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/ 42 patient with colon cancer, T3-4NxMo, in recent 3 years
All pT3 (N=20) vs. pT4 (N=22): regardless of initial radiological T stage (cT)

Product-Limit Survival Estimates
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OS (from op date to death or censor; event=12, censor=11):

* median overall survival: pT4: 8 months, pT3: 2 years
* Log-Rank P=0.02; Hazard ratio=4.57, P=0.04
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TNM staging for colorectal cancer, 7th edition

=

Primary tumor (T)

TX Primary tumor cannot be assessed

TO No evidence of primary tumor

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

T1 Tumor invades submucosa

T2 Tumor invades muscularis propria

T3 Tumor invades through the muscularis propria into pericolorectal tissues
Tda Tumor penetrates to the surface of the visceral pentoneums

T4b Tumaor directly invades or is adherent to other organs or structuressA

X
NO

M1
Mla
MN1b
Mlc

N2

NZa
NZb

MO

M1
Mla
Mib

Regional lymph node (N)¢

Regional lymph nodes cannot be assessed
Mo regional lymph node metastasis

Metastasis in 1-3 regional lymph nodes
Metastasis in one regional lymph node
Metastasis in 2-3 regional lymph nodes

Tumor deposit(s) in the subserosa, mesentery, or nonperitonealized pericolic or perirectal tissues without regional nodal metastasis

Metastasis in four or more regional lymph nodes

Metastasis in 4-6 regional lymph nodes

Metastasis in seven or more regional lymph nodes

Distant metastasis (M)

Mo distant metastasis

Distant metastasis
Metastasis confined to one organ or site (eg, liver, lung, ovary, nonregional node)

Metastases in more than ane organ/site or the peritoneum




How to treat localized advanced operable colon

cancer?

Multivisceral resection

e an appropriate option for locally advanced (ie, T4),
potentially resectable primary colon cancers

Adjuvant chemotherapy
e eradicate micrometastases
e reducing the likelihood of disease recurrence

e increasing the cure rate

?

Neoadjuvant chemoradiotherapy or chemotherapy



Foreground question

[s neoadjuvant chemotherapy helpful in patients
with locally advanced operable colon cancer?
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[s neoadjuvant chemotherapy helpful in patients with
locally advanced colon cancer ?

P Patient with locally advanced operable colon cancer
Patient/Problem
| neoadjuvant chemotherapy

Intervention

C without neoadjuvant chemotherapy
Comparison

O Tumor clearance rates and survival rate
Outcome

T Not measured

Time
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Summary --3%'= UpToDate

* Key word : colon cancer

e Search result:

| Uprﬂﬂate_ colon cancer ¢ Al Topics - m Ahaol

Hew Search | Patient Info | What's Kew | Calculators

Search Results for "colon cancer™

= All Topics
¢ Clinical manifestations, diagnosis, and staging of colarectal cancer

- Adult
¢ Surgical oncalogic principles for the resection of colon cancer
- Pediatric
¢ | Cwerview of the management of primary colon cancer
- Patient
s Colorectal cancer: Epidemialogy, risk factors, and protective factors
_ Graphics

s Approach to the long-term survivor of colarectal cancer
s Treatment pratocols for colorectal cancer
e Adjuvant chemotherapy for resected stage |l colon cancer

e Systemic chemotherapy for nonoperable metastatic colorectal cancer: Treatment
recommendations

o Adjuvant therapy for resected stage lll (node-positive) colon cancer
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Neoadjuvant chemoradiotherapy or chemotherapy

 Neoadjuvant (preoperative) chemoradiotherapy rather than initial
surgery is a common approach for locally advanced rectal cancer

e But for locally advanced colon cancer invading into adjacent organs

- the data addressing benefit in patients with colon primaries are
limited to isolated case reports and two small case series

« no consensus as to which patients are suitable for this approach

e concurrently administered chemotherapy
» provides synergistic antitumor activity

» also increases treatment-related toxicity

may be prohibitive if the radiation treatment volume includes a
substantial amount of bowel
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patients with potentially resectable disease

e should undergo multivisceral resection rather than upfront
chemoradiotherapy, if they are surgical candidates

