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LBA58 BAROCCO: A randomized phase II study of weekly paclitaxel vs
cediranib-olaparib combination given with continuous or
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Background: Hypoxia induced by antiangiogenic agents could cause a functional
impairment of homologous recombination, thus sensitizing wild-type (wt) BRCA
tumor cells to PARP inhibition. In a phase II study the combination of cediranib-ola-
parib increased progression free survival (PFS) in women with recurrent platinum sen-
sitive OC with respect to olaparib.

Methods: 123 patients were allocated in a 1:1:1 ratio to receive: 80 mg/m2 weekly pacli-
taxel up to 24 weeks (control), olaparib 600 mg tablet (300 mg twice daily) together
with 20 mg cediranib daily (continuous schedule) or 20 mg cediranib given 5 days/
week (intermittent schedule) until progression. PFS comparison between experimental
schedules and the control arm (alpha one-sided 5%; power 80% to detect a HR of 0.5)
was the primary objective.

Results: Median platinum-free interval was 1.8 mos, 59% of patients were pretreated
with>3 chemotherapy lines. Median PFS for paclitaxel, the continuous, and the inter-
mittent schedules were 3.1, 5.7, and 3.8 mos. Estimated HR for PFS in continuous arm
vs control was 0.76 (90% CI: 0.49-1.17), p¼ 0.28 by log-rank test. HR for PFS in inter-
mittent arm vs. control was 1.08 (90% CI: 0.71-1.64), p¼ 0.76 by log-rank test. In the
subgroup gBRCA wt (n¼ 109) the median PFS for paclitaxel, the continuous, and the
intermittent schedules were 2.1, 5.8 and 3.8 mos and HR for PFS in continuous arm vs
control was 0.63 (95% CI: 0.36 to 1.10; p¼ 0.10). The toxicity profile of the study arms
was as expected and similar between experimental arms. 11%, 18%, and 7% in control,
continuous and intermittent arm discontinued treatment for adverse events. Five seri-
ous adverse drug reactions occurred and two of these were fatal: one in the control and
one in the continuous arm.

Conclusions: The combination of cediranib and olaparib is effective in heavily pre-
treated PROC patients with the advantage of an oral administration and good tolerabil-
ity. The continuous schedule of cediranib-olaparib showed a promising trend towards
improved PFS in comparison with weekly paclitaxel particularly in the BRCA wt
population.

Clinical trial identification: IRFMN-OVA-7289, EudraCT: 2016-003964-38,
NCT03314740.

Legal entity responsible for the study: Istituto di Ricerche Farmacologiche Mario
Negri IRCCS.
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Background: AXL/GAS6 pathway has been implicated in disease progression and che-
motherapy resistance in platinum-resistant ovarian cancer (PROC), where response to
standard of care chemotherapy in patients is typically 10-15% [Gynecologic Oncology
133 (2014) 624–631]. AVB500’s safety profile allowed the initial clinical study to be
conducted in healthy volunteers (NCT03401528) and a proprietary pharmacodynamic
assay (serum GAS6) identified pharmacologically active doses. Rather than traditional
cancer therapeutic dose selection using an MTD, PK/PD modeling was used to select a
human dose targeting specific levels of GAS6 suppression in cancer patients. That
AVB500 dose (10mg/kg) is now being investigated in a P1b/P2 PROC study
(NCT03639246) in patients who received 1 to 3 prior lines of therapy. The safety, PK,
PD and response rate via RECIST v1.1 from the initial cohort in the P1b Recurrent
PROC trial are presented.

Methods: The phase 1b safety lead-in portion of the study enrolled patients into two
cohorts to investigate the combination of AVB500 with pegylated liposomal doxorubi-
cin (PLD) or paclitaxel (PAC). The primary objectives were to assess safety and toler-
ability of the combinations and to confirm the RP2D. Secondary endpoints included
effects on serum GAS6 and preliminary anti-tumor efficacy measures.

Results: The data from the initial cohorts of patients (N¼ 12; 6 patients in each cohort)
demonstrated full suppression of serum GAS6 confirming the RP2D. AVB500 was safe
and well-tolerated in combination with PLD and PAC. There were no serious adverse
events. Efficacy data show early proof of concept with overall best response rate (ORR)2

by Investigator determined RECIST v1.1 criteria: Partial responses (PR) in 5 out of 12
patients (41.7%; 95% CI [15.2, 72.3]) Three responders had at least 60% tumor regres-
sion Two responders had more than 80% regression Clinical benefit rate (PRþSD) of
58%

Conclusions: The current data provide early clinical proof of concept for anti-tumor
activity of GAS6 inhibition in PROC (41.7%) when compared to historical data for
SOC alone (10-15%). Given the safety profile and early evidence of anti-tumor activity,
the AVB500 risk/benefit profile for this drug is compelling.

Clinical trial identification: NCT03639246.
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