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{ REC-1)
Clinical presentation Work up & Treatment
Pedunculated Required Single specimen, Pedunculated polyp > Obser\(e
polyp or * Endoscopic completely removed with invasive cancer " | (Surveillance see REC- 8)
Sessile polyp > polypectomy | | with favorable histologic A
(adenoma) or EMR features and clear Sessile polyp
L . ESD i ith invasive cancer
th or margins (pT1 only) Wi -
Wi C;EZ::IW « Pathological I pTl1, Invas19n to submucosa
review — | +/- EUS or pelvis MRI | <0.1 cm ( with SM1) a.nd
« MMR/MSI + Lymph-Vascular Invasion (-)
testing Fragmented specimen % pTI
Optional | | or margin cannot be 1. Invasion to submucosa > 0.1cm (with SM2-3)
* Marking of asse.ssed or unfavorable 2. Poorly differentiated
cancerous histologic features 3. Lymph-Vascular Invasion (+)
polyp site 4. Margin (+)
\4
* Consider proctoscopy _>| Transanal local excision |
¢ Chest/abdominal/ pelvic CT or MRI T
* CEA | See REC-3 |
* Endorectal ultrasound
* Enterostomal therapist as indicated for —>| Transabdominal resection |
preoperative marking of site, teaching I
* PET/CT scan is not indicated | See REC-4 |




{ REC-2 )

Clinical presentation Clinical Stage

Required » cT1-2 ,NO » See REC-3
+ CEA
+ Colonoscopy +biopsy
+ Chest CT and Abdominal/pelvic CT or MRI ¢T3 ,NO or
* MMR or MSI testing(Surgery Specimens or Stage 111 » See REC -4
Biopsy) 7| ¢T Any,N1-2
Option
Rectal cancer » * Pelvic MRI cT4 and/or
+ Sigmoidoscopy + LGI series > See REC -4
. > Locally unresectable
+ Abdominal echo

* PET-CT
+ Rigid proctoscopy
+ Endorectal ultrasound

c¢T Any, N Any, M1 » See REC -5

Y

Rectal cancer locally
unresectable or > See REC -5
medicallyinoperable

$% CEA and Colonoscopy + Biopsy (If no
colonoscopy available before resection ,
colonoscopy must be performed within 6
months)

Y

Y

Suspect or proven
metastatic synchronous
adenocarcinoma

Definition of rectal cancer:

The distance from the lower edge of the lesion to the anus within 15 cm is the definition of rectal cancer. Lower third rectal cancer is 0-7 cm from
anal verge. Middle third rectal cancer is 7.1-11cm from anal verge. Upper third rectal cancer is 11.1-15 cm from anal verge. For patients with
locally advanced middle third and lower third rectal cancers, and age between 18-75 years old, neoadjuvant concurrent chemo-radiotherapy was
recommended.




{ REC-3) § =R D

Clinical Stage | Primary Treatment Adjuvant Treatment

_>| ESD l_’| pT1, NO (without any risk factor )* |"| Observe ! >
pT1, Nx (Margin negative _>| Observe I >
cTINO - . without any risk factor )
any risk - - -
factor Consider observation ( if complete response) |—>
pT1,Nx
with risk CCRT > If residual disease: Consider _
v factor(s)* - Trans abdominal resection C/T -
Transabdominal pT2,Nx Transa_lbdommal
> resection resection Consider Chemotherapy |—>
| Surveillance
cT1-2NO pT1-2, NO, MO H Observe I »| See REC-8
Y
Radical Adjuvant CCRT (preferred) or
» pT3, NO, MO » Chemotherapy2*3 alone *4 or >
Sureery Observe *5
pT4,NO,M Adjuvant CCRT+Chemotherapy
----------------------------------- pT1-4,N1-2 " | or Adjuvant Chemotherapy *2.3 >
1. Risk faCtOr(S)* : +CCRT
(1) invasion depth >1mm (2)Pooly differentiated (3) Lymphovascular or

