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Malignant Polyp of Colon

CLINICAL PRESENTATION WORKUP FINDINGS SURGERY MANAGEMENT
Single specimen, ) Pedunculated | Observe
completely removed polyp with
Pedunculated or - Pathology N vv_ith fav_orable invasive cancer Observe hologi
sessile polyp review * Qllsc;[ologlcal features H o See Pathologic
(adenoma) with + Colonoscopy | | clear margins ** _ Colectomy with ‘ Stage,
invasive cancer - Marking of Sessile polyp en bloc removal > Adjuvant
g » with invasive > of Therapy, and
»  CONCETOW cancer regional lymph Surveillance
polyp site (at | ] Fragmented nodes
time of specimen or margin
colonoscopy or cannot be assessed Colectomy with
within 2 wks) or unfav_orable | en bloc removal
histological ”| of —
features*** regional lymph
nodes

* A malignant polyp is defined as one with cancer invading through the muscularis mucosae and into the submucosa (pT1). pTis is not considered a “malignant polyp.”
** Favorable histologic features: grade 1 or 2, no angiolymphatic invasion, and negative margin of resection. There is no consensus as to the definition of what constitutes
a positive margin of resection. A positive margin has been defined as 1) tumor <1 mm from the transected margin, 2) tumor <2 mm from the transected margin, and 3)
tumor cells present within the diathermy of the transected margin. **

*** Unfavorable histologic features: grade 3 or 4, angiolymphatic invasion, or a “positive margin.” See the positive margin definition above.
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Initial management for stage 0, I, 1, 111 disease

INITIAL THERAPY

WORK-UP CLINICAL STAGE *

Standard:
« Colonoscopy
« Chest x-ray + CT scan of

Chest
« CT scan, whole abdomen Stage 0
« CEA + CA19-9 | Stagel
« CBC, SMA g Stage 11
- Tissue diagnosis Stage 111
Optional:
MRI, PET

* Colon cancer 7 43HAf{c 7th AJCC staging.
** |_aparoscopic-assisted colectomy may be considered based upon the following criteria:
» The surgeon has experience performing laparoscopically assisted colorectal operations.>*
» There is no locally advanced disease.
» It is not indicated for acute bowel obstruction or perforation from cancer.
» Thorough abdominal exploration is required.’

» Consider preoperative marking of small lesions.

v

Surgery **
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Initial management for stage IV disease

scan of chest
- CT scan of
involved areas
- CBC, SMA,
- CEALX CA19-9
- Tissue diagnosis
- EGFR, K-ras
optional
- MRI, PET

resection of metastatic disease

WORK-UP FINDING TREATMENT
Colectomy, with synchronous or staged | Adjuvant therapy
Synchronous Resectable » liver or lung resection g
» liver only >
and/or lun : :
- Colonoscopy only g Neoadjuvant C/T £Target therapy, followed Con3|der_
. Chest X-ary+CT metastases »| by synchronous or staged colectomy and » Observation or

shortened course of
chemotherapy

\ 4

Colectomy,followed by C/T+Target therapy,
and staged resection of metastatic disease

>

Unresectable
(potentially
convertible or
unconvertible)

Y

Chemotherapy/Target /Palliative radiotherapy then Re-evaluation for

OP

\ 4

Synchronous abdominal /
peritoneal metastases

A 4

Palliative surgery of
colon, if needed

A

Chemotherapy +Target
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Initial management for recurrence

RECURRENCE WORK-UP FINDING SURGERY |[CHEMOTHERAPY/TARGET
] - Physical exam _ Y | _
Serial CEA » - Colonoscopy Negative + Reevaluate chest/ o Negative Resectable Chemotherapy
elevation . ™ findings abdominal/pelvic findings / Target
.CT slcandof 0 CT in 3mo g > 9
INvolve - PET scan
areas Positive ||
™ findings
Documented
Unresectable Chemotherapy
metachronous / h
metastases > > Targetlt e.n .
by CT, MRI Re-eva ua:on or
and/or biopsy Op, EVery mo
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PATHOLOGIC STAGE ADJUVANT THERAPY

