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P8 Rectal Cancer Work Up Rectal Cancer Work Up
Major Dignosis Major Dignosis
® Colonoscopy ® Colonoscopy
® Chest CT and abdominal CT or MRI ® Chest CT and abdominal CT or MRI
® Biopsy ® Biopsy
@ Pathology review ® MMR/MSI-H testing
® Flexible Sigmoidoscopy + Double contrast Barium enema ® Pathology review
® Pelvic MRI ® Flexible Sigmoidoscopy + Double contrast Barium enema
® Pelvic MR
P8 |NA B IVC EAR
P11 | NA TagerOX
UFUR 250-300 mg/m2/day po bid
14 days
Oxaliplatin 130 mg/m?2 iv
d1
T R = 37/ AT H
¥
P10
P14
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%+ 2. 4 ¥ = & (Anatomic stage/prognostic groups)
0 Tis NO MO
| T1 NO MO

T2 NO MO

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

T3-T4a N1/Nic MO

B T2-T3 N2a MO
T1-T2 N2b MO

T4a N2a MO

nc T3-T4a N2b MO
T4b N1-N2 MO

IVA Any T Any N M1la
IVB Any T Any N M1b
IVC Any T Any T M1lc
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Rectal Cancer Work Up
Major Dignosis o[ 71 NO. MO »| Transanal local excision, o A
”| C ) , . . >

® Colonoscopy if appropriate
® Chest CT and abdominal CT or

MRI
® Biopsy . cT1~2, NO, MO; No Test - bdominal
® Pathology review » cT3 NO MO, low-risk, p ~ 'ransabdomina » B
® Flexible Sigmoidoscopy + Double upper rectal tumors radical resection

contrast Barium enema
® Pelvic MRI

No Test
(Option) > » C
cT3, Nany; > or

® MMR/MSI test cT1=2 N1-2 - pMMR/MSS
® Endorectal ultrasound T4 N’an or'
® PET/CT scan before CCRT or > Loc;IIy Ur:/resectable or

CEA ?2,0 L medically Inoperable dMMR/MSI-H » D
® Multidisciplinary team =>» Consider MMR/MSI test

evaluation
® Operative risk and anesthetic

risk evaluation

y

M1 and/or

Unresectable primary

Y

Obstruction or
Impending obstruction

Diverting stoma
Or Stent

\ 4

A 4

Palliative chemotherapy
with or without
Palliative radiotherapy

No obstruction
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pT1, cNO without
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ADJUVANT TREATMENT
(UPTO 6 MO TOTAL PERIOPERATIVE TREATMENT)

v

F/U

Long-course CCRT - Adjuvant C/T

or

Adjuvant C/T - Long-course CCRT

or
C/T alone

Observation
or
C/T

Clinical Guideline 2024 version 17.0

v

F/U

high-risk features
» pT1-2, NO, MO
Transabdominal » pT3, NO, MO >
A Resection >
(preferred) »  pT4NOMO
pT1, cNO with pT1-4, N1-2
high-risk features
> or
T2, NX » No residual tumor >
|| CeRT |
»  Residual tumor
— pT1-2,NO,M0 Observation
or
Long-course CCRT - Adjuvant C/T
or
v
- Adjuvant C/T = Long-course CCRT -
B > pT3,NO,MO C/T along » F/U
y
Long-course CCRT = Adjuvant C/T
pT4,NO,M0 — or

Transabdominal
resection

pT1-4, N1-2, MO

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

High-risk features
1. Positive margins

Observation
or
C/T

2. Lymphovascular or perineural invasion
3. Poorly differentiated

4. SM3 invasion.

CCRT

Radiotherapy+ Capecitabine or infusional 5-FU

Adjuvant C/T(Chemotherapy)

FOLFOX or CAPEOX
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TOTAL NEOADJUVANT THERAPY

C/T (12-16 weeks)
Consider FOLFIRINOX

CLINICAL
STAGE
Long-course CCRT
™ or
C Short-course RT
pPMMR/MSS
T3, Nany; T1-2,N1-2;
T4, N any
or C/T (12-16 weeks)
Locally Consider FOLFIRINOX
unresectable
or

medically inoperable

Long-course CCRT
or
Short-course RT

Clinical Guideline 2024 version 17.0

PRIMARY TREATMENT

Clinical complete

response

N

Re-Staging

A

A 4

>

C/T (12-16 wk)

for non-T4 disease eligible
for sphincter-sparing surgery

Re-Staging with
sigmoidoscopy = MRI

CCRT
Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

C/T(Chemotherapy)

