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Adjuvant Chemotherapy of colon cancers

Recommended references:
Early colon cancer ESMO Guidelines Annals of Oncology 24 Suppl 6 2013
ESMO Consensus Guidelines for CRC Annals of Oncology 23; 2479 2012




Adjuvant Chemotherapy for Stage Il colon Cancer:
for which patients?

® What defines a stage Il colon cancer?

® Risk factors and outcome of stage Il colon cancer

® Adjuvant chemotherapy results from trials

® Could biomarkers help?

® Proposed algorithm



TNM staging system
AJCC/UICC 7th edition 2010
Stage Il Colon Cancer

T

T1T2 T3 T4

Primary tumour cannot be assessed

No evidence of primary tumour

Carcinoma in situs intraepithelial or invasion of [amina propria®
Tumour Invades submucosa

Tumour Invades musculans propna

Tumour invades through the muscularis propria into the percolorectal tissues
b

43 Tumour penetrates into the surface of the visceral pentoneum

4 Tumour directly invades or is adherent to other organs o structures™




TNM staging system AJCC/UICC 7th edition 2010

Stage Il Colon Cancer: N stage

MY Regional lymph nodes cannot be assessed

NO Mo regional lymph node metastasis

N1 Metastasis in one to three regional lymph nodes
Nia Metastasis in one regional lymph node

Nib Metastasis in two to three regional lymph nodes

Nic Tumour satellite deposits in subsierose or in non peritonealised tissues

N2  Metastases in 24 regional lymph nodes (a: 4-6, b 27)

Distant metastases (M)

MO  No distant metastases

M1 Distant metastases

Mla Metastases confined to one organ or site (for example [iver, lung, ovary, nonregional node)

M1b Metastases in more than one organ/site or the pentoneum



TNM staging system
AJCC/UICC 7th edition 2010
Stage Il Colon Cancer

T3 Tumour invades through the muscularis propria into the
pericolorectal tissues
_ ) . - e ~ < s b
T4a Tumour penetrates into the surface of the visceral peritoneum

, , : b.c
T4b Tumour directly invades or is adherent to other organs or structures ™

NO: 0 node involved out of at least 12 lymph nodes




Stage Il colon cancer

® The quality of the pathology report is ESSENTIAL
- Tsize3or4
— T4a or T4b
— Number of lymph nodes retrieved and examined

® Additional features to be described:
— Perineural invasion
— Lympho-Vascular invasion
—~ Lymphocytic reaction?
— Stroma reaction?



High risk group according to
ASCO NCCN and ESMO

Definitions of "hhagh rnisk™ stage II colon cancer from
expert groups™

T4 prirmary tumaor

Inadequataly
sampled nodes

Poorly
differentiated tumor

Perforation + (lccahzeaed)
Ohstruction +
LVI 3
PNI =

Close/indeterminate <
or positive margins

LVI: lymphovascular mvasion;: PNI: penmeuragl mvasion

= [e, the Amencan Soaety of Chinical Oncology (ASCO), the National
Comprehensive Cancer Network (NCCN), and the Europecan Socicty
for Medical Oncology (ESMO )L




Adjuvant Chemotherapy for Stage Il colon Cancer:
for which patients?

Risk factors and outcome of stage Il colon cancer



Stage Il: bad factors

 Clinical factors:
* Obstruction (subjective)
 Perforation

« Histological factors: (sometime subjective)
« Differentiation
 Lymphovascular invasion
* Neuro invasion

« Depth of invasion
« pT4a: serosal invasion
« May be missed
 May be difficult to recognize (mesothelial hyperplasia,
inflammation)
« pT4b: invasion of adjacent organs
« May be difficult to differenciate from inflammatory adhesion

Most of the studies published refer to previous TNM Classifications and not to
TNM 7 (AJCC 2010)



SEER data base 48 500 stage Il colon cancer
Observed 5-year survival by TN category. (TNM VI)
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SEER data base 48 500 stage Il colon cancer
Observed 5-year survival by T category.(TNM VI)

Revised TN Classification for Colon Cancer
Based On National Survival Outcomes Data

NT Category Number of Patients 5-Yr Overall Survival

NO 74 690

Tis 2,383 95.6%

T1-2 23,861 97.1%

T1 10,930 97.4%

T2 13,931 96.8%

T3 40,338 87.5%

T4 8,108 71.5%

T4a 5,020 79.6%

T4b 3,088 58.4%

Gunderson LL, Jessup JM, Sargent DJ, Greene FL, Stewart AK,
J Clin Oncol, 28 264-71, 2009

