CONNECTION-II

Improving clinical management of colon cancer
through CONNECTION, a nation-wide Colon
Cancer Registry and Stratification effort

Robert Coebergh van den Braak
Arts-onderzoeker Erasmus MC, namens het CONNECTION-consortium



nature,, .
medicine

The consensus molecular subtypes of colorectal cancer

Justin Guinney"?!, Rodrigo Dienstmann!??!, Xin Wang>*2!, Aurélien de Reyniés>?!, Andreas Schlicker®?!,
Charlotte Soneson”?!, Laetitia Marisa>?!, Paul Roepman®?!, Gift Nyamundanda®?!, Paolo Angelino?,

Brian M Bot!, Jeffrey S Morris'?, Iris M Simon3, Sarah Gerster’, Evelyn Fessler?, Felipe De Sousa E Melo?,
Edoardo Missiaglia’, Hena Ramay’, David Barras’, Krisztian Homicsko!!, Dipen Maru!?, Ganiraju C Manyam!?,
Bradley Broom'?, Valerie Boige'?, Beatriz Perez-Villamil'?, Ted Laderas!, Ramon Salazar'4, Joe W Gray'>,
Douglas Hanahan'!, Josep Tabernero?, Rene Bernards®, Stephen H Friend!, Pierre Laurent-Puig!'®1722,

Jan Paul Medema?22, Anguraj Sadanandam®22, Lodewyk Wessels®22, Mauro Delorenzi”-1%:1%:22 Scott Kopetz!%-22,
Louis Vermeulen?22 & Sabine Tejpar20-22

Guinney et al, Nat Med 2015




CMS1 CMS2 CMS3
MSI Immune Canonical Metabolic

MslI, CIMP high Mixed MSI status

Hypermutation SCN high SCNA low, CIMP low
BRAF mutations KRAS mutations
Immune infiltration WNT and Metabaolic

and activation MYC activation deregulation

CMS4
Mesenchymal

SCN high

Stromal infiltration
TGF beta activation

Angiogenesis

Guinney et al, Nat Med 2015




CMS2 CMS3
Canonical Metabolic

MslI, CIMP high

Hypermutation SCN high
BRAF mutations
Immune infiltration WNT and
and actvation MYC activation
S—— ——
SCNAhigh By :g'gg
n=a4 - [ 005
[ ] Lo
- 1.00
Hypermutated 8888 075
g -~ }os0
[ | 025
— — 0
- 1.00
Msl B L 0.75
n=2176 050
’ B L 0.25
[ Iy
- 1.00
CIMP cluster Tons
n =427 -0.50
+0.25
-0

B CIMP high O CIMP low O CIMP neg

uonodoid

Mixed MSI status
SCNA low, CIMP low

KRAS mutations

Metabolic
deregulation

TP53 mut
n =801

CMS4
Mesenchymal

SCN high

Stromal infiltration
TGF beta activation

Angiogenesis

- 1.00
-0.75
- 0.50
-0.25
-0

- 1.00
~—F0.75
- 0.50
-~ 0.25
-0

- 1.00
-~ F0.75
-0.50
-0.25

- 1.00
-~ F0.75
- 0.50
-0.25
-0

uontodoid

Guinney et al, Nat Med 2015




CMS2 CMS3 CMs4
Canonical Metabolic Mesenchymal

1.00 ~ 1.00

OS RFS
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HR (95% CI) P value
CMS4 vs. CMS1 1.77 (1.34-2.34) 5.25x107%

CMS4 vs. CMS2 1.70 (1.39-2.08) 3.24 x 107%7
CMS4 vs. CMS3 1.74 (1.29-2.33) 2.18 x 10794

HR (95% Cl)  Pvalue
CMS4 vs. CMS1 1.55(1.19-2.01) 1.03 x 10703
CMS4 vs. CMS2 1.94 (1.58-2.36) 6.85x 1071
CMS4 vs. CMS3 1.72 (1.27-2.23) 1.06 x 10704
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Driekwart van de patiénten kreeg adjuvante therapie
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Is de respons op chemotherapie verschillend
per subtype?
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Totale behandelduur CAPOX van 6 naar 3 maanden
op basis van data gepresenteerd op ASCO
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Geplande gepoolde analyse 6 maanden versus 3
maanden CAPOX/FOLFOX (non-inferiority)

n=12.834 patiénten met stadium Ill coloncarcinoom

HR 1.07 (95% CI 1.00-1.15)
Non-inferiority niet aangetoond

IDEA collaboration; ASCO 2017




Geplande gepoolde analyse 6 maanden versus 3
maanden CAPOX/FOLFOX (non-inferiority)

60% FOLFOX 40% CAPOX

HR 1.16 (95% CI 1.06-1.26) 1 ( HR 0.95 (95% CI 0.85-1.06)
Non-inferiority niet aangetoond JRR Non-inferiority wel aangetoond

G3+ neurotoxiciteit 16% v 3%, p<0.001 G3+ neurotoxiciteit 9% v 3%, p<0.001

IDEA collaboration; ASCO 2017
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Primaire eindpunt: tumor respons
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Aantallen

* Primaire eindpunt

e Secundaire eindpunt

(3-jaars ziektevrije overleving)
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