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CCR in belgium

> 8 600 cases of which 2550 in Walloon Region

Les dix tumeurs les plus fréquentes par sexe, Belgique 2012
Source: Fondation Registre du Cancer (www.registreducancer.org/statistiques)
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+/- 50 % will develop a metastatic disease
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CCR in the GHdC — Gastro-intestinal tumors incidence (2014)
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c15 tumeur maligne de l'oesophage
c16 tumeur maligne de l'estomac
c17 tumeur maligne de lntestin gréle
c18 tumeur maligne du célon
c19 tumeur maligne de la jonction recto-sigmoidienne
Cc20 tumeur maligne du rectum
c21 tumeur maligne de 'anus et du canal anal
c22 tumeur maligne du foie et des voies biliaires intrahépatiques
Cc23 tumeur maligne de la vésicule biliaire
c24 tumeurs malignes des voies biliaires, autres et non précisées
c25 tumeur maligne du pancréas
c26 tumeur maligne des organes digestifs, de siéges autres et mal définis



mMCRC survival progression during this last 30 years

35 Best supportive care
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Therapeutic landscape in 2015
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The only predictive factor in mCCR: RAS genes testing

12 13 59 61 117 146
12 13 59 61 117 146
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TML trial (ASCO-2012)

— CT (n=410)
— BEV + CT (n=409)

Unstratified? HR: 0.81 (95% CI: 0.69-0.94)
p=0.0062 (log-rank test)

Stratified® HR: 0.83 (95% ClI: 0.71-0.97)
p=0.0211 (log-rank test)
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Bevazicumab

ANTIANGIOGENIC (Monoclonal antibody)
Anti-VEGF

Abnormal Normalized

Administration with backbone chemotherapy (LV5FU, FOLFOX, FOLFIRI)
Benefit:

* Increase response rate (+ 10 to 20 %)

* Prolong survival +/- (median 1- 4 months)

Side effect:
Proteinuria
HTA
Arterial thrombosis (rare <1%)
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Regorafenib

ANTIANGIOGENIC (TKI)
Multiple Tyrosine kinase inhibition

— Placebo
— Regorafenib 160 mg

Regorafenib, N=505

6.4 months
5.9-7.3

Placebo, N=255

5.0 months
4.4-5.8

Median
95% CI

Hazard ratio (95% Cl): 0.77 (0.64-0.94)
1-sided p-value: 0.0052
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CALGB (ASCO-2014)
CALGB/SWOG 80405: Overall Survival

OS (m)
Arm N (Events) Madian 95% CI

Chemo + 1578 (375) | 29.9 |27.0-32.9

Chemo + Bev |959 (371)| 29.0 |25.7-31.2

P=0.34
HR 0.925 (0.78-1.09)
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Cetuximab / Panitumumab

* Anti-EGFR (Monoclonal antibody)

Inhibition Strategies:
* EGFR-TK inhibitors
* Anti-EGFR mAb inhibitors

e Adminitration with backbone chemotherapy (FOLFOX, FOLFIRI)
e Benefit:

* Increase response rate (+ 20 % - 30%)

* Prolong suvival
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Cetuximab / Panitumumab

e Side effect:
e Skin reaction

Figure 1: Papulopustular Reaction—The most common side effect of EGFR inhibitors is a
papulopustidar reaction. (A, B) Grade 1; (C, D, E) grade 2.

* Preventive minocyclin
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Therapeutic landscape in 2015
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Patient Case

Patient details
* 59year-old man

Patient disease history

* Rectal adenocarcinoma T3NOMO (2011)
* Asymptomatic

* Biology: 1~ CEA 85 from 2,5

ECOG PS
0

Comorbidities
b none

Initial workup
* (T scan: 1single metastasis segment VI
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Patient Case
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Patient Case

Patient details
* 61 year-old man

Patient disease history

* Important asthenia

* Abdominal pain

* Diarrhea, weight loss (-2kg/3months)

* Anemia
ECOG PS
L

Comorbidities
b none

Colonoscopy
* Rectal tumor: adenocarcinoma, KRAS ex2 codon12 mutated

Initial workup
* 5 Liver synchronous metastases (123 mm, 84 mm, 21 mm, 12mm,
10mm)
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Patient Case - baseline
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Patient Case — post 3 cycles

189 mm
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Definition:

* anatomical characterization of tumor lesions

* SIZE (longest diameter)

RECIST

+20%

-100% -30%
Complete Partial | Stable
response response | disease

Progressive
disease
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Patient Case — post 6 cycles
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Patient Case — pathological response

Lesion 1

TRG1

TRG2

TRG3

TRG4

TRG5
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response

No response
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Patient Case — pathological response
a RECIST N\
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Patient Case — circulating tumoral DNA (ctDNA)

Selected tumor
specific mutations

Portal embolization Right hepatectomy
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Patient Case — circulating tumoral DNA (ctDNA)

Selected tumor
specific mutations

Portal embolization

Right hepatectomy
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