A dapted from Goldberg R ASCO GI 2014
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Documenting the Natural History of Patients With Resected

Stage I1 Adenocarcinoma of the Colon After Random
e Assignment to Adjuvant Treatment With Edrecolomab or
St G Dk Liiversiny W Observation: Results From CALGB 9581
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Patients registered
(N =1,738)

Nonrandom Nonrandom
treatment Patients randomly allocated treatment
assignment (n=1,713) assighment
{h =8) (n=17)

Allocated to MoAb 17-1A {n = 857) Allocated to observation {n = 856)
Received allocated intervention (n = 834) Received allocated intervention {(n = 856)
Did not receive allocated intervention {n =23) Did not receive allocated intervention {n =0)

Completed treatment (n=722) Completed treatment
Lost to follow-up {n=4) Lost to follow-up
Discontinued intervention early {n = 108) Refused further follow-up

Adverse events {n =54)

Withdrawn {n =31)

Other disease {n=3)

Progressed during treatment {n=2)

Nonprotocol therapy (n=1)

Other/unknown reason {n=17)

Analyzed (n = 857) Analyzed {n = 856)
Excluded from analysis {n =8) Excluded from analysis {n=17)

Niedzwiecki D et al. JCO 2011;29:3146-3152
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Smoothing splines of (A) the log hazard for disease-specific disease-free survival by number
of nodes examined truncated at 32 nodes, representing 95% of the data, and (B) the log
hazard for disease-specific overall survival by age at trial entry
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Risk factors in CALGB 9581

Race

Age > 70

Differenciation
Lympho-Vascular Invasion
Perineural Invasion

Depth of invasion T 3vs 4



Stage Il colon cancer subgroups

Low risk
® T3

® T4a?

® No obstruction (subjective)
® No perforation

® No lymphovascular invasion
® No perineural invasion

® Well differenciated

High risk
® T4b
® T4a?
® Obstruction (subjective)
® Perforation
® Lymphovascular invasion
® Perineural invasion
® Poorly differenciated



Adjuvant chemotherapy versus
observation in patients with colorectal
cancer: a randomised study

QUASAR Collaborative Group

L T
NS

The Lancet 2007 370 2020-2029

ELSEVIER Copyright © 2007 Elsevier Ltd s



ELSEVIER

QUASAR Patient consort diagram

rectal cancer

7559 patients with complete
resection of colon or

h 4

—-_ clear indication for

4320 patients with

chemotherapy

3239 patients with

uncertain indication
for chemotherapy

+

.

1617 patients randomly assigned
to observation alone
6 patients received
chemotherapy
1611 did not

1622 patients randomly assigned to receive
chemotherapy (607 up to 1997, 1015 after 1997%)
45 did not receive any chemotherapy
1577 start chemotherapy, of whom 13%
receive <80%, 19% receive 80-99% and
58% receive 100% of scheduled chemotherapy

47 not flagged or
follow-up not received (g———
3 lost to follow-up

h 4

54 not flagged or
> follow-up not received

7 lost to follow-up

h 4

1567 patients with recent
follow-up available
for analysis

1561 patients with recent
follow-up available
for analysis

The Lancet 2007 370 2020-2029



QUASAR

Stage %
I

[l

1l

Site
Colon
Rectum
or Both

Gender
male

Age <70
>70

*All CT was 5FU/LV
27% with levamisol

Survival (%)

10

0

Chemotherapy
=== Observation

OS

Deaths O-E Var
Chemotherapy 311 -34.5 170-2
Observation 370

Number still at risk
Chemotherapy 1622
Observation 1617

100

50

Recurrence (%)

T T T T

1510 1325 1095 915
1510 1288 1068 890

T T T T T 1

773 627 445 282 129 22
735 574 412 275 128 19

RECURRENCE RATE

HR 0.78
P 0.001

Events O-E Var
Chemotherapy 293 -40-9 1629
Observation 359

Number still at risk
Chemotherapy 1622
Observation 1617

T
4

T T T

5 6 7

Years from randomisation

1420 1175 962 784
1390 1088 895 736

645 482 309 159 41
598 435 292 154 42

The Lancet 2007 370 2020-2029



QUASAR CONCLUSION

 Improvement of borderline clinical significance
« Significant reduction in recurrence rate
 Mostly early recurrences (2 years)
 More pronounced in rectum

