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CLINICAL
PRESENTATION!

Pedunculated or
sessile polyp
(adenoma [tubular,
tubulovillous, or
villous] ) with
invasive cancer

—_—

WORK-UP

¢ Pathology review

¢ Colonoscopy

* Marking of polyp
site(optional)

FINDINGS

Single-specimen,
completely removed
with favorable
histologic features?
and clear margin?

Fragmented specimen
or unfavorable
histologic features*

or margin cannot be
assessed

1 All patients with colon cancer should be counseled for family history.

2 favorable histologic features: grad 1 or 2, no angiolymphatic invasion, and negative margin of resection
3 Cancer less than 1 mm from the resected margin regardless of the portion of the polyp under evaluation.

4 unfavorable histologic features: grad 3 or 4, angiolymphatic invasion, or a postive margin
5 Observation may be considered, with the understanding that there is significantly greater incidence of adverse outcome (residual disease, recurrent disease,

mortality, hematogenous metastasis, but not lymph node metastasis ) than polypoid malignant polyps.

6 =l Principles of Surgery (COL-AF!).

SURGERY

Observe®

or

Colectomy® with en
bloc removal of
regional lymph
nodes

Colectomy® with en
bloc removal of

regional lymph nodes

—_—
z [l Pathologic
Stage, Adjuvant
|5 Therapy, and
Surveillance
(COL-3¥1)
—_—

COL-1F!
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CLINICAL

WORK-UP
PRESENTATION!

® Pathology review

¢ Colonoscopy

¢ CBC, platelets,
chemistry profile,
CEA

¢ Chest/Abdominal/pelvic
CT®

¢ Chest x-ray

¢ Abdominal ultrasound

¢ PET —CT (optional)

¢ Endorectal ultrasound
or pelvic MRI for rectal
cancer

Colon cancer
appropriate
for resection

—_—

Suspected or proven metastatic
adenocarcinoma from large bowel

_———

FINDINGS SURGERY
5.
Resectable, Eilolectomy \|N|tfh en R
nonobstructing ™~ | D.0¢ femoval o
regional lymph nodes Colectomy?
with en bloc A fl
1. Resection with diversion— removal of —» P’ath ologic
or regional lymph Stage
2. One-stage colectomy? nodes .
Resectable, with en bloc removal of > | > /_?gjeur\;ant and
obstructing | > regional lymph nodes Surveipl)l)gnce
(unprepped) or Colectomy? (COL-3}!)
3. Diversion with en bloc ‘
or — > | removalof —»
4. Stent* regional lymph
nodes
Unresectable % j1Chemotherapy

Palliative
therapy*

> for Advanced or
Metastatic Disease
(COL-BF1I)

or medically —>
inoperable

% [l Management of suspected or
proven metastases (COL-5F 1)

1 All patients with colon cancer should be counseled for family history.

2 52l Principles of Surgery (COL-AF!).
3 The payment is not covered by National Health Insurance.

4 Palliative therapy may include diversion surgery, RT for uncontrolled bleeding, stent for obstruction, supportive care.
5 CT should be with IV and oral contrast. Consider abd/pelvic MRI with MRI contrast plus a non-contrast chest CT if either CT of abd/pelvis is inadequate or if

patient has a contraindicationto CT with contrast.

COL-2F




@Eiﬁﬁ?%

iR RTRR G — 8

Colon Cancer
Clinical Guidelines
in Oncology, FEMH —v.1.2015

PATHOLOGIC STAGE

Tis; T1, NO, MO;

T2, NO, MO

T3,NO,MO0

( no high risk features) —>

T3, NO, MO; at high risk
For systemic recurrence* [
Or T4, NO, MO

Node positive disease,
2 [ LCOL-4F!

1 chemoregimen [lAppendix-3F!

ADJUVANT THERAPY

None

Clinical trial
or
Observation

Adjuvant C/T?
or

Clinical trial
or
Observation

Y

.

Y

SURVEILLANCE!

¢ History and physical every 3-6 mo for
2y, then every 6 mo for a total of 5y

e CEA?every 3-6 mo for 2y, then every
6 mo for a total of 5y for T2 or
greater lesions

¢ Chest/Abdominal/pelvic CT may be
considered for patients
at high risk for recurrence?

e Colonoscopy in 1y, repeatin 1y if
abnormal or at least every 2-3 vy if
negative for polyps
If no preoperative colonoscopy due to
obstructing lesion, colonoscopy in
3-6 mo

2 If CEA is elevated at initial diagnosis, CEA is a surrogate marker for disease recurrence or progression

3 CT scan may be useful for patients at high risk for recurrence (e.g., perineural or venous invasion of tumor or poorly differentiated tumors).

