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6 Rectal Cancer Work Up Rectal Cancer Work Up
Major Dignosis —)| cT1, NO, MO Major Digniosis ----—------vb| ¢T1, NO, MO l:
® Colonascopy ® Colonoscopy
@ Chest CT and abdominal CT or @ Chest CT and abdominal CT or
MRI MR
® Biopsy . cT1~2, NO, MO; No Test : g::tf}“; . cT1~2, ND, MO; No Test
R e » cT3 NO MO, low-risk, . _&Dg‘{' re“_e:' b »|cT3 NO MO, low-risk, =
@ Flexible Slgn?oldoscopyi- Double upper rectal tumors Flexible Slgn:lal vscopy + Double upper rectal tumors
contrast Barium enema contrast Barium enema
@® Pelvic MRI ® Pelvic MRI
Opti Option -
{- Pmm:tfmm test cﬁ g A {t pmm:tmm test/HER-2 :12 ': E;?;f s
cll-Z,Nl-2; —&, Nil-2j
Tt o ey, T
CEA/ zoscan Slals ar Locally Unresectable or ® PET/CT scan before CCRT or Locally Unresactable or
o medically Inoperable o medically Inoperable
® Multidisciplinary team 3 Co ; m‘;MRIMS! tast CEA >20 =>» MIMR/MSI test
evaluation diziia’sd i ® Multidisciplinary team
@ Operative risk and anesthetic evaluation
risk evaluation ® Operative risk and anesthetic
risk evaluation
T
[l
3 - 2 . e N [y
NA #i98 HER-2 ~ /&2 AV B & B 3 Al o B
. FIgY A = > % Y « 1 gn
Option > # ABERFE AR AL VIRIEE @ #ER
MMR/MST test -
6 Transanal local excision, #|cT1, NO, MO " ESD * e
—PI cT1, NC, MO & : - r Transanal local excision
if apprapriate if appropriate
NA cTl /6% 7 .44 7 ESD -
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AEBBEHRIEINRZEBLIEER  AFEESRNIEE  FEEABRELERERBRM—BEs£89453] ; 12485 K B 67
ZERTHREBHZFERAR) | AR BENBRHEAES  BOBEZWEETAREE  BEHERAEAZREMELN ARG ES
AR BB B ER S UEERBET2SLFTA
ARBE+ % BECREABATARRDF 1z - READRBAAY ZEXH kAT TBER &%, » BRIETEHTAE TAEEE
e hFetE ) c BER LI IR 2L RARFEHBEN SN ARN 2004 £ 11 FEXRIBEEZE S AORERERZ
A by e 3t & 0 BRI S By 6 AR B T4 0 BB IR S TR SR ARBRAS - AR ROFZALAE -

=~ 8RR T R L
Bk & (Adenocarcinoma) s £ o 4] 6 90% A £ > =R % 44 %k 5% PR A% % (Mucinous adenocarcinoma) » & % #E 4% £ 1k 1% % (Adenocarcinoma  in
tubulovillous ~ adenoma) » H 4% K 4¢, B! £E 4o 4% 45 %0 B % (Signet ring cell carcinoma) - % ¥ %9 5% (Squamous cell carcinoma) ~ A% 5 ik 7
(Adenosquamous carcinoma) ~ sk 4-{b# (Undifferentiated carcinoma) Papillary adenocarcinoma ~ Carcinoid tumor % o

AEEHENREAE >k
546 R 4F (grade 1)

Ao (grade 2)

LR R &k 416 (grade 3)
AL A 4E (grade x)

BN =

cTNM % 85 AR 731

pTNM %32 581

A8y MBS AREGREN Y (ko ypTNM) » BHE XSG EH 5% ypTONOCMO - TTAEFAMA 0 Bl 1 BY o
R r G HRER —REEBHHNEERNESE ('TNM) -

Tis Q3588 min A R IR R R (LA M) REBIAF L FEN) » AT BABENE 2 ERBBE TR -

Td MEBRRLAEFERBRELAEE  2RINETLEURTQEHBELOKRER) 5 MR EEE REE FBEMYmEE - ¥
BB R ARG ABRBRIE GBS REE Pl EBRENRBERATRMAERE XX T TEEBBELTIG - HER -7
BARMEE - BEARLEL AL TREBBENTHA cTdb - 8% » BEMETIHERE L LEBELNSHA pT3 -

VL R7HARAAZERARETREEER > @ PN A LEARHEEH (TL RS LRE) -
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=~ 4#& (R AICC % 8 hx TNM 4-#1)