* In colon cancer stage II:
« 18% reduction in the risk of death (absolute
benefit + 3.6%)
 No benefit > 70 years of age

* No data on benefit in high-risk patients (T4, vascular
Invasion, < 8 LN)



QUASAR vs. older trials

® 5FU/Levamisol (MOERTEL 1990)

— Stage II: 3.5y Recurrence-free survival:
84 vs. 77% (ns)

® IMPACT B2 (1999)

— Stage II: 5y Relapse-free survival:
76 vs. 73% (ns)

® Meta-analysis (Figueredo JCO 2004)

— 37 trials, 11 meta-analysis
HR for recurrence: 0.87 (ns)



SEER (Medicare) Database
24 847 Patients > 65y Stage Il

>

Stage |l
No chemotherapy Low risk

- == Chemotherapy

Overall Survival
(probability)

720 1,080 1,440 1,800

No. at risk Tlme (dayS)

No chemotherapy 5,057 3,892 3,092
Chemotherapy 1,177 974 838

1.0

0.8
0.6

0.4 Stage Il
No chemotherapy ngh risk

—=— Chemotherapy

(probability)

0.2

Overall Survival

360 720 1,080 1,440

No. at risk Time (dayS)

No chemotherapy 14,779 13,085 10,596 8,497 6,622
Chemotherapy 3,834 3,551 3,002 2,529 2,069

O'Connor E S et al. JICO 2011;29:3381-3388



Adjuvant chemotherapy for stage |l

The issue of Oxaliplatin



DFS (A) by treatment arm and (B) by treatment arm and by stage

o
0
1

°
N
|

= FL + oxaliplatin (304 events)
FL (360 events)

o
V]
1

MOSAIC

o o o
w » a
1 1 1

Disease-Free Survival (probability)

FL + oxaliplatin Hazard ratio (95% CI)
73.3 0.80 (0.68 to 0.93)

o
-
il

30 36 42 a8

Time (months)
No. at risk
FL + oxaliplatin 1,123 1,086 1,024 962 884 858 841
FL 1,123 1,068 984 807 820 796 771

- Stage Il, FL + oxaliplatin
Stage Il, FL

- Stage lll, FL + oxaliplatin

- Stage Ill, FL

FL FL + oxaliplatin Hazard ratio (95% CI) P
Stage Il 79.9 83.7 0.84 (0.62 to 1.14) .258
Stage lll 58.9 66.4 0.78 (0.65 to 0.93) .005

Disease-Free Survival (probability)

24 30 36 42

No. at risk

Stage 1II Time (months)

FL + oxaliplatin 515 492 474 ae1
FL 472 44as 429 a1

Stage Il

FL + oxaliplatin 384 380
FL 367 360

©2009 by American Society of Clinical Oncology André T et al_ JCO 2009,273109-3116 ]ﬂUKNALﬂFU.-lNl. L ONCOLO




OS (A) by treatment arm and (B) by treatment arm and by stage

- FL + oxaliplatin (245 events)
FL (283 events)

MOSAIC

Probability of Survival

FL + oxaliplatin Hazard ratio (95% CI)
78.5 0.84 (0.71 to 1.00)

24 30 36 42 48 54 60 66 72 78 84

Time (months)

No. at risk
FL + oxaliplatin 1,123 1,103 1,076 1,053 1,018 988 961 937 916 887 863 835 763 529 287
FL 1,123 1,100 1,071 1,033 1,003 967 940 912 889 862 829 786 723 499 283

1.0

0.9

- Stage Il, FL + oxaliplatin
Stage I, FL

- Stage lll, FL + oxaliplatin

- Stage lll, FL

FL FL + oxaliplatin Hazard ratio (95% CI) P
Stagell 86.8 86.9 1.00 (0.70 to 1.41) .986
Stage lll 68.7 72.9 0.80 (0.65 to 0.97) .023

Probability of Survival

36 42 48 54

Time (months)
No. at risk
Stage Il
FL + oxaliplatin
FL

Stage Il

FL + oxaliplatin 451
FL 448

©2009 by American Society of Clinical Oncology Al’]dl’é T et al_ JCO 20091273109-3116 ]ﬂ”ﬂNALﬂFleCﬁlLDNCGLGGY




