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Abstracts 125O & 126O 

• 125O – Hollebecque et al.  
• First-in-human study of oral S 49076, a MET/AXL/FGFR 

inhibitor in advanced solid tumors 

 

• 126O – Li et al. 
• A phase 1 study evaluating the safety, efficacy, 

pharmacokinetics of AL3810 (lucitanib) in advanced solid 
tumors 

 

3 



Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 

• S 49076 is an ATP-competitive tyrosine kinase inhibitor with 
specific activity on MET, AXL and FGFR 1/2/3 

 

 

Appleman LJ. JCO 2011 
Burbridge et al. Mol Cancer Ther 2013 

S 49076 

IC50 values in radiometric assays on various mutant isoforms 
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Patient Population: 

• All-comers, regardless of MET amplification status 
• Majority mCRC, also lung, mesothelioma, uveal 

melanoma 
• 45% patients are of other primaries 

 

Trial Design: 

• Classic 3+3 design investigating 2 dosing strategies 
with expansion once recommended dose 
determined 

Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 
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Dose escalation – RD* 

* Recommended dose  
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• Safety and toxicity profile is what one expects from 
this class of agent 
• Hypoalbuminaemia } 

• Peripheral oedema  } in 50% of patients at RD;   

• with only 1/28 patients >/= G3 

 

• 10 patients had G2 “decrease in EF” which were all 
asymptomatic and reversible 

Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 
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Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 

• Majority of clinical benefit is SD 

• Apparent efficacy over a large range of doses 

• ? A larger proportion of patients on BID dosing had tumour shrinkage 

• ? Should we revisit the dosing schedule 

Change of sum of lesions from baseline (%) 
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MET AXL FGFR1 FGFR2 
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Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 

• About 70% of total patients had either IHC/FISH testing 
(close to 80% at RD) 

• Small numbers of IHC/FISH +ve patients  no obvious 
association with response  

• At present, no obvious biomarker 
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• Possible future directions: 
• Concentrate on malignancies in which all MET, AXL and FGFR 

have shown resistance mechanisms 
• EGFR-resistant NSCLC 

• BRAF V600E mutated melanoma (and not uveal melanoma) 

• Chemotherapy resistant AML 

 

• Concentrate on malignancies where VEGF inhibitors are 
considered standard-of-care as MET, AXL/ and FGFRs are 
important in angiogenesis 

 

• Combination approach to standard-of-care treatments to 
postpone acquired resistance 

Abs. 125O | S 49076 – MET/AXL/FGFR inhibitor 
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Abs. 126O | AL3810 (Lucitanib) –VEGFR, FGFR, PDGFR 
inhibitor 

• Non-selective FGFR inhibitor with equipotency against FGFR1 
and VEGFR1-3 
 

Soria JC; 
Presented at 
TAT 2014 



• Classical 3+3 design – extension at 10mg/d  RD 

• Variety of tumour types; some heavily pre-treated with >/= 
5 lines of treatment 

 

 

Abs. 126O | AL3810 (Lucitanib) –VEGFR, FGFR, PDGFR 
inhibitor 

Dose  level  Dose mg/day Patients treated Dose-limiting toxicity (DLT) 

Es
ca

la
ti

o
n

 1 10 3 NA 

2 15 3 + 2  
G3 Fatigue 
G3 Blood bilirubin increase 

Ex
te

n
si

o
n

 

1 10 9 
G3 Cellulitis 
G3 Bile duct obstruction 
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Abs. 126O | AL3810 (Lucitanib) –VEGFR, FGFR, PDGFR 
inhibitor 
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• AEs are more reflective of anti-
VEGF component 

• Responses predominantly SDs 
• No correlative studies on 

potential biomarkers 
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AL3810 | E3810 – Lucitanib – VEGFR, FGFR and PDGFR 
inhibitor 

Soria JC et al. 2014 

• 76 patients; 42% patients had >/= 3 lines of prior 
chemotherapy 

• Classical 3+3 design from 5mg up to 30mg/day  
• Dose expansion phase at RD to obtain preliminary efficacy 

evidence on tumours which may harbour FGF-aberrant 
pathways or considered angiogenesis sensitive 
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• MTD 30mg/d, Initial RD 20mg/d; then adjust to 
15mg/d as pts cannot be sustained on multiple 
cycles 

• Presumably East Asians/Chinese population is a 
minority or absent. 

Soria JC et al. 2014 16 

AL3810 | E3810 – Lucitanib – VEGFR, FGFR and PDGFR 
inhibitor 



Tumor response to treatment (RECIST) 

in 58 assessable patients with 

measurable lesions and time on 

treatment (days).  

J.-C. Soria et al. Ann Oncol 2014;25:2244-2251 

• All 12 FGFR aberrant breast patients had treatment benefit (50% SD, 50% PR)  
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Abu-Kalaf et al. 
ASCO 2015 – TIP  

 
Spigel et al.  
WCLC 2015 - TIP 

Phase II trials in 
molecularly enriched 
populations of mBC 
and mNSCLC already 
underway 
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Direction:  
• Future trials need to be biomarker driven 
Challenge: 
• Identify a robust biomarker 

• Definition of FGFR pathway amplification varies between trials in 
methods used and threshold copy number 

• No consensus  difficulties for cross trial comparison 

Future Directions: 
• Correlate PK/PD differences between ethnicities of patients 

across trials 
• Asian to take leadership roles in niche Asian FGFR related 

tumours 
•  e.g. Hepatocellular Ca, Gastric Ca 

 

 

Abs. 126O | AL3810 (Lucitanib) –VEGFR, FGFR, PDGFR 
inhibitor 
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Challenges of Targeting FGFR as a whole 
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Dieci MV, Arenedos M, Andre F, Soria JC;  
Cancer Discovery 2013 
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