FOLFOX or CAPEOX or TegaFOX

4

F/U

Resectable
Tumor

v

Surgery

Un-Resectable

| Systemic
"| Therapy

Regression < 20%

Long-course CCRT
or

v

Short-course RT

Regression >20%

—1_,

Surgery

» F/U
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CIs;ITT((;jﬁAL NEOADJUVANT THERAPY/ DEFINITIVE IMMUNO THERAPY PRIMARY TREATMENT
Complete y
—p ini »| F/U s -
Checkpoint inhibitor C"”'Ci' Clinical complete » F/U
immunotherapy for up Re-evaluate response response
b —»| to 6.months »| disease status a Long-course CCRT |
* Nivolumab or every 2—3 months or »| Resectable | ]
dMMR/MSI-H . Pembrc')lizumab or Pgrsistent Short-course RT Tumor Surgery
T3, N any; T1-2, N1-2; + Dostarlimab-gxly > Disease at
T4, N any 6M
or — Un-Resectable > Systemic
Locally unresectable Therapy
or
medically
inoperable Clinical complete I
TOTAL NEOADJUVANT THERAPY B response
L CCRT :
ong-course )
| o C/T (.12 16 weeks) Re-Staging > Resectable > Surgery
Consider FOLFIRINOX Tumor
Short-course RT
Systemic
—> Un-Resectable >
Therapy

CCRT
Radiotherapy+ Capecitabine or infusional 5-FU or UFUR

C/T(Chemotherapy)
FOLFOX or CAPEOX or TegaFOX
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Follow Up

1. REIBERSEREEIMEZ)E 3 ER—REE 2 F R B8 6 BR—REES F.

2. CEAB3ERB®A—ZEE2E MRET2LULE 6 EHERE S F.

3. Chest/abdominal /pelvicCT & 3~6 fAF—R - EH& 5 F

4. fiie 1 EAM—RKEE, ORAEFR 1 ERBFH—R, A2URBELREALE 2-3 FM—RKBHE.

5. WRMRIEEBEEMRELMEBMAER AME 3 £ 6 BRAANM—RABHRNEBFEIN T HCEEHLREES
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I ~i“Biagk Bk (Principles of chemotherapy)

1.Neoadjuvant chemoradiation for rectal cancer

Capecitabine

Capecitabine 750 - 825 mg/m?2 po bid
7 days/week

Krishnan S et al. Phase II 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 d1-14

Oxaliplatin 50 mg/m2 iv d1,14

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 I and III carcinoma of the

11
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colon: results from national surgical adjuvant breast and bowel project protocol C-06. J Clin Oncol 2006; 24:2059

Capecitabine
Capecitabine 1000 - 1250 mg/m?2 po bid d1-8

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

Modified FOLFOX
Leucovorin 400 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 dl
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

TagerOX
UFUR 250-300 mg/m2/day po bid 14 days
Oxaliplatin 130 mg/m?2 iv d1
Q3w x 8 cycles

CapeOX
Capecitabine 850 — 1000 mg/m2 po bid 14 days
Oxaliplatin 130 mg/m?2 iv d1
Q3w x 8 cycles

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

mHDFL
Leucovorin 400 mg/m2 iv 2 hrs d1
5-FU 2400 -3000 mg/m2 iv over 46 hrs d1

Q2 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/III 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 d1
5-FU 2400 -3000 mg/m2 iv over 46 hrs d1
Oxaliplatin 85 mg/m2 iv d1
q2w

Tournigand, C et al. FOLFIRI followed by FOLFOX®6 or the reverse sequence in advanced colorectal cancer: A randomized GERCOR study. J Clin
Oncol 2004; 22:229

FOLFIRI
Leucovorin 400 mg/m2 iv over 2 hrs before 5-FU d1
5-FU 400 mg/m2 iv bolus d1, and then

2400 - 3000 mg/m2 iv over 46 hrs d1

Irinotecan 150 - 180 mg/m2 iv d1
q2w

Modified FOLFIRI
Leucovorin 400 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.

CapeOX
Capecitabine 850 - 1000 mg/m?2 po bid d1-14
Oxaliplatin 50 - 70 mg/m?2 iv d1, 8
q3w

Mayer RJ et al. Should capecitabine replace infusional fluorouracil and leucovorin when combined with oxaliplatin in metastatic colorectal cancer

13
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(Editorial). J Clin Oncol 2007; 25:4165.
Porschen R et al. Phase III 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.