MOSAIC outcome according to subgroup
stage |l TNM VII + clinical factors

Five-Year TTR

%k (|

08 082toldd 28 0N 049009
06 0411009

101 (btodls

Tournigand C et al. JCO 2012;30:3353-3360
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“FL
FOLFOX4

HR 0.62; 95% Cl, 0.51 to 1.01

Disease-Free Survival
N
o
1

6 12 18 24 30 36 42 48 54 60 66
Time (months)

No. at risk
FL 287 277 264 248 238 229 222 217 214 208 165 56
FOLFOX4 282 276 269 254 249 242 235 232 227 221 176 73
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== FL
FOLFOX4

HR 0.91; 95% Cl, 0.61 to 1.36

Overall Survival
Probability (%)

6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

No. at risk
FL 287 282 278 273 266 265 260 250 247 243 236 225 202
FOLFOX4 282 279 275 269 264 260 254 248 244 237 233 223 200

Tournigand C et al. JCO 2012;30:3353-3360

Rates of (A) disease-free, (B) relapse-free, (C) overall, and (D) post—disease-free
survival in high-risk stage Il colon cancer treated with LV5FU2 or FOLFOX4.

D (o]
o o
1 1

Probability (%)

- FL
FOLFOX4

HR 0.62; 95% Cl, 0.41 to 0.92

Relapse-Free Survival

T T T T

54 60 66 7

6 12

T

18 24 30 36 42 48
Time (months)

No. at risk
FL 287 277 264 248 238 229 222 217 214 208 165 56 11
FOLFOX4 282 276 269 254 249 242 235 232 227 221 176 73 17

D

wFL
FOLFOX4

HR 1.61; 95% Cl, 1.06 to 2.46

n = 74, median survival 28.6 months
n =56, median survival 13.4 months

1
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D
o
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Post—Disease-Free
Fy
o

Survival Probability (%)

n
o
1

6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

No. at risk
FL 61 54 49 43 40 31 27 25 19
FOLFOX4 40 36 29 21 16 15 10




Adjusted* Kaplan Meier Estimate of OS in Stage Il
NSABP experience: 4 trials

5-FU 2009 Pts, 483 Deaths
5-FU+Oxali 991 Pts, 100 Deaths
HR =0.95, 95% CIl 0.75-1.21

Overall Survival

= P =0.67
N |
(@)
Number 1851 1710 1571
o | at-risk 893 339 247
o | | | | | | |
0 1 2 3 4 5 6 7

Time in Years

*Adjusted for age, gender, race, nodes examined, and T-stage Yothers ASCO 2011



Adjuvant colon cancer: stade Il
NSABP C05-06-07-08

= 3000 patients stage Il high (HR) and low risk (LR)
treated in NSABP studies

= 2009 pts treated with 5-FU and 901 with 5-FU+ oxaliplatine

At 5 years oxaliplatin No oxaliplatin
DFS HR 81% 76%
DFS LR 83% 80%

OS HR 90% 87%
OS LR 91% 89%

= Minimal benefit, Risk/benefit questionable, no consensus...

GA Yothers et al.,, ASCO 2011, A#3507



Adjuvant treatment of colon cancer
stage |l

The issue of age



Adjuvant chemotherapy of stage Il colon cancer
ISsues in the elderly

 Recent analysis showed that elderly (>70 years-old)
may not benefit from adjuvant chemotherapy

« Already seen in the Quasar trial (stage Il)
« Already seen in the Mosaic trial (stage Il and III)

* Recently reported in NO 16968 ( stage lll, Xelox vs. 5FU/LV)



Adjuvant chemotherapy in the elderly with colon cancer

e XELOX versus 5FU/LV
(NO16968)

XELOX 71,0% | HR0,80 | 68,4% | 66,1%
5-FUL/LV 67,0% | P=0,004 | 62,3% | 59,8%
<70 ans HR 0,79 (95% CI 0,66-0,94)
> 70 ans HR 0,87 (95% Cl 0,63-1,18)

® Mosaic

n=315 155 160
DFS HR 0,91 (95% IC 0,62-1,34)
OS HR 1,10 (95% IC 0,73-1,65)

= Relapse in FOLFOX in Elderly:
o fewer patients resected
(p=0,01)
e fewer patients treated with
combined therapy (p=0,01)

= More 2"d cancer in FOLFOX

D.G. Haller et al. ASCO 2010. Abstract 3521
C. Tournigand et al. ASCO 2010. Abstract 3522