Stage 0 / stage | None

\ 4

Stage Il A (Without risk factors *) None / UFUR / Capecitabine

\ 4

Stage Il A (With risk factors *) .| 5FU/ LV /UFUR /FOLFOX. / Capecitabine
Stage 11 B "
Stage Il C ***
»| SFU/ LV /FOLFOX /UFUR / Capecitabine / CapeOx / FLOX

Stage Il ***

Salvage / palliative chemotherapy / Target therapy **
/ Palliative radiotherapy ***

Stage 1V

* risk factor: poor differentiation, LVI, PNI, perforation, obstruction, < 12 lymph nodes examined, positive margins

** See page 6

x b of il Bie (R % &) (1) #F Y 2k gt (Intraoperative radiation therapy) v i # 3¢ g £ jivr T i PR F RIS BE R B T4 2 R i
(2)Stage IV: #4445 30 i (o AL ~ BN R) % FHE PSR QR T4EHRPE s AHET " HRRT () TG HERFSSET X HT®

Ao bR Fﬁ%’*f’f;@.&a}%&ﬁﬁ ZREoa AP ) E Nl e

FEHA

1l ERpARIEEL, R F(F P -~ FiFELE6)o

2. F A jFmnediof o A E K S 45.0-50.4 Gy /25 - 28 fractions

3. & & ¢ st sk (Intraoperative radiation therapy) - € & 5 12.0-20.0Gy

4 FEjstestin g g L% A2 ks 45.0-50.4 Gy / 25 - 28 fractions to whole pelvis 5 » & {7 £ #8%] & i 4v (tumor bed) £ %+ &£ 5.4-9.0 Gy /3 -5 fractions
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** Target therapy:
Cetuximab (Erbitux) (K-ras wild-type only) #& i & -
(1)¥2 FOLFIRI (Folinic acid/5-f|uor0uraciI/irinotecan)@ B % iagh B A A 2 £ F]5 £ 48 4 12 (EGFR expressing) » K-ras & Fi2 4 %
RFLEHEE S S R L ¥ - SUSRK
L AEETEEFEPAGRY B2 FEDFALBAN 2% 5 LY e FRNERER (b RS BT AL
R SR
Lg% S Al 24 % 5 F "2 o
[1l. & 2 5% {8 ¢ bevacizumab & * o
(2)¢x irinotecan & © & * 5 5 @ #% i 3 5-fluorouracil (5-FU) ~ irinotecan % oxaliplatin = #t02 F 2 fme  Mism 4 pe s £ A A 4
£ _rﬂ_—;_ = ’Eﬁ(EGFR)%\ 7 —“l _f' K-ras i%‘j«l*ﬁ 7{5@ mﬁﬁ; F'J— }J%“J,-p%}%m}% % o
I%%‘%ﬁim’%g’}’%/ﬂfbl%?’—4,&\2":3—17%1%?, }%%Eljgiﬁhxq’-ﬂ/k@ %_‘b;?—:}i:” ’}3%(41‘?: 'zxg) “}E"QIL’
Vag e o
7 * %m0 18 3% 5 1 2
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** Target therapy:

Bevacizumab (Avastin) i %if B -

(1)Bevacizumab ¢ 7 5 irinotecan/ 5-fluorouracil/ leucovorin 2 5-fluorouracil/ leucovorin it B i & & i@ * » (v 5 @ H 4 < 5 8 5k
By - SUsR -

(2)i¢ * B AR 241 L Lo

PAFRETDFAPALRY  FXV FEDFALPAN 12 F5370 F Y e RN ERER (W RS ZREEL
1V o

Regorafenib (Stivarga) i % & -
D)# »vipfp A3 G2 T P52 DRSS T S R(MCRCO)E F i if-fluoropyrimidine- - oxaliplatin- ~ irinotecan- 5 & @it
fedim g £ 2 & F]5 (@nti-VEGF) % % 2 5 FKrasz i 2 *“'](W|Id type) > R Z EX Eiik £ 4 £ F]F £ 4 (anti-EGFR) % % -