1. T-N-M#EH £ 2. %r-#7 44 (Anatomic stage/prognostic groups)
EamEms (T) 0 Tis NO MO
Tx | BAERESE BSR4 ! T1 NO MO
TO | & RERBER 12 NO MO0
Tis | Biuss @ BT LEARKBIIBESA e LE NO MO
Tl | rsn TR oo L hiD Mg
TR T LT I T4b NO MO
T3 | MAZBEHIBEE BT R RELEMBALNE LK S aM A “T'sz NL’;’“ m
Ta | Mm% SABEN T3-T4a NU&C MO
T4b | pEE iR EBRN LB T REEC 1B 273 N2a MO
Bk B& (N) T2 N2b MO
Nx | BHGhE & &K T o vr
NO | & & 3kith C & 394 llic T3-T4a N2b MO
NI | # B34 EBRHRCERE T4b N1-N2 MO
Nia | # | KEBGK &R IVA Any T Any N M1la
Nib | A 23 #ERMCLEHEFY IVB Any T Any N M1b
Nic | BT -BaM - BEBEEELREHA BN EEEE IVC Any T Any T Mic

(TD tumor deposit ) » & & sk B 45 #5%
N2 | F4KREERRC LS

N2a | 4-6 # & Btk B 4k 82 4%

N2b |7 BRAE S EBHEEEE

BREL (M)

Mx | ERES &KFE

MO | &R 4%

M1 | F R

Mla | B EBBERABMASE T XM e (fF M- P FERKLTE)
MIb | sF RS 5 mA— B L ey B T/
Mic | BB % @ 448
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Rectal Cancer Work Up
I ESD - .
.3(3:0;' SEHASE >|cT1, NO, MO Transanal local excision LA
olonoscopy . if appropriate

@ Chest CT and abdominal CT or

MRI
®: Biopsy _ cT1~2, NO, MO; No Test :
® Pathology review » T3 NO MO, low-risk, : Tra.nsabdomujal » B
® Flexible Sigmoidoscopy + Double . - "l  radical resection

contrast Barium enema
® Pelvic MRI

No Test
(Option) > or » C
cf3, Nany; = ¥

® MMR/MSI test/HER-2 1 N f—z _ OMMR/MSS
© it Ak A B E o A A T4, Nanyor
® Endorectal ultrasound g Loc;ﬂly Unresectable or
@ PET/CT scan before CCRT or .

B 1 medically Inoperable K dMMR/MSI-H el [§

e = MMR/MSI test

@® Multidisciplinary team

evaluation
® Operative risk and anesthetic

risk evaluation

Obstruction or i Diverting stoma
Impending obstruction Or Stent

A

Palliative chemotherapy
with or without
Palliative radiotherapy

A 4

M1 and/or
Unresectable primary

h 4

No obstruction
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PATHOLOGIC FINDINGS

v

pT1, cNO without
high-risk features

N 2k =ikl

ADJUVANT TREATMENT

Clinical Guideline 2025 version 18.0

(UP TO 6 MO TOTAL PERIOPERATIVE TREATMENT)

v

pT1, cNO with
high-risk features
or

pT2, NX

v

]

—

pT1-2,NO,MO

v

pT3,NO,MO

Observation
or
Long-course CCRT = Adjuvant C/T

or 1
Adjuvant C/T = Long-course CCRT

C/T along

F/U

pT4,NO,MO —
pT1-4, N1-2, MO

Long-course CCRT = Adjuvant C/T
or

A

Adjuvant C/T = Long-course CCRT
C/T along (pT1-3,N1 only)

F/U
> PT1-2, NO, MO Long-course CCRT - Adjuvant C/T
ESD - or
2 T3, NO, MO I :
Transabdominal P Adjuvant C/T = Long-course CCRT
Resection " pT4ANOMO ’ S;T 1
(preferred) pT1-4, N1-2 alone
Observation | F/U
> No residual tumor i I
c/T
CCRT — .
; Transabdominal _| Observation
»  Residual tumor _ " or
resection
c/T

‘ High-risk features

| 1. Positive margins
E 2. Lymphovascular or perineural invasion «
3. Poorly differentiated ‘J
| 4. SM3 invasion.

| CCRT
| Radiotherapy+ Capecitabine or infusional 5-FU

| Adjuvant C/T(Chemotherapy)
. FOLFOX or CAPEOX i




ey
" Chung Shan Medical University Hospital AR EL T Clinical Guideline 2025 version 18.0

v

CLINICAL TOTAL NEOADJUVANT THERAPY PRIMARY TREATMENT
STAGE : e {
Clinical complete » F/U
" >
> Long-course CCRT " C/T (12-16 weeks) ] response
o Consider FOLFIRINOX
C Short-course RT v
PMMR/MSS > Re-Staging |—-» Re;'e“ab'e »  Surgery
T3, N any; T1-2, N1-2; bt
s any L CCRT
onhg-course Systemi
o /T (_12_16 weeks) —»| or — —»  Un-Resectable p| yStemic
Locally Consider FOLFIRINOX Therapy
unresectable ShOi“t-COUI’SE RT
or
medically inoperable Long-course CCRT
Regression < 20% [—®] or
C/T (12-16 wk) Ha e -~ Short-course RT
! for non-T4 disease eligible i DE-LERI0EW
: ; sigmoidoscopy £ MRI
for sphincter-sparing surgery
H 0,
Regression >20% | Surgery > F/U