Cross-trial comparison: Age

NSABP C-07! MOSAIC? NO16968
FLOX* FOLFOX* XELOX*
Age, years <70 270 <70 270 <70 270
DFS
HR 0.76 1.03 na 0.91 0.80 0.86
(95% CI) (0.66-0.88)  (0.77-1.36) (0.62-1.34) | (0.67-0.94) (0.64-1.16)
s I N
HR 0.80 1.18 na 1.10 0.82 0.91
(95% CI) (0.68-0.95)  (0.86-1.62) (0.73-1.65) | (0.67-1.01) (0.66-1.26)

*Comparison vs 5-FU/LV
1. Yothers et al. JCO 2011;28:3768-74

na: not available 2. Tournigand et al. JCO 2010;28:15s (abstr 3522)

Schmol H.J. ASCO GI 2012



Adjuvant chemotherapy of stage Il colon cancer
ISsues in the elderly

 Recent analysis showed that elderly (>70 years-old) may
not benefit from adjuvant chemotherapy

« Already seen in the Quasar trial (stage Il)
« Already seen in the Mosaic trial (stage Il and III)

* Recently reproted in NO 16968 ( stage lll, Xelox vs. 5FU/LV)

 Considering the absence of clear benefit of
adjuvant chemotherapy in stage Il, elderly
patients > 70 years of age should not be treated



Adjuvant chemotherapy for stage Il colon
cancer

Can we get help from biomarkers?



Microsatellite instability

Colorectal Cancer: Genomics

1 50/0 /\ 850/0

MIN (MSI+) CEN »
(Microsatellite Instability) (Chromosome Instability)

2_30// \1 3% <1 °/o/ \85°/°

FAP Sporadic |

Lynch Sx Sporadic MSI(+)|

Germline Acquired

R -Epigenetic silencing of stk LR PO
MMR genes Pig oy 6 APC DCC, kras,

MLH1. MSH2. MLH1 by hypermethylation LOH
MSH6 & PMS2 of its promoter region ‘

Goldberg R ASCO Gl January 2014



MSI-H as a consistent favorable
prognostic marker

AL

Ribic et al’

Sargent et al’

Gray et al’
(QUASAR)

Roth et al*
(PETACC-3)

I
Surgery alone

i
Surgery alone

|
Surgery alone

[l
SFU *
irinotecan

Overall survival

Disease-free survival
Overall survival

Recurrence-free interval

Relapse-free survival




©2011 by American Society of Clinical Oncology HUtchins G et al. JCO 2011;29:1261-1270

QUASAR

Recurrence by mismatch repair (MMR) status: (A) all patients, (B) colon stage Il only

No. No. Events
Patients Obs. Exp.

L — VIR deficient
MMR deficient 218 25 56.9 MMR proficient

MMR proficient 1,695 438 406.1

2P < .00001
31%

’-_.____—-—-_'_-_.—14%

1 2 3 4 5 6 7 8 9 10
No. at risk Time Since Random Assignment {years)

MMR deficient 218 201 195 189 174 146 12 S 69 47 37
MMR proficient 1,695 1,563 1405 1,286 1127 921 750 608 479 327 214

B

Percentage With Recurrence

100 No. No. Events
90 Patients Obs. Exp.
o MMR deficient
80 MMR deficient 167 13 31.3 MMR proficient
70 MMR proficient 469 98 79.7
60
50
40 2P < .00001
30
20
10

27%

10%

0O 1 2 3 4 5 S 7 8 S 10

No. atrick Time Since Random Assignment (years)

MMR deficient 167 158 154 149 136 1 81 71 54
MMR proficient 469 431 387 363 321 258 11 167 126

Percentage With Recurrence

JOURNAL OF CLINICAL ONCOLOGY



A. DFS in untreated patients by DNA mismatch repair (MMR) status
B. DFS in treated patients by DNA mismatch repair (MMR) status
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Sargent D J et al. JCO 2010;28:3219-3226




Predictive value of MMR status in stage Il colon cancer
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MSI as an indicator for adjuvant CT In
stage Il

Conclusions

dMMR is a prognostic marker in untreated patients

No suggestion of benefit from 5-FU based treatment
in dMMR patients

Significant OS decrement to 5-FU based treatment
in stage |l patients




Braf as a prognostic biomarker

Overall Survival of Microsatelite Stable Colon Cancer Cases
by BRAF VBOOE Status (BRAF VEOOE Mut or WY)

1.0 ey
09
08
0.7
06
05
0.4
03
02
0.1
0.0

Samowitz, Can Res, 2005




Gene signature in colon cancer

Oncotype Dx (Genomic Health)

ColDx (Almac)

ColonPRS (Signal Genetics LLC)
ColoPrint (Agendia NV)

GeneFx Colon (Precision Therapeutics)
Onco-Defender-CRC (Everist Genomics)

 Still under investigation, Not approved
* Not routinely available
e Costly



Kaplan-Meier estimates of 3-year recurrence in surgery-alone patients
by risk group. (Oncotype DX)

No. of No. of Events
Patients Obs. Exp.