Consensus-based guidelines from the NCCN suggest

e patients with locally unresectable colon cancer or
who are medically inoperable

be given chemotherapy for advanced disease

The utility of preoperative chemotherapy for patients with
locally advanced primary tumors is unclear

e this approach is being directly studied in the phase III
FOxTROT trial
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* Key word : colon cancer

of F o Povered by ERSCOOE"

e Search result:

Colorectal cancer

Treatment overview:

= nonmetastatic colon cancer
« wide surgical resection and anastomosis is standard treatment

» adjuvant chemotherapy is recormmended for stage III colon cancer (ESMO Level I, Grade A) and stage II
colon cancer with high risk features (ESMQ Level II, Grade B)

- preferred chemotherapy includes oxaliplatin and 5-fluorouracil (5-FU)/leucovaorin
= alternatives are monotherapy with 5-FU/leucovorin or oral capecitabine

« intensive follow-up required (ESMO Level I, Grade A) and associated with improved survival after curative
surgery for colorectal cancer (level 2 [mid-level] evidence)

e neoadjuvant chemotherapy was not mentioned
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T “ ACP JOURNAL CLUB

Evidence-Based Medicine for Better Patient Core

] Synopses » ACP Journa Club

* Métx: colon cancer, chemotherapy,
neoadjuvant chemotherapy

Search ACP Journal Club Search ACP Journal Club

Search
Icnlcrn cancer, chemotherapy < |cc+|crn cancer, neoadjuvant chemothera | Search I
Search Help Search Help
Results 1 - 6 of about 6 for colon cancer, chemotherapy. No matches.
. . . . Copyright 82012 American College of Physicians — American Society of Internal Medicine. The
2007 - Adjuvant chemotherapy increased survival in - ) _ | et I
information contained herein should never be used as a substitute for gooo inica juggment

colorectal ...

2007 - Cetuximab improved overall sunvival in
colorectal ...

2006 - Beview: Prophylactic interventions reduce oral ...

2012 - Semuloparin reduced venous thromboembolism in ...

2006 - Anastrozole had a better risk-benefit profile than ...

2007 - Concomitant VTE increased risks for mortality and ...
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Home | About Cochrane | Access fo Cochrane | For Authors | Hep ﬁ&ammm My Profe

The COChrane Library Evdence fo elficare deciion-making

o j# @ii?j- : colon cancer, neoadjuvant chemotherapy

Search Search Manager Medical Terms (Me5H) Browse
@ Title, Abstract, Keywords j colon cancer, neoadjuvant chemotherapy Go m
Search Limits Wiew search tips  (Word variations have been searched) Add to Search Manaager

All Results (5)

@ Cochrane Reviews (1)
= Al
" Review
' Protocol
" Other Reviews (0)
" Trials (4)
' Methods Studies (0)
" Technology Assessments (0)

" Economic Evaluations [0}

[ o W T P, ~

Cochrane Database of Systematic Reviews : lssue 2 of 12, February 2013

There is 1 result from 7773 records for your search on ‘colon cancer, neoadjuvant chemotherapy in title abstract keywor
Cochrane Reviews

Sort by | Relevance ;l

Selectall | Exportall | Exportselected

r Postoperative adjuvant chemotherapy in rectal cancer operated for cure.
Sune Hairup Petersen , Henrik Harling , Lene Tschemerinsky Kirkeby , Peer Wille= Jargensen and Simone Mocellin
March 2012



Home | About Cochrang | Access o Cochrane | For Authors | Help ﬁ_a.eT\etwlv nfié
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* B 4 F : colon cancer, neoadjuvant chemotherapy

@ Title, Abstract, Keywords j colon cancer, neoadjuvant chemotherapy Go

Search Limits View search tips  (Word variations have been searched) Add to Search Manager

Cochrane Central Register of Controlled Trials : Issue 2 of 12, February 2013
All Results (5) - o