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

C/T{Chemotherapy)
| FOLFOX or CAPEOX or TegaFOX
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. CLINICAL

STAGE

b

NEOADJUVANT THERAPY/ DEFINITIVE IMMUNO THERAPY

BRI

dMMR/MSI-H
T3, N any; T1-2, N1-2;
T4, N any
or
Locally unresectable
or
medically inoperable

Checkpoint inhibitor
immunotherapy for up
to 6 months

* Nivolumab or

* Pembrolizumab or

* Dostarlimab-gxly

Re-evaluate
s disease status
every 2—3 months

Complete

Clinical Guideline 2025 version 18.0

—» Clinical
response

Persistent
> Disease at
6M

. TOTAL NEOADJUVANT THERAPY

Long-course CCRT

or
Short-course RT

C/T(Chemotherapy)

| C/T (12-16 weeks)

Consider FOLFIRINOX

v

F/U

PRIMARY TREATMENT

Clinical complete

B
Lt

F/U

Re-Staging

Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

FOLFOX or CAPEOX or TegaFOX

response ‘ l
Long-course CCRT
! Resectable
or > .
Surger
Short-course RT 1 Tumor gery
Un-Resectable | —»| SYStemic
Therapy
o Clinical complete o F/u
response
.
. Resectable " SOPRERY
Tumor
Systemic
—> Un-Resectable >
Therapy
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Follow Up

1. REAERSERE(EIMNER)E 3 EA—REE 2 FRES 6 BA—REES F.

2. CEAG3EARAI—ER2E MRE T2 E 6 EHEES F.

3. Chest/abdominal /pelvic CT & 3~6 @A—R - BES F

4, el EAM—RARE, NRAEER 1 EFAFH—, S2NREERREERAE 2-3 FH—RKBE.

5. ISR EEAREMELMEEMAERE AlE 3 £ 6 BERN—RABRIERRN T ECEEHICRERS
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&~ A2 5% K F (Principles of chemotherapy)
1.Neoadjuvant chemoradiation for rectal cancer
Capecitabine

Capecitabine 750 - 825 mg/m2 po bid
7 days/week

Krishnan S et al. Phase 11 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)

Uracil-tegafur 250 - 300 mg/m2/day po
7 days/week

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

XELOX

Capecitabine 825 mg/m2 po bid di-i4

Oxaliplatin 50 mg/m2 iv di,14

Q2w
Rodel C et al. Multicenter phase II trial of chemoradiation with oxaliplatin for rectal cancer. J Clin Oncol 2007; 25:110.
TagerOX

UFUR 250-300 mg/m2/day po bid 14 days

Oxaliplatin 130 mg/m2 iv d1

Q3w x 8 cycles

2.Adjuvant chemotherapy

Uracil-Tegafur (UFUR)
Uracil-Tegafur 250-300 mg/m2/day po bid
7 days/week x 1-2yrs

Lembersky BC et al. Oral uracil and tegafur plus leucovorin compared with intravenous fluorouracil and leucovorin in stage 1T and III carcinoma of the
colon: results from national surgical adjuvant breast and bowel project protocol C-06. J Clin Oncol 2006; 24:2059

11
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Capecitabine
Capecitabine 1000 - 1250 mg/m2 po bid di-8

daily x 6mos
Twelves C et al. Capecitabine as adjuvant treatment for stage I colon cancer. N Engl ] Med 2005; 352:2696.

Modified FOLFOX
Leucovorin 400 mg/m?2 iv over 46 hrs di
5-FU 2400 -3000 mg/m2 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 FOLFOX6 or the reverse sequence in advanced colorectal cancer: A randomized GERCOR study. J Clin Oncol 2004; 22:229

TagerOX
UFUR 250-300 mg/m2/day po bid 14 days
Oxaliplatin 130 mg/m2 iv dl

Q3w x 8 cycles

CapeOX
Capecitabine 850 — 1000 mg/m?2 po bid 14 days
Oxaliplatin 130 mg/m2 iv di

Q3w x 8 cycles

Schmoll H et al. Phase 111 trial of capecitabine plus oxaliplatin as adjuvant therapy for stage 11I colon cancer: a planned safety analysis in 1,864 patients. J Clin Oncol 2007; 25:102.

miDFL
Leucovorin 400 mg/m?2 iv 2 hrs dl
5-FU 2400 -3000 mg/m?2 iv over 46 hrs dil
02 w x 12 cycles

A de Gramont, et al. Randomized trial comparing monthly low dose leucovorin and fluorouracil bolus with bimonthly high dose leucovorin and fluorouracil bolus plus continuous
infusion for advanced colorectal cancer: a French intergroup study. J Clin Oncol 1997; 1:808.
McCleary NJ, et al. Impact of older age on the efficacy of newer adjuvant therapies in >12,500 patients (pts) with stage II/II colon cancer: Findings from the ACCENT Database. J

Clin Oncol 2009; 27:15s.