4 high risk factors for recurrence; poorly differentiated histology, lymphatic/vascular invasion, bowel obstruction, <12 lymph nodes examined, perineural invasion,
localized perforation or close, indeterminate or positive margin.

zE bl
Recurrence
and Work-up
(COL-8}1)

COL-3}!
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PATHOLOGIC STAGE ' ADJUVANT THERAPY SURVEILLANCE!

¢ History and physical every 3-6 mo
for 2y, then every 6 mo for a total of

e CEAZ every 3-6 mo for 2y, then

T1-4,N1-2, MO ———> Adjuvant CIT?
every 6 mo for a total of 5y for T2 or

Adjuvant RT = C/T# greater lesions L
¢ Chest/Abdominal/pelvic CT may be |_5 Recurrence
considered for patients at high risk for and WOIK'UD
recurrence’ (COL-8{1)

e Colonoscopy in 1y, repeatin 1y if
abnormal or at least every 2-3 vy if
negative for polyps
If no preoperative colonoscopy due
to obstructing lesion, colonoscopy in
3-6 mo

1 chemoregimen jlAppendix-3}!
2 If CEA is elevated at initial diagnosis, CEA is a surrogate marker for disease recurrence or progression.
3 CT scan may be useful for patients at high risk for recurrence (e.g., perineural or venous invasion of tumor, or poorly differentiated tumors).
4 (1) tumors invade adjoining structure (T4NO or N+)
(2)tumors complicated by perforation or fistula
(3) incomplete resection (microscopic residual or gross residual)

COL-4F]
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CLINICAL

PRESENTATION WORK-UP FINDINGS

Synchronous
¢ Colonosco - =
e Chest x-ra;rl)y Liveronlyor | — 5 #}lCOL-6[!
e Chest/abdominal/pelvic CT Lung only
e CBC, platelets, chemistry profile metastases
Suspected or *CEA
proven metastatic ¢ Determination of tumor KRAS gene
adenocarcinoma —> | Status o o
from large bowel ¢ Needle biopsy, if clinically indicated
(Any T, any N, M1) ¢ |f potentially resectable M1 disease,
’ ’ the following may be considered for
preoperative evaluation:
» MRI with IV contrast Abdominal/ N -
» Laparoscopy (category 2B) peritoneal —> % [ICOL-7}!
» Angiogram metastases

» PET scan (if applicable)

COL-5F!
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FINDINGS

Resectable?

Synchronous
Liver or lung
metastases

Unresectable

SURGERY

Colectomy, synchorinous or staged
liver or lung resection

or

Neoadjuvant therapy (2-3 months)
followed by synchorinous or staged
colectomy and resection of
metastasis disease

or

Colectomy, followed by
chemotherapy (2-3 months) and
staged resection of metastasis
disease

Systemic therapy??3
Consider colon
resection? only if
imminent risk of
obstruction or
significant bleeding

1%}l Principles of Surgery (COL-AF1).

2 When preoperative therapy is planned, surgical re-evaluation should be planned
within 8-10 weeks after initiation of treatment to minimize hepatic toxicity.

3 chemoregimen jLAppendix-3F!

Re-evaluate
for conversion
to resectable?
every 2mo

THERAPY
(6 mo preferred)

——> chemotherapy?®

Converted to
resectable?

Remains
unresectable

|

Synchronized or
staged
resection? of
colon and
metastatic
cancer

% [l Chemotherapy for Advanced
or Metastatic Disease (COL-BF 1)

SURVEILLANCE

If patient stage 1V, NED:

e CEA every 3-6 mo x 2 y, then
every 6 mo x 3-5y (if elevated
preoperatively)

® Chest x-ray or chest CT every 3-
6 mo x 2y, then every 6-12 mo
up to a total of 5y (category 2B)

® Abdominal/pelvic CT scan
every 3-6 mo x 2 y, then every 6-
12mo uptoatotalof 5y

¢ Colonoscopyin 1y, repeatin
1y if abnormal or at least every
2-3y if negative for polyps. If
no preoperative colonoscopy
due to obstructing lesion,
colonoscopy in 3-6 mo

Active chemotherapy
regimen for advanced
disease(see Chemotherapy
for Advanced

or Metastatic Disease
(COL-BF ) (category 2B) or
Consider observation or
shortened course of
chemotherapy, if patient
received neoadjuvant
therapy

COL-6F!
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SURGERY

v

Y

FINDINGS
Nonobstructing
Abdominal/
peritoneal
metastases
Obstruction
or imminent
obstruction

Colon resection

or

Diverting colostomy
or

Bypass of impending
obstruction

ADJUVANT THERAPY

% [l Chemotherapy for
Advanced or Metastatic
Disease (COL-BE1)

% [l Chemotherapy for
Advanced or Metastatic
Disease (COL-BE!)

