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LA RICERCA CLINICA IN ITALIA E IN EUROPA:

STUDI IN CORSO

GISCAD: DISTINCTIVE

(seconD-line folfiri aflIbercept in 

proSpecTIvely stratified, anti-EGFR 

resistaNt, metastatic coloreCTal cancer 

patients with RAS validated wild type status)



STRATEGIC DECISION IN II  LINE METASTATIC 
COLORECTAL CANCER

Previous treatments related factors

Which chemo Which biologic Which response

Tolerance Residual toxicities Drug free-interval

Van Cutsem E et Al, Ann Oncol 2016 & ESMO GI 2017



STRATEGIC DECISION IN II  LINE METASTATIC 
COLORECTAL CANCER

Linee Guida AIOM 2018



Angiogenesis inhibition in second line

Bevacizumab Aflibercept Ramucirumab

Study TML                          E3200 VELOUR RAISE

100% prior beva    No prior beva 30% prior beva 100 % prior beva

mOS 11.2 vs 9.8                12.9  vs 10.8 13.5    vs       12.1 13.3     vs   11.7        

HR 0.81*                         0.75* 0.82* 0.84*

mPFS 5.7  vs  4.1                   7.3 vs  4.7 6.9    vs     4.7 5.7    vs    4.5 

HR 0.68*                            0.61* 0.76* 0.79*

RR (%) 5.4  vs     3.9              22.7*  vs 8.6 19.8*     vs         11.1 13.4  vs    12.5

*p<0.05

Bennouna Lancet Oncol 2012 – Giantonio JCO 2007 – Van Cutsem JCO 2012 – Tabernero Lancet Oncol 2015



Van Cutsem E, et al. J ClinOncol2012;30(28):3499–506

VELOUR study



Angiogenesis inhibition in second line after anti EGFR

Modest et Al JCO 2015



Potential predictive biomarkers



Potential biomarkers identified from the VELOUR study

Sims TN, et al. ASCO-GI 2015 #799



• RAS WT

• Progression after first line 

oxaliplatin/fluoropyrimides in 

combination with an anti-EGFR 

antibody

• ECOG < 2

• Written informed consent

Study design



Study design



Treatment duration: 
until PD, unacceptable toxicity or 
consent withdrawal

Study design

VEGFR2 VEGF PlGF HGF VEGFR1 IL8 IL1

Tcad VEGFR3 SAP VDBP NRP1 CRP Endoglin

Circulating biomarker:
before each cycle

ABL1 EGFR GNAS KRAS PTPN11

AKT1 ERBB2 GNAQ MET RB1

ALK ERBB4 HNF1A MLH1 RET

APC EZH2 HRAS MPL SMAD4

ATM FBXW7 IDH1 NOTCH1 SMARCB1

BRAF FGFR1 JAK2 NPM1 SMO

CDH1 FGFR2 JAK3 NRAS SRC

CDKN2A FGFR3 IDH2 PDGFRA STK11

CSF1R FLT3 KDR PIK3CA TP53

CTNNB1 GNA11 KIT PTEN VHL

Liquid biopsy
every 8 weeks  



PRIMARY ENDPOINT: 

OS according to VEGFR2 levels

SECONDARY ENDPOINTS:

- OS
- PFS
- RR
- Toxicity Profile defined
according to CTCAE v. 4.03
- Angiogenetic factors levels
concentration

Endpoints



Statistical considerations

Sample size: 151 pts



Inclusion and exclusion criteria
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