12
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3. Chemotherapy for stage IV cancer

Modified FOLFOX
Leucovorin 150 mg/m2 iv over 46 hrs di
5-FU 2400 -3000 mg/m2 iv over 46 hrs dl
Oxaliplatin 85 mg/m2 iv dl
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
FOLFIRI
Leucovorin 400 mg/m?2 iv over 2 hrs before 5-FU di
5-FU 400 mg/m2 iv bolus d1, and then
2400 - 3000 mg/m?2 iv over 46 hrs di
Irinotecan 150 - 180 mg/m2 iv di
q2w
Modified FOLFIRI
Leucovorin 400 mg/m?2 iv over 46 hrs dl
5-FU 2400 - 3000 mg/m2 iv over 46 hrs di
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 ITI 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 mesting. Abstract 4000.

CapeOX
Capecitabine 850 - 1000 mg/m2 po bid di-14
Oxaliplatin 50 - 70 mg/m2 iv di, 8
q3w

Mayer RJ et al. Should capecitabine replace infusional fluorouracil and leucovorin when combined with oxaliplatin in metastatic colorectal cancer (Editorial). J Clin Oncol 2007;
25:4165.

Porschen R et al. Phase IIT study of capecitabine plus oxaliplatin compared with fluorouracil and leucovorin plus oxaliplatin in metastatic colorectal cancer: a final report of the AIO
Colorectal Study Group. J Clin Oncol 2007; 25:4217.

13
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Capecitabine
Capecitabine 1000-1250 mg/m2 po bid 14 days

g3w 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 III study. J Clin
Oncol 2001; 19:4097.

Modified Uracil-Tegafur

Uracil-Tegafur 250 - 300 mg/m2/day

7 days/week
Hochster HS et al. Phase 11 study of uracil-tegafur with leucovorin in elderly (> 75 years old) patients with colorectal cancer: ECOG 1299, J Clin Oncol 2007; 25:5397.
Irinotecan

Irenotecan 125mg/m2 di, 8

Q3w
Fuchs CS et al. Phase 111 comparison of two irinotecan dosing regimens in second-line therapy of metastatic colorectal cancer. J Clin Oncol 2003; 21:307.
FOLFIRINOX

Irenotecan 150-165—mg/m2 60 min di

Oxaliplatin 85— mg/m2 iv d1

Leucovorin 200 mg/m2 iv over 46 hrs di

5-FU 3200—mg/m2 iv over 48hrs d1

Q2w

FOLFIRINOX is recommended instead of FOLFOXIRI because FOLFOXIRT uses a high dose of fluorouracil (3,200 mg/m® over 48 hours). Patients in the United States
(U.8.) have been shown to have greater toxicity with fluorouracil. The dase of fluorouracil (2,400 mg/m?* over 46 hours) is a starting dose consistent with the dose
recommended in FOLFOX or FOLFIRI and should be strongly considered for U.S. patients.

SRR AR UA A&

Modified FOLFIRINOX
Irenotecan 150mg/m2 30-90 min di
Oxaliplatin 85mg/m2 iv d1
Leucovorin 400mg/m2 iv over 2hours di
5-FU 2400mg/m?2 iv over 46-48hrs dl
Q2w

Bennouna J, Andre T, Campion L, et al. Rationale and design of the IROCAS study:multicenter, international, randomized phase 3 trial comparing adiuvant medified (m) FOLFIRINOX to mFOLFOXG in patients
with high-risk stage [l (pT4 and/or N2) colon cancer-A UNICANCER GI-PRODIGE Trial. Clin Colorectal Cancer 2019;18:¢69-¢73.

Lamarca A, Foster L, Valle J, et al. FOLFIRINOX or FOLFOXIRI in locally advanced duodenal adenocarcinoma: are we missing out? ESMO Open 2020;5:¢000633.

Broquet A, Bachet IB, Huguet F, et al. NORADOT-GRECCAR 16 multicenter phase 11T non-inferiority randomized trial comparing preoperative medified FOLFIRINOX without irradiation to
radiochemotherapy for resectable locally advanced rectal cancer (infergroup FRENCH-GRECCAR-PRODIGE trial). BMC Cancer 2020:20:485.