COL-7F
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INITIAL REFERB 2% %

UNRESECTABLE WORK-UP

METASTASES / \L |
RECURRENCE )
* Reevaluate chest/ Negative
Negati abdominal/pelvic findings
fir?t?iig\;e cT in_3 mo Positive 2§l treatment for
Serial * Physical exam * C(:i?re]lf)lgl?crapbllzeT) scan findings — documented
CEA 3 ¢ Colonoscopy, metastases, below
elevation chest/abdominal/
pelvic CT Positive [l treatment for
o —> | documented
findings
metastases, below
resectable Adjuva_nt therapy,
Local recurrence metastatic disease | —> Resection! — iﬁ/‘;rroﬁjnr:gtely 6 mo
or resectable Consider identified % }LCOL-6T!
organ-confined | > | PET scan )
lesion (if applicable) Not a resection
Documented candidate Resectable —» #}.COL-6}!
metastases ‘J‘ PS0.2 ——> Chemotherapy<
Clinical unresectable — % [LCOL-BF!
Unrgsectab_le N assessment of
multiple lesions p at
p‘Er cl)rmance Stawuis PS> 3 Best supportive care
(=}l Appendix-2£1) - If PS improves, refer to

above

1 Consider combination chemotherapy (Oxa-FL or Irino-FL) as neoadjuvant treatment.

COL-8F!
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Colectomy
¢ Lymphadenectomy
» Lymph nodes at the origin of feeding vessel should be identified for pathologic exam.
» Lymph nodes outside the field of resection considered suspicious should be biopsied or removed.
» Positive nodes left behind indicate an incomplete (R2) resection.
» Even for Stage Il disease, the number of lymph nodes correlates with survival.

¢ aparoscopic-assisted colectomy may be considered based upon the following criteria:
» Surgeon with experience performing laparoscopically-assisted colorectal operations.
» No advanced local or metastatic disease except for palliation.
» Not indicated for acute bowel obstruction or perforation from cancer.
» Thorough abdominal exploration is required.

¢ Management of patients with carrier status of known HNPCC
» Consider more extensive colectomy for patients with a strong family history of colon cancer or young age
(<50vy).

¢ Resection needs to be complete to be considered curative.

¢ Best results are seen with solitary lesion when resecting metastatic liver disease.

COL-AF
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metastatic
colorectal
cancer

UFUR

UFUR

Cetuximab (J[IErbitux ) =*Bevacizumab (J[IAvastin) ﬁ%if%‘ fﬁifﬁi?xﬁ []4E1¥5(9.37%9.27)

1st line treatment Therapy after progression
5-Fu
5-Fu rinotecan or Irinotecan
or o + oteca Capecitabine | + |or + Dbevacizumab —> Regoratenib
KRAS —> bevacizumab + Capecitabine | - = oor liolati or Oxaliplatin
mutant or xaliplatin UFUR
UFUR
5-Fu 5-Fu
_ or Irinotecan or itabi n Oxaliplatin Cetuximab
bevacizumab + | capecitabine | + |or Capecitabine (T |, + bevacizumab —>| + —> Regoratenib
or OXalipIatin arFUR Irinotecan |rin0tecan
UFUR
KRAS
wide-type
5-Fu 5-Fu N
_ or Irinotecan or + era“platm + bevacizumab —> Regoratenib
cetuximab + | Capecitabine | + |or Capecitabine | = L ooon |
or Oxaliplatin or

COL-BF!
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CLINICAL STAGE PRIMARY THERAPY ADJUVANT
THERAPY
/ T1, margin(-) » Observe or RT/CCRT?

Transanal <

T1, high-risk?, or T2

!

cT1NO 7 excision?