Perineural invasion (4) Margin postive (5) Localized Perforation (6) Bowel obstruction or Adjuvant Chemotherapy *2.3 +CCRT
(7) StagellA,pT3NOMO : (without risk factor) added inspection MSI or MMR (optional),if MSI low adjuvant chemotherapy

2. A benefit for the addition of oxaliplatin to 5-FU/leucovorin in patients age 70 and older has not been proven

3. For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy

4. Only for RO resection

5. Observe : only for upper rectum , G1/G2 , LVSI (-), RO resection & mesorectum invasion <2mm




{ REC-4)

Clinical Stage Primary Treatment Adjuvant Treatment
Patients with medical Trans- | pT1-2,N0, MO |_>| Observe |—>

contraindication to combined .
» abdominal

> =

modality therapy (low risk ~ resection pT3,NO, MO or | Adjuvant CCRT or Chemotherapy
upper rectum tumors) pT1-4N1-2 *1.3.4 + Radiotherapy *2.3.4
c¢T3,N0,M0 Total Neoadjuvant Therapy Transabdominal resection |—>| Adjuvant Chemotherapy *3.4 + Radiotherapy |—> 4
» Chemo *4 + Local Course g
cT1-3,N1-2 CCRT or CCRT + Chemo *4 Resection contraindicate |—>| Chemotherapy + Target therapy |—> ::)'
. . Rk
Chemotherapy (12-16wk) for Tumor regression >20% |—>| surgery | > %
> non-T4 disease eligible for ?J
sphincter-sparing surgery Tumor regression <20% |—> Long-course chemo/RT or o
Short-course RT S
Neoadjuvant Trans-abdominal _>| Any T Adjuvant Chemotherapy *3.4 |_>
T4 and/or Locally | | Radiotherapy resection + IORT .
unresectable HE
Chemotherapy Unresectable |—>| Chemotherapy *3.4 I >

% 1.If the choice of agents are other than fluoropyrimidines (eg, oxaliplatin) concurrent chemotherapy is not recommended.

% 2.For patients with proximal T3, NO disease with clear margins and favorable prognostic features, the incremental benefit of RT is limited. Chemotherapy
alone is considered.

% 3. Abenefit for the addition of oxaliplatin to 5-FU/leucovorin in patients age 70 and older has not been proven.

% 4.For patients who are under 70 years old of age and ECOG: 0-2 points, we suggested standard combination chemotherapy.

% 5.Post CCRT and before surgery maintenance add oral chemotherapy with 5-Flurouracie base (optional)

% 6. Surveillance recommendations include DRE, proctoscopy every 3-4 months for 2 years, then every 6 months for a total of 5 years.MRI rectum is
recommended every 6 months for at least 3 years to monitor for extraluminal local recurrence.(considered)

% 7.dMMR,MSI-H:checkpoint inhibitor immunotherapy.(considered)




¢ REC-5)

Clinical presentation

suspect or proven
metastatic
synchronous
adenocarcinoma
(T any,N any,M1)

Required

*CEA

* Colonoscopy +biopsy

* Biopsy (if clinically indicated)
* Chest CT and

—>

Synchronous
liver only and
/or lung only

>

Primary treatment £

Resectable

Chemotherapy
+ Target therapy

+ Radiotherapy
Unresectable or
edicallyinoperable REC-5
toneal metastases

+ Abdominal/pelvic CT or Synchr.onous
« MRI abdominal/
peritoneal
Optional »| metastases
* Consider proctoscopy
* Consider PET/CT scan
(Skull base to
mid-thigh)if potentially
surgically curable M1 disease Synchronous
in selected cases) unresectable
« Tumor board | metastases of

other sites

Without

obstruction

\

With or
impending
obstruction

Resecion or
Diverting ostomy
or Bypass of
impending
obstruction or
Steting (for upper
rectal lesions
only)

Chemotherapy
+ Target therapy
+ Radiotherapy
Or systemic
therapy

% 1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2 , POLE /POLD1,RET 4§~ NTRKamplifications
(individually or as part of tissue- or blood-based next generationsequencing [NGS panel]) (optional).