AR AR LI F

14
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4.Target therapy for stage I'V cancer

Bevacizumab + chemotherapy

Bevacizumab 5 mg/kg iv dl
q2w

Phase 11, randomized trial comparing bevacizumab plus fluorouracil (FU)Yleucovorin (LV) with FU/LV alene 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 H]1 trial in the first-line freatment of metastatic colorectal
cancer (MCRC). 2007 Gastrointestinal Cancers Symposium. Abstract 238.

Giantonio, BT 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.

Cetuximab +/- chemotherapy (for patients with wild-type KRAS)
Cetuximab 400 mg/m2 iv d1, and then 500 mg/m2 iv over | hour
q2w

Bokemeyer C et al. KRAS status and efficacy of first-line treatment of patients with metastatic colorectal cancer (nCRC) 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 IH trial of cetuximab plus irinotecan after fluoropyrimidine and oxaliplatin failure in patients with metastatic colorectal cancer. J Clin Oncol 2008; 26:2311.

ZALTRAP +/- chemotherapy
Target therapy( Optional) & & ZALTRAP | 4 mg/kg iv over | hour

q2w

Target therapy( Optional) STIVARGA (regorafenib) 400 mg/ni x4 po QD
21 days/cycle

15
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Panitumumab(Vectibix) +/- chemotherapy (KRAS/NRAS/BRAF WT only)
Panitumumab 6 mg/kg IV over 60 minutes dl
q2w

15%;%.5‘51% 6 mg/kg » HHBA—K

$1 FOLFOX &4t M7 5% K-RAS A E A N-RAS AR A RE 2 BB M ABEHREZFE— QbR -

3 $-}%ﬂﬂﬁz$ﬂ‘] FEMBERER  BREFENEFE AR 12 BAR > BRIFLARLERBH@BEH)ETREL A THEE

M -

44 R 24 HAE LR -

5. Panitumumab(Vectibix)+ FOLFOX # ErbituxFOLFIR] —H £ s 1KE R -
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Nivolumab (dMMR/MSI-H only)

Nivolumab 3 mg/kg dl
Nivolumab 240 mg iv dl
Nivolumab 480 mg iv dl
q2w

Pfeiffer PP, Yilmaz M, Molter S, et al. TAS-102 with or without bevacizumab in patients with chemorefractory metastatic colorectal cancer: an investigator-initiated. open-label. randomised, phase 2 trial. Lancet
Oncol 2020;21:412-420.

Nivolumab+ ipilimumab ({MMR/MSI-H only)

Nivolumab 3 mg/kg (30-minute 1V infusion) dl
Ipilimumab 1 mg/kg (30-minute IV infusion) dl
q3w

Overman MJ, Lonardi S, Wong K 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.

Pembrolizumab (dMMR/MSI-H only)

Pembrolizumab 2 mg/kg IV every 3 weeks
Pembrolizumab 200 mg IV every 3 weeks
Pembrolizumab 400 mg IV every 6 weeks

Le DT, Uram JN, Wang H, el al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med 2015:372:2509-2520.
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Encorafenib + cetuximabh(BRAF V600E mutation positive)

Encorafenib 300mg/ke daily
Cetuximab 400 mg/m2 1V followed by 250 mgf’m2 IV weekly
Cetuximab 500 mg/m2 IV every 2 weeks

Clinical Guideline 2025 version 18.0

Van Cutsem E, Huijberts S, Grothey A, et al. Binimetinib, encorafenib, and cetuximab triplet therapy for patients with BRAF V600E-mutant metastatic colorectal cancer: Safety lead-in results from the

phase IIl BEACON Colorecial Cancer Study. J Clin Oncol 2019;37:1460- 1469.

Kopeiz S, Grothey A. Yaeger R, et al, Encorafenib, Binimetinib, and Cetuximab in BRAF V600E-Mutated Colorectal Cancer. N Engl J Med. 2019:381:1632-1643.

Kopetz S, Grothey A, Van Cutsem E, 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.

Encorafenib + panitumumab (BRAF V600E mutation positive)

Encorafenib 300mg/kg  po daily
Panitumumab 6 mg/kg IV
qzw

Kopetz S, Grothey A, Van Cutsem E, 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.

Sotorasib + cetuximab (KRAS G12C mutation positive)

Sotorasib 960 mg PO daily
Cetuximab 500mg/m2 IV
Q2w

Kuboki Y, Yaeger R, Fakih MG, et al. Sotorasib in combination with panitumumab in refractory KRAS G12C-mutated colorectal cancer: Safety and efficacy for phase Ib full expansion cohort.

Ann Oneol 2022;33:3136-5196.