There are 4 results from 683114 records for your search on ‘colon cancer, neoadjuvant chemotherapy in title abstract

" Cochrane Reviews (1) keywords in Trials
L]
Select all Export all Export selected
' Review | g | g
 Protocol [ Selective augmentations of intratumoral 5~ fluorouracil concentration by local immunotherapy with OK= 432 and fibrinogen.
" Other Reviews (o) Amano M, Sekimoto M, Monden T, Tomita M , Ohue M, Haba A, Sakita |, Tamaki ¥ and Monden M
@ Trials (4) Diseases ofthe colon and recturn, 2000, 43(3), 402

' Methods Studies (0)
O Technology Assessments {0) r Freoperative rfal:lmthe.rap}'.m associated wmj warse funch?nal results after coloanal anastomosis for rectal cancer .
Parc , Zutshi M, Zalinski 5, Ruppent R, Flrst A and Fazio VW

€ Economic Evaluations (0) Diseases ofthe colon and rectum, 2009, 52(12), 2004

" Cochrane Groups (0)

r Comparison of chemotherapy and X~ ray therapy with Ukrain monaotherapy for colorectal cancer .
Susak¥M |, Zemskov V3 | Yaremchuk OY |, Kravchenco OB |, Yatsyk IM and Korsh OB
Drugs under experimental and clinical research, 1996, 22(3-5), 115

[ |FOXTROT: Randomized phase | study of necadjuvant chemotherapy with or without an anti- EGFR monoclonal antibody for
locally advanced, operable colon cancer [abstract no. TP3192]

Gray RG , Maorton D, Brown G |, Ferry DR, Magill L, Qluirke P, Seymour MT , Warren B and on behalf of the FOXTROT
Collabarative Group
Journal of Clinical Oncology, 2010, 28(3uppl 15), 29
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- ) Possibility of sandwiched liver surgery

Clinical Trial with molecula [World J Surg Oncol. 2012]
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Systematic Reviews 1. dissemination after neoadjuvant chemoradiotherapy with XELOX and Preoperative hepatic and regional arterial
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Feasibility of preoperative chemotherapy for locally advanced, operable colon
cancer: the pilot phase of a randomised controlled trial.

Foxtrot Collaborative Group.

The FOxTROT Trial, Birmingham Clinical Trialz Unit, Robert Aitken Institute, University of Birmingham, Edgbaston, Birmingham
B15 27T, UK. FOXTROT-trial@contacts. bham.ac.uk

Lancet Oncol. 2012 Nowv;13(11):1152-60. doi: 10.1016/51470-2045(12)70343-0. Epub 2012 Sep 25.
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Background

 Preoperative (neoadjuvant) chemotherapy and radiotherapy
are more effective than similar postoperative treatment for
esophageal, gastric, and rectal cancers
- more effective micrometastasis eradication

» reduced risk of incomplete excision and tumour cell shedding
during surgery

e The FOXxTROT trial aims to

- investigate the feasibility, safety, and efficacy of preoperative
chemotherapy for colon cancer
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Methods

Patients
e 18 years or older

e with locally advanced adenocarcinoma of the colon
o T4 or T3 with extramural depth =5 mm
- staging determined preoperatively by either spiral or
multidetector CT
* a 24-week course of oxaliplatin and fluoropyrimidine-
based adjuvant chemotherapy would be judged
appropriate
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OxMdG regimen: consisting of cycles of oxaliplatin at 85 mg/m2 + I-folinic acid 175 mg/m2 +
fluorouracil 400 mg/m2 by intravenous bolus, followed by a 46 h infusion of 2400 mg/m2
through an indwelling line, repeated at 2-weekly intervals.

