﬁm,{ﬁﬁj“
—@ﬂuﬁégg%aaﬁwﬂm4#ﬂmomdﬁ%wy%@ﬁ$%&&ﬁ$@%&KMSén#g’x%&ﬁz@ﬁéiEWRﬁﬁﬁ%
Gipf o P4 H T KRAS R B m s B E 2 o st A KRAS B B R - 3K 0 3 BHR A SLB EA i 7 KRAS
&ﬁﬂ%m@ﬂmo

1~ B HERERR

FRABRADE Fe Yo FREBRER R 2 EEEBHAT 6 B FRH AR R R R R R ER R RS A

32



)

+ Chung Shan Medical University Hospital = '9'5' 3}373') %‘ J}'E] 51 Clinical Guideline 2024 version17.0
FE 2 FRBMEEG S A PR Y FRISF N P MEER - B AR SRR R R AT g (R
2018)

X RERERD

F IR A R mﬁ}ﬂ* A Gt 6 B2 I if & % B (Pomeranz & Brustman, 2005 ; Waldrop & Rinfrette, 2009) - %’%’ﬁ
oKk s Ry 2R EBEDSYT B TRA Y GEREE SR ILEP - N2 E B 5 # i 4~ ¥k (Palliative Performance Scale)
MO T0%  FEG E- BRI LI R 0 B e T DEFEL > VR4 oF R B (3% 0 2006)

R RFE

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 28 g5 fr & 2 e 57
Lag c A0 B kg (EdpHREs) IaEE > & rle- XEPL o
QAMF T A RCK BB R B R REA
DA ROk EERR D ER > BREA AR L AP AR -

DA E R KRR N SR B RER LT RPN AR o op ik nlp B NOON S 2 iRIad v 2A TS
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