Sotorasib + panitumumab (KRAS G12C mutation positive)

Sotorasib 960 mg PO daily
Panitumumab 6mg/kg IV
Q2w
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7s ~ B At 4764 (Principles of radiation)

(—) > A GBI

1. &= BHT2 » AHAT AR 1Fk(local excision) & 4 & 5 B M5 & HF 1L £ 25 i6 i (post-operative adjuvant CCRT) -

2. FILENEASE =] By 3R o0 o] AT F 45 A7 AT & PRI S8 5 968 (pre-operative CCRT) » 2 4 F- 442 4T # B M & GHL 2 416 # (post-
operative adjuvant CCRT) -

3. IR (T4 R 38 Bk vI) T4 & Fl 51024976 B (CCRT) ~ A8 B 36 B S4T30 476 % (brachytherapy) -

(=)~ HEHEBRT

A BE&T:

1 #BRBRBEAFESRET(EI R~ BHER) -

2. BFHFATALEE - BB %50-60 Gy / 257284 %

. EFHBREAGR 4T R EE A45.07504 Gy / 257280k
4. FR R EAL(GTV)E B 450760 Gy/25~30k

w2

5. B & MEik B4 B E A45750.4 Gy/25~28Kk
6. GIVESERRHMBREHERCE KA GEERE - WASME - BEERE - R RBERTMAT

~J

. CTV @A GTVAo B3 Btk .45 B B 7T 48 & #A1h fa B AT A0 1 (& X

AT RS > BH4A5 Gy2tg 0 A KB A ELE2emBEE FEnEF - B ivE 2 A57156y -
9. HMATIRGEME - HAR EE 554 Gy -

10. 43 F2 B 5T 8176 R (25GY/5R ) o7 A 3% F 7% 47 AT B8 44

1L AR R ES R RS ERABRCER ~ BATHEE - Brkes -

12. TAREJB XU AT 7 &4 F MBI mes -
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13 BB R BRI~ Ao RBIRAEOT (SR B AT A -

14 B ZHERBANRINAEERATREE TR LE -

15. $HA & @i BB A EGRBA > BREHERIL AR IMRTZ 845 69:841F - IMRTE R B AEF FLELE R aE R dB A G
RS RS BOR BRI S FIRE AR EE ~ BB B R BN B &) B e E e EE -

16. B2 @5 SRR BEAS R A BRAEHET E 857 4§ 4 A hyperfractionated - & RER& 4376 7% -

17. #1747 4% margin close 3% & margin positive #5% A » 45 5] & T4 K FE B A 5505 » =1 24 J& 48 ] IORT:E fv | & (additional boost) -

B. AAKA]

1. o HA R JE R 248 A o AR 34 48 5 IR E 4T SAFluoropyrimidine 2 g s AL R -

2. BAWRAERBEOITMES  ERAAHERAR  RALHBARRRGILT o 7T AF 8 £H 3 348 3041 SR P thablative U -
3. BAHEIEA N K& F o H45 &-53D conformal RT, IMRT 2, & SBRT »

4. 9 pA4# A kilovoltage{kV) 3 & cone beam CT 89 254% & 5] 9 # & (IGRT)

4. HB : 60 Gy

D. &4HE -

I AN BGE - BEREE S BE R h3RBTH -
2. B0 BB H ISR~ BB - NGIRE -
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@R ¢

o RE

A 4585 D 30% T1RT2 (T28E 2 & L1 R AR )

JEH AE<25cm A AHEEE  ARE2ERERE

Vet (SEAEREE 743 mm) BoFREERH (LVD) Sive 8 ERH

T8 RE X H~F 51k

JEAT 48 cm BA Y BRI BRCEEROBLIER

o WwRALABNASAZERE > T4 EEAF ML F 7 Transanal endoscopic microsurgery (TEM) or Transanal minimally invasive surgery
(TAMIS) -

@B RGBSR SRS AT PR i R 2 B A e (TME) +& A o4 -
® G Al
TNEERAEFMATFETER T 4% LAFTMEF A BEE MR EIRER
Neoadjuvant therapy & F 47 &7 /& SAMRIZE 45 2% B 474 Circumferential margins (CRM)
FRE R H4%(CRM A Esi14)

e TME
BV CRME PGSR « IR BER T TFT4-Semth AR AN A 28 - TRABE (EHEALIMNS
em) VIRBER EIB G E 12 emA TS o R B PR BERE BT ER Y - RSN AG TS
BIGRIER B IR R ERG A
fﬁ'\E’ﬂa A
Aede AT E s e TRk Btk -
ﬁu%mﬁ&ﬂi’]’ﬁﬁf%éﬁaﬁ&f‘* FHe B AR R M EEF RN -

20



¥

Ty
" Chung Shan Medical University Hospital BEES BT Clinical Guideline 2025 version 18.0

@ 5 FEIPAEER]

WAL R e B R A

e B AMAI AN YA SN AN P EMETE (pT1) - pTis R BN “BIELA7 -

o P YTahta s A Al L 182801k BaE S HREFIRE  WwHRME - B M EHMEHRO L — R
1 mm (2B e 4E A2 mm 5 (3) 85T RIJE e -