% 2. For patients who are under 70 years old of age and ECOG: 0-2 points, we suggested standard combination chemotherapy.

% 3. Consider resection only if imminent risk of obstruction, significant bleeding, perforation, or other significant tumor- related symptoms.




¢ REC-6 )

Rectal cancer locally
unresectable or medically

Primary Treatment

Neoadjuvant Therapy
_ | +/- Target +/-

inoperable or metastasis
unresectable

Metastases

Rectal cancer with liver

" | Radiotherapy
+/- immue

_>| Bowel resection

Bowel resection
+ local resection

or/and lung metastasis
appropriate for resection

»| of

Chemotherapy *4
+ Target therapy

_ | + Radiotherapy
" | + Immunotherapy

or
Best supportive care
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Y

metastatic mass

Neoadjuvant
Chemotherapy *

+ Target therapy
+ Radiotherapy

Chemotherapy * Resection

+ Local therapy*3 > of metastatic

+ Target therapy tumor

+ Radiotherapy

Total Neoadjuvant Therapy >

(C/T or CCRT or R/T) v

. . Chemotherapy*

Primary tumor resection »| + Target therapy >
»| tmetastasectomy + Radiotherapy

tshort course Radiotherapy B

Surveillance
See REC-8

% 1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2, POLE /POLD1,RET fr# NTRK amplifications (individually or as

part of tissue- or blood-based.

% 2.For patients who are under 70 years old of age and ECOG: 0-2 points, we suggested standard combination chemotherapy.
% 3.For non-progressive primary tumor, resection is preferred over locally ablative procedures (eg, image-guided ablation or stereotactic body radiation
therapy (SBRT). However, these local techniques can be considered for liver or lung oligometastases.
% 4. Hepatic artery infusion = systemic 5-FU/leucovorin (category 2B) is also an option at institutions with experience in both the surgical and medical
oncologic aspects of this procedure.




{ REC-7 )

Clinical presentation

Recurrence

Isolated pelvic/
anastomotic
recurrence

« Colonoscopy

+ Chest/
abdominal+
pelvic CT

+ Consider
PET-CT
Scan

v

EYCEEDN
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_ | Potentially

" resectable

Resection
and /or

> Chemotherapy*

+ Target therapy
+ Radiotherapy
+ Immunotherapy

Multiple recurrence

> Unresectable

Chemotherapy*

_ | £ Target therapy
"| £ Radiotherapy

+ Immunotherapy

Y

W

+ Chemotherapy + Target therapy
+ Radiotherapy ~+ Immunotherapy
+ HIPIC or Best supportive care

Y

Surveillance
See REC-8

. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2 , POLE /POLD1,RET 4= NTRK amplifications
(individually or as part of tissue- or blood-based next-generation sequencing [NGS panel]) (optional).

If d-MMR,MSI-H consider Immunotherapy
For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy

Colorectal cancer is not only associated with peritoneal metastasis of liver and lung metastasis, and ECOG:0-1, heart, lung, kidney function
normal, — Complete cytoreductive surgery and/or HIPEC (Hyperthernic Intraperitoneal Chemotherapy)




{ REC-8 (Surveillance) )

Follow up Program for Rectal Cancer Patients ( atleast 5 years)

CEA After the first month, every three to six months,in first two years. once every six months thereafter.

(1) Stage ILIII: every 612 months for a total of 5y
Chest /Abdomen + pelvic CT
(2) Stage IV: every 3—6 mo x 2 y, then every 612 mo for a total of 5 y.

At least once in the first year, then once every other year.
Colonoscopy 1. Those who didn’t had whole colonoscopy before preoperative obstructive lesions should do the whole
or colonoscopy 3-6 months after operation.
Barium enema + Sigmoidoscopy 2. If advanced adenoma, repeat in every 1 year.
3. If no advanced adenoma, repeat in every 3 year , then every 5 years.

Rigid proctoscopy (optional) every 3-4 months for 2 years, then every 6 months for a total of 5 years.
Abdomen sono (optional) six months.

