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Why improving stage lll (and I1)?

* Staging is based on extend to disease
* This results in mixed populations

* Qver- and undertreatment in stage Il and |l
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Prognosis

* Histological type (versus molecular subtype)
« Differentiation/grade
*  Extend (TNM)

* Additional features
* Angioinvasion
* Protein expression
* Inflammatory respons
* Stroma
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Prediction

Concentrate therapeutic

Efficacy interventions on patients likely
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First priority: optimizing TNM

Improve TNM itself: TNM 8 in December 2016

*  Proper use and interpretation
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5th edition TNM

e A tumour nodule greater than 3mm in diameter in perirectal or pericolic
adipose tissue without histological evidence of residual lymph node is
classified as a regional lymph node metastasis.

e However, a tumour nodule up to 3mm in diameter is classified in the T
category as discontinuous extension, i.e. T3
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6th edition TNM

“A tumour nodule in the pericolic/perirectal adipose tissue without
histologic evidence of residual lymph node is classified in the pN
category as a regional lymph node metastasis if the nodule has the form
and smooth contour of a lymph node.

If the nodule has an irregular contour, it should be classified in the pT
category, and also coded as V1 (microscopic venous invasion) or V2, if it
was grossly evident, because there is a strong likelihood that it
represents venous invasion”

An objective assessment (size) has been replaced by a subjective one
(form and contour)
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TNM staging: (courtesy Iris Nagtegaal)

TNM4 TNMS5 TNM6  TNM7 TNM4  TNM5 TNM6 TNM7 TNM4 TNM5 TNM6  TNM7

TNM
stage

1992 1997 2003 2009 1992 1997 2003 p 2009 1992 1997 2003 2009

Lymph node Smooth Irregular tumour
metastasis tumour deposit

deposit (5 mm)

(2 mm)
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TNM system 5 versus 6

*  TNM revisions - no guidelines for changes and not informed by clinical
trials/population data

 Significant number cases changed stage13/80 changed stage 7/80
NO/N1 (5 up 2 down)
e Howarth SM et al. Gut 2004; 53:A21

*  TNMG6 not adopted in UK, Belgium, Scandinavia, the Netherlands
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Quality of data: review of 300 cases of

rectal cancer

Total error (n = 300)

10%
66%
24%
37%
38%
25%

T stage errors (n = 14)

Circumferential margin
error (n = 60)

27%
48%
25%

[7 1: data manager

W 2: review pathologist

| [13: quality manager
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Improvement of lymph node sampling
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& Rapport "T05-00125" Protocol "Colon Rectum carcinoom”  Protocolmodule versie 3.0.0.11

. T05-0012% Inzage rapport
I Rapport Fatienttlummer Patienthlaam Yerkrijaingswijze
Pa ga 1 Man colon
Rapport fase Geslacht GebooreDatum Aardmateriaal
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Pratocal; Colon Rectumn carcinoom  Rapport: TOS-00125




Discrepancy of ¢ and p T-stage rectal

cancer

Without neoadjuvant therapy

pt
X

66
608

34
14

IS
N

179
909

N
420
33

314
143
31

143
12

57
351
162

4A

15

26

48

N

7

1 . .

_ With neoadjuvant therapy

4

3

1

1 ot

24 X IS 0 1 2 3
ct N N N N N
B 2 2 23 35 121 131
IS 2 15 1 1 1
0 1 5 3
1 1 ! 14 27 39 10
2 16 5 132 142 605 425
3 37 . 547 215 1150 2182
A 2 ! 12 6 26 75
48 1 : 56 15 76 229

4A

63

4B

26

122

Radboudumc



Maybe more important than
optimizing TNM.....

* Classification of cancer into disease entities

Radboudumc



A Sporadic CRC

CIN Normal
Inactivation Mutation a il CIN
of APC of KRAS
B
MS' Normal - 3 = - e o
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WNT of KRAS
signaling
incl. APC
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affecting
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Lynch
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Maybe more important than
optimizing TNM.....
* Classification of cancer into disease entities
* Prognostic categorization
* Morphology
* Protein expression

* Gene signatures

* Liquid biopsy

* Predicitve markers: only when therapy is indicated
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