O &M Ek B G5 D 3RASAL Rk F  HERFH > X WK c MEHEN TR LA -
MU EMAEALAKRTRANETURESRSDEE  BATHAFHR - RN FRAEAFHEELAMIL EREEMERNET IR
%o RRTEA TN (WEERY - BEARE - LT« i7EH  EROERCERE) HEEFRF - LM AGERATRER RY
AR B A AN B ] SR~ R~ Bh - B EMGBEREALR C RBHBBNET MR R ER -

o

HE s a4 L (DEBETE N

BRI -
o B P Bk EL A g ¢ b3 em e TIRT2 (T2E %M - BA#%E) @ 1828416 &0F - REFRH gAY -
OF By S 845 1 A3 om0 TIRT2 > 3% 41k » e ® ~ REERH > K&HE

IS H
o B R & P R AL

B LA E R R R E (T) » TH- M9 RARTE A 75 /1 6 BB o B AR GR A o 43 HT B 8A 76 7 00 4R A P B b LB HE TR 1 3R A AL
B o Ml AR R L (N) o BT H B G B R AR R P B e I R R R SR B R R Y
i - dspAo A VgL - BAWEG (CRM) Brbke & £ LR Y &7 ] mma2 mm ©

BT AICCHLZBBEESENE (CAP) BHEV FER MK CE e BEHE BIIME LBRE - 187 kIR G S BRI 4 A
BB MRS EREIREE ZEEERG— YR EARTIE - AROE - AWNI3M ~ K204 ~ K730 - EHE S EEE SR R
LA — A TR RSB AR A F A o A 278 BBV BLBE 60 F S04 th B D AR B 148 KA 108 4 o A sk A
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B BREREBARTENAIER ENERIIMNRMHCLENHAS L RFRLEABRAHDBEKRECLE  BARS i 29
CEBNBINHCE BB ENGRAOEREEL- PSRN Ba AN EE FHEH (13 vs 19,P<0.05, 7 vs 10, P<0.001 ) - 4o
RN CEE BN RGO BFE SRR RE > BXBMENERNEL A H20%EABRE RANKESE - 2B HBGREL TR
AT CEHB BN AEE  c AMEHEGTENERA L ANE ki B AR BINHN G EH BHF 5 BIL 0 B Lo (T4
TEB GBI G -

KRAS NRAS, and BRAF % %t ]

OFRA G BBBMEANERSZE BB A% EFAR SR YRASE S (KRASHFINRAS) « &Eiirfy ey KRASAH £ ¢

(S BEF2 8 0hBE-T2) HNRAS K 4 R JE #1415 457 05 & & B 4 % panitumumab.48,49,50 5% 32

® Bk P 4)VO0OE BRAF R # - F B A £ £ 65 1A% o 4 H B HIF RIS T4 M AREGFRIS 0 Kot L BRAF VOOOE R 4 Ak fe v — 435 B A 4k
Fo b o A Ray=T A 245 & W 8 2 4L VO0OE K 4 64 77 £ LEGFR B 3 B 4R 6 FLRE/E 75 M oy 48 05 > 7% — 18 B 8 & — &k therapy.51,53
o3 fTKRAS » NRAS » oBRAFE % 2 JEf£ 4% T 491988 (CLIA-88) MBS R ER F A BB ERASBRNBYIITEEEBYERERT
(T RIEL) WP TRE PR -

BT LLEAE R BARE T 0 A O a AT - FAIRT URE LR A BB/ RIS HEIAT 0 o XBKE R - KRAS » NRAS » #«BRAF
22 G e AR R AR types. 532811

il st (TME#T % ) 693F18
oMY N A RN2B T RMELE > REBARFETMEF i RYE (ABABOTESL) -

N R B }g'f]ﬁﬁ}iﬂ-fﬂ}%éﬁﬂii%’%ﬁl Bio REERF T MAA S ESMILE - BARERARER 54 }%ﬂ%“
NCCNE 4B me BB A THEA T ARG AT 0 IEA 12emeg KB o B AIEAL12 cm A L & e B8 245 8 ~ BB RE -~ 4%
A eE %‘?fﬁiﬁﬂwmﬁﬁlé’l

HWRT MR EE
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B EEE SR TENAMIEN SN AR BN I NE RS EER ISR AAEALBRER THHRACRBEETES TRESR
o RAWS ERGEEHRGEEE o RAA AT IR B EE RS HBEE -