PET-CT scan (optional) Clinical evaluation is required when needed.
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{coL-1)

Clinical presentation Work up & Treatment

Pedunculated Required Single specimen, Pedunculated polyp N Obser\(e
polyp or « Endoscopic completely removed with invasive cancer | (Surveillance see COL-7)
Sessile polyp [ polypectomy | —»f with favorable histologic . 0
(adenoma) or EMR features and clear
. . ESD i Sessile polyp
th or margins (pT1 only) ;
with invasive  Pathological with invasive cancer pT1, Invasion to submucosa
cancer review | <0.1 cm ( with SM1) and
« MMR/MSI Lymph-Vascular Invasion (-)
. \4
testing Fragmented specimen * pT1
Optional |_,| ormargincannotbe 1. Invasion to submucosa > 0.1cm (with SM2-3)
« Marking of assessed or unfavorable 2. Poorly differentiated
cancerous histologic features 3. Lymph-Vascular Invasion (+)
polyp site 4. Margin (+)
\4
* Consider pelvic MRI y | Colectomy with en bloc removal
* CEA "| of regional lymph nodes
* Chest/abdominal/ pelvic CT
* PET/CT scan is not indicated ¢

See COL-2




{coL-2)

e
SR Pathologic Stage Adjuvant Treatment

Required pTis-2, NO, MO I_,I Observe |_>
- CEA : —
+ Colonoscopy + Biopsy* > W1thout. Lyl OV Observe or Consider
+ CXR obstruction resection | pT3,NO.MO Adjuvant Chemotherapy
+ Abdominal/pelvic CT or
MRI T3-4,NO
. Colostom p ’ . i
- MMR/MSI testing (Surgery o (high risk factors 1) |—»| Adjuvant chemotherapy
Specimens or Biopsy ) o T Anv. N1-2 + Radiotherapy
i Diversion plAny, N1- .
Option th > Surveillance
* Chest CT > Wit N or See COL- 7
- Sigmoidoscopy + LGI series | | obstruction Stent —>| Bowel resection | —| pTis- » Observe >
+ Abdominal echo 2,NO,M0
: PET-CT Bulk __>| Bowel resection * colostomy |
%< CEA and Colonoscopy nodal
+Biops . .
if no co?ogoscopy available Discase Neoadjuvant Chemotherapy T3-4N0 Adjuvant
before resection , colonoscopy or + Radiotherapy || Bowel | | pT Any, [»| Chemotherapy |,
must be performed. N Clinical [ Clinical T4b perfer resection | Lyl ) 5 234
within 6 months) T4 Nivolumab # Ipilimumab or Radiotherapy
Pembrolizumab
(for IMMR/MSI-H only) ]

% 1. High risk factors : (1) Pooly differentiated (2) Lymphatic/vascular/perineural invasion 3) <12 lymph nodes examined (4) Localized Perforation (5) Bowel obstruction (6) Close,
indeterminate or positive margins (7) StagelIA,pT3NOMO : (without risk factor) added inspection MSI or MMR (optional),if MSI low — adjuvant Chemotherapy

% 2. Asurvival benefit has not been demonstrated for the addition of oxaliplatin to 5-FU/leucovorin in stage II colon cancer. Tournigand C, André T, Bonnetain F, et al. Adjuvant
therapy with fluorouracil and oxaliplatin in stage II and elderly patients (between ages 70 and 75 years) with colon cancer: subgroup analyses of the Multicenter International Study
of Oxaliplatin, Fluorouracil, and Leucovorin in the Adjuvant Treatment of Colon Cancer trial. J Clin Oncol 2012; published online ahead of print on August 20, 2012.

% 3. Abenefit for the addition of oxaliplatin to 5-FU/leucovorin in patients age 70 and older has not been proven.