@QFSFBFEP G RY - FXY FEDFALRAENBE ST L5 mﬁﬁu%ﬁﬁ%<%2%@§)ﬁ?§£“’1?%
gFigr oo
201510012 )

<R R 5T



SAEE R R B A EERR 5 B R 3
Follow-up
Time Pre-
M |[6M |[9OM |1lyr [3M [6M |9M | 2yrs |[6M | 3yrs |6M | 4yrs | 6M | 5yrs
Treatment
Physical exam @) @) @) @) @) @) @) @) @) @) O O O @) O
CEA @) @) @) @) @) @) @) @) @) @) @) @) O @) O
CXR O @) @) @) @) o)
Sono of liver @) @) @) @) O
Whole
i @) @) @) @) @) O
abdominal. CT
Colonoscopy @) @) @) @)
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Chemotherapy Regimens

1. UFUR <Tegafur 100mg + Uracil 224mg >*

350-500 mg/m?2 PO once daily for 24 months
PR IR SR B R F I P R 2 e s
DR H FARE2E
2. Capecitabine*

850-1250 mg/m?2 PO twice daily, days 1-14

Repeat every 3 weeks x 8 cycles

FREFE RS Z DB OR R AT A e g > s B AR S
3. Capecitabine + Bevacizumab

Capecitabine 850-1250mg/m? PO twice daily,days 1-14

Bevacizumab 7.5mg/kg 1V,day 1

Repeat every 3 weeks
4. DeGramont (5-Fu x2 days)

Leucovorin 200mg/m? IV 2 hours, days 1-2

5-Fluorouracil 400 mg/m? IV bolus, days 1-2

5-Fluorouracil 600 mg/m? IV continuous infusion, days 1-2

Repeat every 2 weeks x 12 cycles

. Bolus or infusional 5-FU/leucovorin (Roswell-Park regimen)

Leucovorin 500 mg/mz2 IV over 2 hours, days 1, 8, 15, 22, 29, and 36
5-Fluorouracil 500 mg/mz2 IV bolus 1 hour after start of leucovorin,
days 1, 8, 15, 22, 29, 36

Repeat every 8 weeks for 3-4 cycles

. CapeOx (Oxaliplatin+ Capecitabine)

Oxaliplatin 130 mg/ m2 IV over 2 hours, day 1
Capecitabine 850-1000mg/ m2 twice daily PO for 14 days
Repeat every 3 weeks x 8 cycles

. CapeOX+ Bevacizumab

Oxaliplatin 130mg/m2 IV over 2 hours, day 1
Capecitabine 850-1000mg/m2 PO twice daily for 14 days
Bevacizumab 7.5 mg/kg IV , day 1

Repeat every 3 weeks

. FLOX

Oxaliplatin 85 mg/m? IV administered on weeks 1, 3, and 5
5-Fluorouracil 500 mg/m? 1V bolus weekly x 6
Leucovorin 500 mg/m? IV weekly x 6,

Repeat of each 8 week for tatol of 3 cycle for 3 cycles

201510(# 37)
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9. FOLFOX4
Oxalip<oxalipatin> 85mg/m? IV 2 hours, days 1
Leucovorin 200mg/m? IV 2 hours, days 1-2
5-Fluorouracil 400 mg/m? IV bolus, days 1-2
5-Fluorouracil 600 mg/m? IV continuous infusion, days 1-2
Repeat every 2 weeks x 12 cycles
10. mFOLFOX 6
Oxalip<oxalipatin> 85mg/m? IV 2 hours, days 1
Leucovorin 400mg/m? IV 2 hours, days 1
5-Fluorouracil 400 mg/m2 1V bolus, days 1
5-Fluorouracil 1200 mg/m2 IV continuous infusion, days 1-2
Repeat every 2 week x 12 cycles
11. FOLFIRI + ziv-aflibercept
Irinotecan 180 mg/ m2 IV over 30-90 minutes , day 1
Leucovorin 400mg/m2 IV ,day 1
5-Fu 400mg/m2 IV bolus day 1,then 1200mg/m2/day x2 days ,
continuous infusion.
Ziv-aflibercept 4mg/kg IV
Repeat every 2 weeks.
* [rinotecan i i . "VEB P A B I B R F - RS h B
(1)#25-FU% folinicacid & # > & * > A g %X F - Fivh 2 &4 -
(QE i * > 42X 5FU frAziof &ne B -