R R dp bl

Capecitabine

Capecitabine 1000-1250 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 III study. J Clin Oncol 2001; 19:4097.

Modified Uracil-Tegafur
Uracil-Tegafur

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.

250 - 300 mg/m2/day

Irinotecan
Irenotecan
Q3w
Fuchs CS et al. Phase III comparison of two irinotecan dosing regimens in second-line therapy of metastatic colorectal cancer. J Clin Oncol 2003;
21:807.

125mg/m2 dl, 8

FOLFIRINOX
Irenotecan 150-165—mg/m2 60 min d1
Oxaliplatin 85— mg/m2 iv d1
Leucovorin 200 mg/m2 iv over 46 hrs d1
5-FU 3200—mg/m2 iv over 48hrs d1
Q2w

FOLFIRINOX is recommended instead of FOLFOXIRI because FOLFOXIRI uses a high dose of fluorouracil (3,200 mg/m? over 48 hours). Patients in the United States
(U.S.) have been shown to have greater toxicity with fluorouracil. The dose 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.

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

Bennouna J, Andre T, Campion L, et al. Rationale and design of the IROCAS study:multicenter, international, randomized phase 3 trial comparing adjuvant modified (m) FOLFIRINOX to mFOLFOXG6 in patients
with high-risk stage III (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 JB, Huguet F, et al. NORADO1-GRECCAR16 multicenter phase III non-inferiority randomized trial comparing preoperative modified FOLFIRINOX without irradiation to
radiochemotherapy for resectable locally advanced rectal cancer (intergroup FRENCH-GRECCAR-PRODIGE trial). BMC Cancer 2020;20:485.

Lo AR A E
4. Target therapy for stage IV cancer

Bevacizumab + chemotherapy

Bevacizumab 5 mg/kg iv dl
q2w

Phase I, 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.

Cetuximab +/- chemotherapy (for patients with wild-type KRAS)
Cetuximab 400 mg/m?2 iv dl1, 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.

15
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Sobrero AF et al. EPIC: phase I1I 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) p % ZALTRAP | 4 mg/kg iv over 1 hour

q2w

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

21 days/cycle

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

1.2 % #E:6mgkg>» & F— X o

2.22 FOLFOX & & ¢ * *v /a7 K-RAS A %12 N-RAS A Flix 3 R¥2 ﬁﬁ BB

3AERIEDF AP AR Y s A XY FE B F A2 R 12 ¥

* o

4.7 * B AR 24 3F G

5. Panitumumab(Vectibix)+ FOLFOX £ ErbituxFOLFIRI = —‘I!{ W™ o ficy L &2 L5

%é—”%[?aﬁ\a, *’ﬂ/r}%‘

L& R ERAERGCRGE)ET AT AT YR

ﬁ\

e

o (3 B e S T L

e

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, Moller 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 IV infusion)

dl

Ipilimumab

1 mg/kg (30-minute I'V infusion)

dl

16
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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 (AIMMR/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, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med 2015;372:2509-2520.

Encorafenib + cetuximab(BRAF V600E mutation positive)

Encorafenib 300mg/kg daily
Cetuximab 400 mg/m2 1V followed by 250 mg/m2 v weekly
Cetuximab 500 mg/m2 IV every 2 weeks

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 Il BEACON Colorectal Cancer Study. J Clin Oncol 2019;37:1460- 1469.

Kopetz 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
Q2w

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 Oncol 2022;33:S136-S196.

Sotorasib + panitumumab (KRAS G12C mutation positive)
| Sotorasib 960 mg PO

daily ‘
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Panitumumab 6mg/kg IV
qQ2W
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L REFH

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 X St T
’ i‘ﬁ“rs kg (AT RS ) BT R B RlE- RER o

2A oA MoK B EBE L ER > B R - KRR
‘*‘F‘ DA MOREERRE N GER B REAARF L AP A M o
DA ER KRR N SE R B R R L AP Ak

% %3"?4HF 1 NCON 74 23k 30 & 2A #7 £ 3%

T XREfRERR
EIE YA 7?5;5:"1 ;‘;-}5 2= 4 FaH 2t 6 B2 I if & % B (Pomeranz & Brustman, 2005 ; Waldrop & Rinfrette, 2009)

FH A A %ﬁ%}ﬁv}f; SRR OVRBRYL YT B TRA L ZEMEEC SR LB - B B 5 it 4~ B (Palliative Performance Scale )
MY T0% 5 B e - HEBI R 0 R Rie KL T PELELF > TR A {oF B (F% 0 2006) -
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