“only KRAS wild-type tumours eligible for the panitumumab randomisation

C
1

D _
1

Pan {Gwesaks)
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‘Methods

The primary outcomes of the pilot phase
e feasibility, safety, tolerance of preoperative therapy
e the accuracy of radiological staging

Other key outcomes
e completion of planned surgery
 perioperative morbidity
e timely completion of preoperative KRAS testing
e downstaging of the resected tumour

- measured by histopathological tumour diameter and stage



| 150 randomised in pilot study |
I
99 allocated preoperative and postoperative 51 allocated postoperative chemotherapy anly
chemotherapy
I < ‘ S u I l S 1 perforation 1 died befone surgery,
—® 3 clinician or patient choice " 2 not resectad becausa of
advanced disease
Al h
OF started preoperative chemotherapy 48 undarwent surgary
BE completed pracperativa chemotherapy
(3 oycles)
3 had i
no postoperative
chemotherapy
Y ¥
99 underwent surgery 40 started postoperative chemotherapy
38 completed first three cycles (1 died, 1 stoppad
after chest pain)
15 had no postoperative
I chemotherapy
2 had off-protocol treatment
k4 ¥
82 started postoperative chemotherapy 38 started second thres cydes of postoperative
79 completed first three oydes (3 stopped due chemotherapy
to bemicity) 36 completed (2 stopped due to boicity)
| 1 stufrpF-Ed due to boxicity 1 pc.rssill:-lel'wer mietastasis
1 missing data 1 missing data
Y ¥
77 started second three qydes of postoperative 34 started third three oydes of postoperative
chemotherapy chemotherapy
76 completed (1 stopped, reason unknown ) 33 completed {1 stopped due to toxicity)
> 1 possible cerebrovascular accident > 1 missing data
1 unknown
¥ b
74 started final three opdes of postoperative 32 started final thres cycles of postoperative
chemotherapy chemaothearapy
67 completed (4 stopped due to toxicity, 20 completed (2 stopped due to toxicity,
1wenous access problems, 2 unknown) 1wenous access profilams)




chemotherapy (n=99) onlby (n=51)
Age (years)
Median (I0R) 64 (59-68) 65 (56-69)
Range 31-82 3878
Results | =
e S u S <0 s(9%) s
5059 16 {16%) 10 (20%)
60-59 50 (51%) 26 [51%)
=0 24 (24%) 11 (F2%)
Sax
Male 65 (B6%) 32 (63%)
Female 34 (34%) 19 (37%)
Caolonic obstruction 395 (3%) L51(2%)
WHO performance status
o 67 (E%) 34 (67%)
1 30 (30%) 17 (33%)
2 2(2%) 0
Location
Caecum 23 (23%) 11 (22%)
Ascending cobon 18 (18%) 11 (22%)
Hepatic flexure 5(5%) 3 (6%)
Transverse colon %) 3 (6%)
Splenic flexure 3(3%) 1 (2%)
Descending colon F(3%) 3 (6%}
Sigmaoid 32 (32%) 15 (29%)
Rectosigmoid B (8%) 4 (8%)
Radiclogical T-stage
T3 69 (F0%) 35 (69%)
T4 30(30%) 16 (31%)
Radiclogical M-stage
Mz 3(3%) 1 (2%)
MO 23 (23%) 12 (24%)
N1 44 (45%) 22 (43%)
NZ 29 (29%) 16 (31%)
Extramural vascular invasion 57098 (SB%)* 31/51 (61%)
Mean (S0 12-5 (B-8) 15-5 (9-9)
Range 1-50 550
One radiology form had missing ectramural vascolar invasion data.
Table 1: Patient characteristics at baseline radiology
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Results

Chemotherapy completion rates (24 weeks of treatment)
e preoperative therapy group : 68% (67 of 99)

e postoperative chemotherapy patients : 57% (29 of 51)
(p=0 - 19)
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___ No significant differences in median time to hospital discharge

S * pre plus postoperative chemotherapy: 7 days, IQR 5-10;
* postoperative only: 6 days, 3-8; p=0-18

