Abstract #2227P: Safety and clinical efficacy of cambritaxestat (I0A-289), a novel autotaxin inhibitor, plus gemcitabine and

nab-paclitaxel (GnP) in patients with previously untreated metastatic pancreatic ductal adenocarcinoma (mPDAC)
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BACKGROUND BASELINE CHARACTERISTICS BEST RESPONSE AND OVERALL SURVIVAL PHARMACOKINETICS AND PHARMACODYNAMICS

Autotaxin (ATX) is a key mediator of fibrosis, inflammation and therapeutic Sixteen patients received cambritaxestat BID at doses of 100 mg (n=4), 200 mg Median duration of treatment was 4.7 (range: 0.7 to 18) months, with one Cambritaxestat shows a dose proportional exposure, moderate to high
resistance across multiple malignancies. Cambritaxestat (I0OA-289) is a first-in-class (n=4), 400 mg (n=5) and 800 mg (n=3). patient remaining on treatment at data cut-off. At the 200 mg dose, confirmed interpatient variability and half-life of 2-3 hrs. Cambritaxestat shows dose
oral ATX inhibitor with demonstrated anti-fibrotic, immune-enhancing and anti- partial response (PR) was observed in 2 of 4 patients (50%) at Cycle 5 and 7. dependent reduction in LPA C18:2 (Figure 5 and 6). A 50% reduction is observed

tumour activity. Pancreatic ductal adenocarcinoma (PDAC) is known to be Stable disease (SD) was the best overall response (OR) observed at other dose over 24 hrs.
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Late onset responses at Cycle 5 and 7 with prior SD
were observed
Signs of anti-tumor activity warrant further exploration

ANTI-TUMOUR ACTIVITY

Ten out of 15 evaluable patients had a reduction in tumor size as per investigators
assessment of target lesions.
Figure 2. Waterfall Plot - Best Change from Baseline in Sum of Target Lesions
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CAMBRITAXESTAT DRIVES LPA C18:2 REDUCTIONS

Continuous dosing of cambritaxestat shows a dose dependent PKPD modulation
resulting in sustained LPA C18:2 reduction over time. Data from an external
control study show that LPA C18:2 reductions are not seen with chemotherapy

e Toxicities graded to Common Terminology Criteria for Adverse Events
(CTCAE) version 5.0

e Standard laboratory hematology and chemistry

* RECIST V1.1. based evaluations

 CA19-9, LPA C18:2 and ATX levels in blood (baseline and on treatment)
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