% 4. For patients who are under 70 years old of age and ECOG: 0-2 points, we suggested standard combination chemotherapy.
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Clinical
Workup . Treatment
presentation

Palliative resection Chemotherapy *4
or + Target therapy
. Colon cancer >
. gfﬁnosmpy locally unresectable By pass * Radiotherapy
> > > + >
+Biopsy or medically gr ot + Immunotherapy
« CXR inoperable olostomy or .
Abdominal/ or Best supportive care
. omina .
No resection
pelvic CT or MRI Chemotherapy *
- + Local therapy *3 Resection of Surveillance
¢ Chest CT _, | Bowel resection > + Target therapy > metastasis [~ See COL- 7
(optinal) + Radiotherapy tumor
» Sigmoidoscopy Colon cancer
+ LGI series with liver or/and Bowel resection -+ local
(optinal) | lung metastasis " | resection for metastasis tumor
¢ Abdominal echo appropriate for v
o) i feneeton gleeorjlijt;ll‘s: t * Bowel resection + Chemotherapy*
* PET-CT (optinal) Py > local resection of > Py
| +Target therapy metastasis fumor + Target therapy
+immue(if MSI high)

1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2, POLE /POLD1,RET fr NTRK amplifications
(individually or as part of next-generation sequencing [NGS panel]) (optional)

2. If d-MMR,MSI-H consider Immunotherapy

3. For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy




{coL-4)

Clinical
presentation

Colon cancer

« CEA with peritoneal
» Colonoscopy +Biopsy | carcinomatosis » Chemotherapy *+ Target therapy >
+ CXR without liver or
* Abdominal/pelvic CT or lung metastases Surveillance

MRI without | Chemotherapy * = See COL-7
* KRAS gene status || obstruction + Target therapy

. Colon cancer
e Chest CT (optinal) . .
. ; . with peritoneal Colostomy
» Sigmoidoscopy + LGI series . . f
. carcinomatosis or

(optinal) without liver or Palliati

+ Abdominal echo (optinal) with athative _ | Chemotherapy *
. lung metastases . > resection >

+ PET-CT (optinal) obstruction + Target therapy
« Needle biopsy, if clinically or

indicated Bypass procedure
o Multidisciplinary team | == m s s e oo oo

evaluation, including a 1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2, POLE /POLD1,RET ## NTRK

surgeon experienced in the amplifications (individqally or as part of tissue- or blood-based next-generation sequencing [NGS panel]) (optional)
. i 2. If &-MMR,MSI-H consider Immunotherapy

resection of hepatobiliary 3. For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy

and lung metastases 4. Colorectal cancer is not only associated with peritoneal metastasis of liver and lung metastasis, and ECOG:0-1,

heart, lung, kidney function normal, — Complete cytoreductive surgery and/or HIPEC (Hyperthernic Intraperitoneal

Chemotherapy).




{CcoL-5)

Clinical presentation

suspect or proven
metastatic
synchronous
adenocarcinoma
(T any,N any,M1)

Required

*CEA

* Colonoscopy

* Biopsy (if clinically
indicated)

* Chest CT and Abdominal/
pelvic CT or MRI

Optional

« Consider proctoscopy

* Consider PET/CT scan
(Skull base to mid-thigh)
if potentially surgically
curable M1 disease in
selected cases)

» Tumor board

>

Synchronous
liver only and
/or lung only

>

\4

Synchronous
abdominal/
peritoneal
metastases

—>>|

Synchronous
unresectable
metastases of
other sites

Primary treatment =

Resectable

+Neoadjuvant
Chemotherapy
+stage or
synchronous
Resections and / or
every local

Unresectable or
Medicallyinoperable
toneal metastases

aggressive therapy
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~

Chemotherapy

+ Target therapy
+Radiotherapy
(prefer Q8W =17 )

->| COL-3

Without

obstruction

With or
impending
obstruction

Resecion or

Diverting ostomy

or Bypass of impending
obstruction or

Steting (for upper
rectal lesions only)

> Chemotherapy

»
»

+ Target therapy
tRadiotherapy
+Immunotherapy
Or systemic
therapy

1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2, POLE /POLD1,RET §= NTRK amplifications
(individually or as part of tissue or blood-based next-generation sequencing [NGS panel]) (optional)
2. If &-MMR,MSI-H consider Immunotherapy

(8]

