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Tumor MET expression 

Circulating MET, HGF, AFP 

VEGF, HIF-1a SNPs 

 

 

 

Prognostic and predictive markers 

in HCC 



Simultaneous targeting of MET and VEGFR-2 in 

advanced HCC: phase 1b/2 study. 
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Biomarker analysis from the RCT of tivantinib 

in second-line HCC 

 L. Rimassa                                                                                                                     Abs. 197 

 Circulating MET, HGF, and 
AFP by 75th percentile hold 
a prognostic factor 

 Circulating MET is a 
pharmacodynamic 
biomarker for tivantinib 

 Tumor MET is the only 
prognostic and predictive 
biomarker, and is more 
frequently «High» after 
sorafenib 

 This analysis supports the 
use of tivantinib in MET-High 
patients only 



 VEGF have been shown to predict 
clinical outcome in HCC patients treated 
with sorafenib. 

 SNPs may represent a clinical tool to 
better identify HCC patients more likely 
to benefit from sorafenib 

Angiogenesis polymorphisms and clinical 

outcome of HCC pts receiving sorafenib 

 L. Faloppi                                                                                                                      Abs. 280 

2014 
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rs12434438 of HIF-1α, rs2010963 of VEGF-A and rs4604006 of VEGF-C have been 
confirmed as independent factors; rs12434438  of HIF-1α select a population 
with a particularly poor outcome. 
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Actionable molecular subgroups  

in biliary cancer 

Simbolo M, Oncotargets 2014 



Mutations in IDH1 in advanced BTC pts who 

received gemcitabine and cisplatin 

 D.H Ahn                                                                                                                         Abs. 287 

Mutant isocitrate dehydrogenase 1/2 (IDH) acts through a novel 
mechanism of oncogenesis, producing high levels of the metabolite 2-
hydroxyglutarate, which interferes with the function of α-ketoglutarate-
dependent enzymes that regulate diverse cellular processes including 
histone demethylation and DNA modification. 

2014 



Mutations in IDH1 in advanced BTC pts who 

received gemcitabine and cisplatin 
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Somatic mutations in IDH1 (11 of 
80 pts; 13%) (HR 0.31; p = 0.035) 
were associated with improved 
overall survival (OS) and 
progression free survival (PFS) 
 
IDH1 is a therapeutic target of 
interest, where ongoing clinical 
trials are assessing the clinical 
activity in targeting IDH1 in 
biliary cancers (NCT02073994, 
NCT02273739) 



BGJ398 in pts with advanced or metastatic 

FGFR-altered cholangiocarcinoma  

 

The transforming and oncogenic activity of 
the FGFR2–PPHLN1 fusion can be 
successfully inhibited by a selective FGFR2 
inhibitor (BGJ398) in vitro 

2015 

M.M. Javle                                                                                                                      Abs. 335 

Ongoing phase 2, open-label 
study of oral BGJ398 125 mg 
once daily (3-week-on/1-
week-off) in BTC pts with 
FGFR2 fusions who 
progressed after 
cisplatin/gemcitabine 
(NCT02150967). 

The primary endpoint is 
ORR. 

30 pts were enrolled.  



 Common adverse events (AEs; ≥ 20% of pts), were 
hyperphosphatemia (50%), fatigue (42%), constipation (38%), 
cough (23%), and nausea (23%). Grade 3/4 AEs were 
hyper/hypophosphatemia, lipase increase, and hyponatremia.  

 Among 22 pts evaluable, 3 achieved partial response and 15 
had stable disease, including 10 with tumor reductions (-41%, 
n = 1; -2% to -29%, n = 9). Overall DCR was 82%. As of the 
cutoff date, 18 pts remained on therapy, of which 13 were on 
for > 120 days. Kaplan-Meier estimated lower limit (95% CI) of 
median time on study was 143 days.  

 BGJ398 shows impressive anti-tumor activity and a 
manageable safety profile in pts with advanced FGFR-altered 
CCA. 

BGJ398 in pts with advanced or metastatic 

FGFR-altered cholangiocarcinoma  
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PD-1 blockade in mismatch repair deficient 

non-colorectal gastrointestinal cancers 
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Study of Pembrolizumab in  

Advanced Solid Tumors (KEYNOTE-28) 

 
 
 
 
 
 
 
 
 
 
 
 
 



Pembrolizumab in BTC 

N = 24 

ORR: 17.4%  

(95% CI, 5.0-38.8) 

DCR: 34.8%  



Gemcitabine and platinum compound 
combinations in 1° line 

No standard therapies for second-line treatment 

Standard of treatment in biliary 

cancer (current therapies) 



Systemic therapy in elderly patients with 

advanced biliary tract cancer 

 

1163 pts were recruited 
from Jan 97-Dec 13. 
Median age of entire cohort 
was 63 yrs (range 23-85); 
260 (22%) were ≥ 70 yrs, 18 
(2%) were ≥ 80 yrs. 

M.G. McNamara                                                                                                          Abs. 382 
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