12. Regorafenib
Regorafenib 160mg PO daily days 1-21
Repeat every 28 days
13. FOLFIRI + Bevacizumab
Irinotecan 180mg/m?2 IV over30-90 minutes, day 1
Leucovorin 400mg/mz2 IV infusion to match duration of irinotecan
infusion day 1
5-FU 400mg/m2 IV bolus day 1,then 1200mg/m?#/day x 2 days (total
2400mg/m? over 46-48 hrs) 1V continuous infusion
Bevacizumab 5mg/kg 1V, day 1
Repeat every 2 weeks
14. Cetuximab + FOLFOX
Oxaliplatin 85mg/m? IV over 2 hours, day 1
Leucovorin 400mg/m? IV over 2 hours, day 1
5-FU 400mg/m2 IV bolus on day 1, then 1200mg/m2/day x 2 days
(total 2400mg/m?2 over 46-48 hrs) IV continuous infusion
Repeat every 2 weeks
Cetuximab 400mg/m? IV over 2 hours first infusion, 250mg/m? IV
over 60 minutes weekly
or Cetuximab 500mg/m? IV over 2 hours, day 1, every 2 weeks
Repeat every 2 weeks

201510(# 37)
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15. Cetuximab + FOLFIRI
Irinotecan 180mg/m? IV over30-90 minutes, day 1
Leucovorin 400mg/m? IV infusion to match duration of irinotecan
infusion day 1
5-FU 400mg/m? IV bolus on day 1, then 1200mg/m?/day x 2 days
(total 2400mg/m? over 46-48 hrs) IV continuous infusion
Repeat every 2 weeks
Cetuximab 400mg/m2 IV over 2 hours first infusion, 250mg/m?2 IV
over 60 minutes weekly
or Cetuximab 500mg/mz2 IV over 2 hours, day 1, every 2 weeks
Repeat every 2 weeks

16. IROX

Oxaliplatin 85mg/m2 IV over 2 hours, followed by irinotecan 200mg/m?2

over 30~90 minutes every 3 weeks
17. FOLFOXIRI

Irinotecan 165mg/m?2 IV day 1, oxaliplatin 85mg/m?2 day 1,leucovorin
400 mg/m2 day 1, fluorouracil 1600mg/m2/day x 2 days (total 3200mg/m?2

over 48 hours) continuous infusion starting on day 1.
Repeat every 2 weeks

18. Irinotecan
Irinotecan 125mg/mz2 IV over 30~90 minutes, dayl and day 8
Repeat every 3 weeks
or Irinotecan 180mg/m2 IV over 30~90 minutes, dayl
Repeat every 2 weeks
or Irinotecan 300~350mg/m2 IV over 30~90 minutes, dayl
Repeat every 3 weeks

19. FOLFOX + Bevacizumab
Oxaliplatin 85mg/m? IV over 2 hours, day 1
Leucovorin 400mg/m2 IV over 2 hours, day 1
5-FU 400mg/m?2 IV bolus on day 1, then 1200mg/m2/day x 2 days
(total 2400mg/m? over 46-48 hrs) IV continuous infusion
Repeat every 2 weeks
Bevacizumab 5mg/kg 1V, day 1
Repeat every 2 weeks
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AJCC TNM Stage

STAGE CATEGORY DEFINITIONS

PRIMARY TUMOR (T)