For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy

4. Colorectal cancer is not only associated with peritoneal metastasis of liver and lung metastasis, and ECOG:0-1, heart, lung, kidney
function normal, — Complete cytoreductive surgery and/or HIPEC (Hyperthernic Intraperitoneal Chemotherapy)




{CoL-6 )

Clinical

Recurrence
Resection Chemotherapy >
+ Target therapy
> Resectable
e Chest/ Neoadjuvant Chemotherapy .
abdominal/ Chemotherapy ~ > Resection 43 Target thera || Surveillance
Colon cancer . g Py See COL-7
: pelvicCT | | (2-3mo) (prefer Q8W =13 )
with > .
recurrence » Consider
PET-CT
Scan
Chemotherapy
L» Unresectable » + Target therapy >
+ Radiotherapy
1. Determination of tumor gene status for KRAS.NRAS and BRAF mutations and HER2 , POLE /POLD1,RET #F# NTRK amplifications

(individually or as part of tissue- or blood-based next-generation sequencing [NGS panel]) (optional)
2. If &-MMR ,MSI-H consider Immunotherapy
3. For patients who are under 70 years old of age and ECOG: 0-2 points,suggested standard combination chemotherapy
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{ COL-7 (Surveillance) )

Follow up Program for Rectal Cancer Patients ( at least 5 years)

CEA After the first month, every three to six months,in first two years. once every six months thereafter.

(1) Stage ILIII: every 612 months for a total of 5 y.
Chest /Abdomen + pelvic CT

(2) Stage IV: every 3—6 months x 2 y, then every 612 mo for a total of 5 y.

At least once in the first year, then once every other year.
Colonoscopy 1.Those who didn’t had whole colonoscopy before preoperative obstructive lesions should do the whole
or colonoscopy 3-6 months after operation.
Barium enema + Sigmoidoscopy  2.If advanced adenoma, repeat in every 1 year.
3.If no advanced adenoma, repeat in every 3 year , then every 5 years.

Abdomen sono (optional) six months.

PET-CT scan (optional) Clinical evaluation is required when needed.
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Principle of Radiation Therapy for Colorectal Cancer

1. Radiotherapy targets *

(1) Rectal tumor / Low sigmoid colon tumor and/or gross tumors
(2) Involved pelvic lymphadenopathy
(3) High risk pelvic / inguinal lymphatic basin drainage area

2. Dose prescriptions :

(1) Pre-operative radiotherapy
* Conventional course : 45-50.4 Gy in 25-28 fractions, fraction size 1.8-2.0 Gy.
* Short course : 25 Gy in 5 fractions, fraction size 5 Gy.
(2) Post-operative radiotherapy
* 45-54 Gy in 25-30 fractions, fraction size 1.8-2.0 Gy
(3) Radiotherapy for unresectable lesions
* 54-60.4 Gy in 27-33 fractions, fraction size 1.8-2.0 Gy

3. RT technique ¢

Conformal radiotherapy techniques, such as 3DCRT, IMRT, VMAT, and tomotherapy, are preferred. Optional image guidance
during radiotherapy with cone beam CT or orthogonal X-ray films can be considered.

4. Reference *

1. NCCN clinical practice guidelines in oncology-Rectal cancer. version 4.2024.

2. Roels S et al. Definition and delineation of the clinical target volume for rectal cancer. Int J Oncol Biol Phys 2006; 65: 1129—
1142

3. Sauer R et al. Preoperatorative Versus postoperative Chemoradiotherapy for Locally Advanced Rectal Cancer: Results of the

German CAO/ARO/AIO-94 Randomized Phase III Trial After a Median Follow-UP of 11 Years. J Clin  Oncol 2012; 30:
1926-19335.
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4. Bahadoer RR et al. Short-course radiotherapy followed by chemotherapy before total mesorectal excision versus preoperative
chemoradiotherapy, TME, and optional adjuvant chemotherapy in locally advanced rectal cancer (RAPIDO): a randomized,
open-label, phase 3 trial. Lancet Oncol 2021; 22:29-42