Trans- / pT1-2, NO, MO — Observe
cT1-2NO > abdominal
resection? \ pT3, NO, MO
— CCRT
cT3NO Trans- or pT1-3, N1-2
Rectal Cancer Tx, N+ — CCRT— abdominal » Chemotherapy
(work-up as resection?!
colon cancer,
Fheok2i) T4 andor Resection » Chemothera
locally if possible > Py
advanced, —>CCRT
non-— Resection Chemotherapy regimen for

Patients with

medical Trans-. / pT1-2, NO, MO — Observe
contraindication ——— abdominal
to combined resection?! \ pT3, NO, MO

—» CCRT

modality therapy or pT1-3, N1-2

1 =1 Principles of Surgery (REC-AE!)
2 high risk ; postive margins, poorly differentiated histology, lymphatic/vascular invasion, or sm3 invasion
3 =¥#tral: CALGB8984

SURVEILLANCE/
RECURRENCE

[ﬁJCoIon cancer
(2 5.ICOL-3)

REC-1F!
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CLINICAL FINDINGS

Resectable
metastases —

Metastatic
rectal

Cancer

Unresectable 5
metastases

PRIMARY THERAPY ADJUVANT SURVEILLANCE/

THERAPY RECURRENCE
_ CCRT
Systemic C/T? 5 Resection of matastases >
and rectal lesion or >
or CCRT Oxa-FL or Irino-FL
or 5-FU/LV

or

Resection of PTi-2ROML Oxa-FL or Irino-FL

metastases and rectal —>

lesion pT3-4 NO M1

or —> CCRT >

pTany N1-3 M1

Oxa-FL or Irino-FL or
5FU/LV, HDFL, or capecitabine or

Resection of involved rectal segment or
Diverting colostomy or
Stenting?

Note : More regimens referred to Page Appendix-3F!

1 Systemic C/T’ELH] - 5-Fu containing doublets in p°t good performance.

Avastin, Erbitux ( EGFR(+) & K-Ras WT) is not reimbursed for claim.

2 The stent is NOT paid by National Health Insurance, Taiwan.

v

[ﬁJCoIon cancer

REC-2[!
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3 %Rz < ek B (1 of 2)

Transanal excision:
e Criteria
» < 30% circumference of bowel
» <3cminsize
» Margin clear (> 3 mm)
> Mobile, nonfixed
» Within 8 cm of anal verge
> Tl
» Fragmented polyp with cancer, or indeterminate pathology (a full work-up may be initiated if local excision reveals invasive cancer)
» No lymphovascular (LVI) or perineural invasion
> Well to moderately differentiated
> No evidence of lymphadenopathy on pretreatment imaging

Transabdominal Resection: Abdominoperineal resection or low anterior resection or coloanal anastomosis
¢ Management principles

>» Removal of primary tumor with adequate margins.

» Treatment of draining lymphatics.

» Restoration of organ integrity, if possible.
* Mesorectal excision

» Reduces positive radial margin rate.

>» Extend 4-5 cm below distal edge of tumors for an adequate mesorectal excision.

» Full rectal mobilization allows for a negative distal margin and adequate mesorectal excision.
¢ Lymph node dissection

> Biopsy or remove clinically suspicious nodes beyond the field of resection if possible.

» Extended resection not indicated in the absence of clinically suspected nodes.

REC-AL}!
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3% Rz < AR B (2 of 2)
CRITERIA FOR RESECTABILITY OF METASTASES

Liver

e Complete resection must be feasible based on anatomic grounds and the extent
of disease, maintenance of noble hepatic function is required.

® There should be no unresectable extrahepatic sites of disease.

® Re-evaluation for resection can be considered in otherwise unresectable patients
after neoadjuvant therapy.

® Hepatic resection is the treatment of choice for resectable liver metastases from
colorectal cancer.

¢ Ablative techniques should be considered in conjunction with resection in
unresectable patients.

Lung
e Complete resection based on the anatomic location and extent of disease with

maintenance of adequate function is required.
¢ Resectable extrapulmonary metastases do not preclude resection.
® The primary tumor must be controlled.
¢ Re-resection can be considered in selected patients.

REC-A2!
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*+4% : Performance status (PS) scales

ECOG
scale

Description :
ECOG scale

Asymptomatic ;
normal activity

Symptomatic ;
ambulatory ;
able to carry out
activities of daily
living

Symptomatic ;

in bed less than 50%
of the day ;
occasionally needs
nursing care

Symptomatic ;

in bed more than 50%
of the day

needs nursing care

Bed-ridden ; may
need hospitalization

Appendix-2 !
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Table 1. Definitionsfor T, N, M

Table 2. Anatomic Stage/Prognostic Groups

MAC *
Primary Tumor (T) StageTNMDukes * )
TX Primary tumor cannot be assessed 0TisNOMO- R
TO No evidence of primary tumor ITINOMOA o
Tis Carcinoma in situ: intraepithelial or invasion of lamina propria a T2NOMOA B2
; IHAT3NOMOB