Preoperative plus Postoperative  pwalue
postoperative chemotherapy
chemotherapy(n=99) only (n=51)
Anastomotic keak 5 (5%) 2 (4%) 077
Wound infection with or without intre-abdominal 13 (13%) 4 (8%) 034
abscess*
Bronchopneumonia 2 (2%) 0 0-31
Deep vein thrombosis 2 (2%) 0 031
Rash 3 (3%) 0 021
MNeutropenia 1{1%) a 0-47
Death 0 1(2%) 016
Other 12 (12%) 6 (12%) 072
Complication prolonging hospital stay 14 (14%) b (12%) 0-81
Procedure resulting in a stoma 12 (17%) G (10%) 066
Further abdominal surgery needed 4 (4%) 2 (4%) 0-96
* All thres patients with intra-abdominal abscess also had wound infection recorded.
Table 2: Perioperative complications in the preoperative plus postoperative chemotherapy group
compared with the postoperative chemotherapy group
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Results

96% (95 of 99) of patients started and 89% (85 of 95)
completed preoperative chemotherapy

 grade 3—4 gastrointestinal toxicity in 7% (7 of 94) of patients

All g9 tumours in the preoperative group were resected

 no significant differences in postoperative morbidity

» preoperative and control groups: 14%(14 of 99) vs 12%(6 of 51)
(p=0 * 81)

* 98% (50 of 51) of postoperative chemotherapy patients had T3 or
more advanced tumours confirmed at post-resection pathology
compared with 91%(9o of 99) of patients following preoperative
chemotherapy (p=0.10)



" Results

Preoperative and post- Postoperative pvalue
operative chemotherapy  chemotherapy only
group (n=93) group (n=50)"
Resection margins
RO-complete 95 (96%) 40 (80%) 0-002
RLincomplete/R2 4 (4%) 10 (20%)
Mean distance to nearer margin (mm} (84 (36-6}; n =9-F Fﬂ-_EI[SS-EIJ: n=4h 0-81
Maximum tumecur thickness (mm) 18.5(12-1); n=61 24-4(167) n=33 008
Maximum tumour diameter (mm) 45-6 (45-4); n=93 62-2 (28-0); n=46 005
Distance to retroperitoneal margin (mm) 207 (16-1); n=65 19-7 (25-6); n=32 0-85
Madimum spread bayond muscularis propria (mm) 69 (6-4); n=89 BT (7-4);n=43 014
T stage TNMS
T {no tumour) 2 0 MH=0-16; MH combining T0/1/2 and T4=0-20
T1 (invades submucosa) i] 0
T2 (invades muscularis propria) 7 1
T3 (invades through muscularis propria) (] 30
T4 (penstrates to peritoneum) 17 11
T4 (imvades adjacent organs) 12 8
N stage TNMS
b 1 0
MO 59 24 MH=0-039
N1{1-3 nodes) 24 10
N2 {24 nodes) 15 16
Llymph nodes examined
0-5 2 0 MH=0-25
611 ] 2
12-20 40 16
21-30 3 19
31-40 12 8
=40 & 3
Median 21 (1 il E (16-20) 0-20
Apical nodes pasitive 1/98 10/50 <D-0001 |
Extramural vascular invasion 34097 24148 0-085
American (TMM3) staging
Mo tumiour 2 0 MH=0-04
Stage1 6 1
Stage 2 {low risk) 17 [
Stage 2 (high riskt) 35 7
Stage 3 38 24
Stage 4 1 2
Tumour regression grading
Complete respanse 2 0 MH=0-0004; any vs litha/no ragression MH=0-0001
Marked regression 2 0
Moderate reqrassion 5 1
Little/na regression 65 45

Data are n (%) mean (S0} or median (IQR). * The two extra tumours are the two that were unresected. Macroscopic evaluation was used. Either T4 T3 with extramural
vascular invasion, or T3 with =5 mm imvasion of the muscularis propriz. MH=Mantel Haenszel test, THMG=American Joint Committes on Cancer, fifth edn.

Table 3: Tumouwr characteristics on pathological examination
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Conclusion

Preoperative chemotherapy for radiologically staged,
locally advanced operable primary colon cancer is
feasible with acceptable toxicity and perioperative
morbidity

Proceeding to the phase 3 trial, to establish whether
the encouraging pathological responses seen with
preoperative therapy translates into improved long-
term oncological outcome, is appropriate
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Thanks for your attention!
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