TX Primary tumor cannot be assessed

T0 No evidence of primary tumor

Tis Carcinoma in situ: intraepithelial or invasion of lamina propria*

Tl Tumor invades submucosa

T2 Tumor invades muscularis propria

T3 Tumor invades through the muscularis propria into pericolorectal tissues
T4a Tumor penetrates to the surface of the visceral peritoneum**

T4b Tumor directly invades or is adherent to other organs or structures®,**

*Note: Tis includes cancer cells confined within the glandular basement membrane

(intraepithelial) or mucosal lamina propria (intramucosal) with no extension through the muscularis mucosae into the submucosa.

"Note: Direct invasion in T4 includes invasion of other organs or other segments of the colorectum as a result of direct extension through the serosa,
as confirmed on microscopic examination (for example, invasion of the sigmoid colon by a carcinoma of the cecum) or, for cancers in a
retro-peritoneal or subperitoneal location, direct invasion of other organs or structures by virtue of extension beyond the muscularis propria (i.e.,
respectively, a tumor on the posterior wall of the descending colon invading the left kidney or lateral abdominal wall; or a mid or distal rectal cancer
with invasion of prostate, seminal vesicles, cervix or vagina).

**Tumor that is adherent to other organs or structures, grossly, is classified cT4b.However, if no tumor is present in the adhesion, microscopically,
the classificationshould be pT1-4a depending on the anatomical depth of wall invasion. The V andL classifications should be used to identify the
presence or absence of vascular or lymphatic invasion whereas the PN site-specific factor should be used for perineural invasion.
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AJCC TNM Stage

REGIONAL LYMPH NODES (N)

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 Metastasis in 1 to 3 regional lymph nodes

Nla Metastasis in 1 regional lymph node

N1b Metastasis in 2-3 regional lymph nodes

Nic Tumor deposit(s) in the subserosa, mesentery, or non-peritonealized pericolic or perirectal tissues without regional nodal metastasis
N2 Metastasis in 4 or more regional lymph nodes

N2a Metastasis in 4 to 6 regional lymph nodes

N2b Metastasis in 7 or more regional lymph nodes

Note: A satellite peritumoral nodule in the pericolorectal adipose tissue of a primary carcinoma without histologic evidence of residual lymph node
in the nodule may represent discontinuous spread, venous invasion with extravascular spread (\VV1/2) or a totally replaced lymph node (N1/2).
Replaced nodes should be counted separately as positive nodes in the N category, whereas discontinuous spread or venous invasion should be
classified and counted in the Site-Specific Factor category Tumor Deposits

(TD).
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AJCC TNM Stage

DISTANT METASTASIS (M)

MO

No distant metastasis (no pathologic MO; use clinical M to complete stage group)

M1

Distant metastasis

M1la

Metastasis confined to one organ or site (e.g., liver, lung, ovary, non-regional node).

M1b

Metastases in more than one organ/site or the peritoneum.
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R R
AJCC TNM Stage

ANATOMIC STAGE ¢ P ROGNOSTIC GROUPS
GROUP T N M Dukes* MAC*
0 Tis NO MO - -
I Tl NO MO A A
T2 NO MO A Bl
A T3 NO MO B B2
1B T4a NO MO B B2
Ic T4b NO MO B B3
T1-T2 N1/N1lc MO C C1
A Tl N2a MO C C1
T3-T4a N1/N1lc MO C C2
1B T2-T3 N2a MO C c1/c2
T1-T2 N2b MO C C1
T4a N2a MO C C2
1] (e T3-T4a N2b MO C C2
T4b N1-N2 MO C C3
IVA Any T Any N M1la - -
IVB Any T Any N M1b - -
*Dukes B is a composite of better (T3 NO MO0) and worse (T4 NO MO0) prognostic groups, as is
Dukes C (Any TN1 MO0 and Any T N2 MO0). MAC is the modified Astler-Coller classification.
Stage unknown
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