T1 Tumor invades submucosa B2
T2 Tumor invades muscularis propria 1IBT4aNOMOB o
T3 Tumor invades through the muscularis propria into the [ICT4bNOMOB o

pericolorectal tissues INAT1-T2N1/N1c MOC <1
T4a Tumor penetrates to the surface of the visceral peritoneum b T1IN2aM0C Co

i i i I1IBT3-T4aN1/N1c MOC

T4b Tumor directly invades or is adherent to other organs or c1/C2

structures b,c T2-T3N2aMoC

| c1
Regional Lymph Nodes (N) T1-T2N2bMOC s
. I1ICT4aN2aMOC
NX Regional lymph nodes cannot be assessed c2
NO No regional lymph node metastasis T3-T4aN2bMOC o5
T4bN1-N2MOC

N1 Metastasis in 1-3 regional lymph nodes
Nla Metastasis in one regional lymph node
N1b Metastasis in 2-3 regional lymph nodes
N1c Tumor deposit(s) in the subserosa, mesentery, or
nonperitonealized
pericolic or perirectal tissues without regional nodal metastasis
N2 Metastasis in four or more regional lymph nodes
N2a Metastasis in 4-6 regional lymph nodes

IVAAny TAny NMla-
IVBAny TAny NM1b-

Note : cTNM is the clinical classification, pTNM is the pathologic
classification. The y prefix is used for those cancers that are classified

after neoadjuvant pretreatment (e.g., ypTNM). Patients who have a

complete pathologic response are ypTONOcMO that may be similar to

Stage Group 0 or I. The r prefix is to be used for those cancers that

have recurred after a disease-free interval (rTNM).

M1 Distant metastasis *Dukes B is a composite of better (T3 NO M0) and worse (T4 NO MO)

M1la Metastasis confined to one organ or site prognostic groups, as is Dukes C (Any TN1 MO and Any T N2 MO0).
(eg, liver, lung, ovary, nonregional node) MAC

M1b Metastases in more than one organ/site or the peritoneum is the modified Astler-Coller classification.

N2b Metastasis in seven or more regional lymph nodes
Distant Metastasis (M)
MO No distant metastasis
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Updated on 2008/3/4

Oxaliplatin/5-FU/Leucovorin and capecitabine can be options of
adjuvant chemotherapy (slide 3,4).

Updated on 2009/11/19

Adding Arm of “unresectable” as an emerging potential of
Increasing curative resectibility by add “ Targeted therapy” to
systemic chemotherapy.

Updated on 2010/04/27

Detailing of systemic chemotherapy can be very complicated and
subject to doctors preference, although base on evidences.
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Updated on 2011/07/12

1. 337 ATk i}a 51 COL-2F - 4c¢ » RT for uncontrolled
bleeding, supportive care -

2. 337 N RTRE i;] 51COL-37F > % & risk factor -

3. B 37 A RTRA #;] 51 COL-5F - 4c¢ » Determination of tumor KRAS
gene status -
iZstage VB X3 7 R ERBIG ¢ Rt -

4. 1337 ARk 4 51 COL-7F > #impending obstructionz :z 5
obstructed or imminent obstruction -

5. 337 MafRfk 4p 51 COL-3F %2 COL-J. » SURVEILLANCE CEA

follow up 3-6 month -
Updated on 2012/07/10
1. 1337 N FL§M 3‘% 51COL-2F > work up#c » Endorectal ultrasound or

pelvic MRI for rectal cancer -
2. 1837 AN ATRA #;] 51COL-6F. - respectable ¥ ¥ jgneoadjuvant C/T or

colectomy first -
3.12 37 ~ IR fRfk 4p 3/ REC-2 ] - Resectable metastases+ + & CCRT -

T
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Updated on 2013/10/01, 2013/10/29
1. iR ¥p i %A 223 37COL-BE -
2. 537 Mgk 4p 51 COL-1F - 4% NCCN guideline#-polyp 2 sessile*x
- 4= 0 RS A 5 3 #risk factor - completely remove ¥ & EL% o
3. 337 A ¥Rk 4p 3/ COL-47 - T4 ~ tumor invade adjoining structure,
tumor complicated -
Updated on 2014/08/19
1.1 3% NCCN guidelines V3 2014 colon cancer COL-2:£ ;xwork up 2
surveillance & #73# £ # 78 F chest CT o
2.7% yxNCCN guidelines V3 2014 rectum cancer REC-3:£ 3% 12 :7cT1NO
2 ipfdp il e
3.7 yxNCCN guidelines V3 2014 rectum cancer REC-3:Z :xpT3NOMO &
BT BRI (1 F o~ )
Updated on 2015/01/06
1. 3 37REC-1 > s/p Transanal excision, pTINOMB, | ,margin(-), & ¥x
tral: CALGB8984+ :£ # RT/CCRT -
2. 13 37COL-B » #73# Regoratenib -