FEREBRFAZEEE
ERERBRENRCLEHU> 125

3 L 3R 145 K S5 (CRM)

2 A AEmE (TME) ZEBE Tl aRE

ERERMEHRCEES 2R

BT s A B T R AR B R T o B S 0 o AR A B % B, B A L 4 04 3580 B T DAR R A b P e T 4 o 86 [ BA R R 22
MENREE - REHT - THEABELEY  HOLSHRAMEAEE  EXFTETHYERLEAATHER - 2T ABRERCEL
RBI2E MR RGE > ABBHCERDNERE - ARLRAOREEBEERED -

2 2 35 35 B b 4 4K BE(CRM)

AUBRBEOREELT > RTHBEMAANE - EMGERFTARES > BREBATRA SR WERERSH TR - &
B4 (CRM) BRe & %A mE<l mmi<2mm - BHGEBESREAEALAERMEN  AREZHARRNFTZ— -

£ RRERBTMERN & E H

2HBABEWS (TME) £ AMBE FaktiZE  TMES SEEAERE L5 A3% - AR B TMEWR « 7 2 TMED R & 2 8
TMEI « R AR A » £ @08 » BATHEA T o TMER & E e B e &4 B4 $76% ~ BT -

@ SPFHE AR BRI

1. BPURGECGRPNREE o B fo iEJE T 4 2 ik R SEAE

2. FERBFTRTM|MAKCEFFNG

3. BEFmREGSESEE  HERE

4, BREABE TR E DS A SAN A RIT AR E B RTN ARG S AR TR EWRRERE  SRAERERSIN
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% 8 89 7T FEARIK -
5. Z: %ﬂi ;E/fT:%Fij:f’** & é\:v /A #ﬁ’fnﬁ'
6. MRIFIFEERIBEAMTHCEERS  FERFTHRATHAKCEFTH -

@ B3k BeGAEE - HEEE
%}%'?“EH (T]/TZ) ’f&{ﬂﬁ_ﬂ%,}% l }%%ﬁtJJF%ET)VFFJ*R/é‘fi%_FiZ—— .

@ BV m e a2 BB b G B2 <30% >~ BEJE <3cm - WIAAIERESE >3 mm > AEEIEAC P <8 cm ~ TIRT2HA - &M EE ot Rid
BXE - PHSCAMATRESAEGHRCEREE - HT2HEREFAN RS EEFTEE  RALARSHAHIEEE -

@ $HBhEF RS9

1. BASERLFi12 cmB & - 3R Bh G0 F ik

2. HEBREHBAHRTREZN-BAVERZDR ARG 5AH  EEAK12cmil L GBS R MLEREME  MALZI2 cmTF
B 6 B B 6 e A W SR Bh LR o S Bh BAL SR -

3. HE B A0 B BT B 6

4. Mikde (R) HALHEA B BBE G R TAEH F E A 0 AT I B A AL AL B SR TR 60 JE A AR ARAE 35 o A LB R AR,
B R 0 ERAS-Fuly X o) MALA AR — IR B TIVAR FE R M A 2L F o B bh3k B AW 8 B 6 Ao SR BA UG 5 BEER A AL R B A SR A8
B MAARR BN - HI3~AMAHIMM AL > B AGHATAERLT AT M EBHALBREAIZRIEHEFT E - 4
T3NOFoTNNI~2HI A B » (R A AMAT S A6 B S BNS EHE FH6% - ZRETAELEMBEBIHALRRSI0EE E Filre - U
WA PR G AR  RD FHTE IR o FHUIRE R 4 Rdo T BB AT HBILE o B K BT MBI AL 0 B dodli s 2E
BT3~AR N+ JE AT BABALSE » PR Y RSP 4T -

@ HMRATESENGE
A EREEMATBGATRTEEEIWERM
24



A1

v

5

Lo g
_ Chung Shan Medical University Hospital BEEREEI] Clinical Guideline 2025 version 18.0
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F(TAE)ME i A 7> R R 3Rk -

B: R UIFR AT $ S 4 A AR ST bR R ST Ui 0 AT 4
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- FRES

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 ## 40 i 3R

148 - ﬁ:ﬁ"m?&ﬁ""#& (oMM EHEBRRSE) RAESE EF8—RFEE -
2A B ANEKERBREMNER > ERa-HFE -

2B #8  AMROR BB ER  SRAAARE  ERBESH -

38 ANMEMARERRENER  SFAERAGAHAY S -
MRIJEHEAIdEE 0 NCON SR 33y 2A #8403 -

+ EE &M BERA

= TAHA TR B B OB BT - R ATETE IR 6 Bl B 48 38 4 % % 4% 3 (Pomeranz & Brustman, 2005 ; Waldrop & Rinfrette, 2009) -
FHROEK - RREE - ZAEMOEE LY BETEALZENRECEREIZRIL - R KR a5 (Palliative Performance Scale )

RF T0% ; B4R —F B IG MG H » RALS }%‘Z*F%ﬁ*""ﬁ’fb% BPTE g BRER (2% 2006) -
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