== High 182 37 26.9
Intermediate 218 37 33.1
— | OW 311 34 48.0
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Time From Random Assignment (years)

Gray R G et al. JCO 2011,29:4611-4619



Estimated absolute risk of recurrence at 3 years with and without FUFA
chemotherapy, assuming the overall treatment effect for all stage Il colon
cancer patients in QUASAR (Quick and Simple and Reliable)
Oncotype DX

—_— Surgery arm
wWith OR = 0.74

Low risk
-3.1%

Intermediate risk
-4.7%

High risk
-5.7%

Time From Random Assignment (years)

Gray R G et al. JCO 2011;29:4611-4619 Sl DS S )



ColoPrint identifies patients at risk of distant

and local-regional relapse (RFS)

Local, Regional and Distant Relapse

ColoPrint risk assessment

1.0
Low Risk = 65.3%
E bt + + + + J
2
£ 0.8-
wn
(]
v High Risk = 34.7%
L
5 0.6
0
Q
1]
g I
w 0.4-
(=]
2
;;
| 0,2
2
o
p=0.001
0.0
| | I | | I |
0 30 60 90 120 150 180

Time to Relapse (months)

Tabernero J et al ASCO Gl 2012

3-year RFS
Low Risk = 91% (86-95%)
High Risk = 74% (64-83%)

5-year RFS
Low Risk = 88% (83-93%)
High Risk = 71% (62-80.5%)



Subgroup analysis in T3-MSS patients (n=227)

Univariate Analysis of 3-year RFS

ColoPrint

Age 1.01
Localization 1.34
Grade 0.71
Gender 0.46
LN > 12 0.83

Tabernero J et al ASCO GI 2012

1.45-6.34
0.97-1.05
0.59-3.06
0.22-2.26
0.19-1.061
0.37-1.85

0.59
0.48
0.27
0.07
0.65

ColoPrint risk assessment in T3-MSS patients
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3-year RFS
Low Risk = 91% (86-96%)
High Risk = 73% (63-83%)
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ColoPrint in combination with clinical
factors might give best risk stratification

ColoPrint + NCCN clinical factors
All patients

1.0
34.7%

0.9
30.6%

0.8

17.2%
0.7

17.5%

Probability of Relapse Free Survival

0.5 p=0.002
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3-year RFS
93 % Low Risk ColoPrint, low risk NCCN
88 % Low Risk ColoPrint, high risk NCCN
71 % High Risk ColoPrint, high risk NCCN

Tabernero J et al ASCO Gl 2012



Adjuvant chemotherapy for stage Il colon
cancer

ESMO recommendations (Annals of Oncoloqy 2010)

Standard treatment options: (i) wide surgical resection and anastomosis;
(i1) following surgery, in high-risk patients (who present at least one of the
previously mentioned features) adjuvant therapy could be considered in
clinical practice [Il, B]. Even better, all patients should be considered for
entry into randomized clinical trials evaluating new options for adjuvant
treatment.

ASCO recommendation
Direct evidence from randomized controlled trials does not support the
routine use of adjuvant chemotherapy for patients with stage Il colon

cancer.
Features associated with an increased risk of recurrence include
Inadequate lymph node sampling, T4 disease, perforation and a poorly
differentiated histology




Possible algorithm for stage Il colon

Low risk
Stage Il A

>

>
>
>

>12 lymph nodes examined
No vascular/ neural invasion
No perforation or obstruction
Well differenciated

NO ADJUVANT CT

Resected colon cancer stage |l

cancer

High risk

Stage IIA/1IB / 1IC

» <12 lymph nodes examined
» Vascular/neural invasion

» Perforation, obstruction

»> Poorly differenciated

MSIH MSI L or MSS
No Adjuvant CT Discuss adjuvant CT:
» BSFU/LV?

» FOLFOX?



