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Background: Mirvetuximab soravtansine (MIRV) is an ADC comprising a FRa-bind-
ing antibody, cleavable linker, and the maytansinoid DM4, a potent tubulin-targeting
agent. FORWARD I, a phase III study, evaluated the safety and efficacy of MIRV com-
pared to chemotherapy in pts with PROC.

Methods: Pts with PROC, 1-3 prior lines of therapy, and FRa positivity by immunohis-
tochemistry (stratified by predefined medium or high expression) were enrolled. Pts
were randomized 2:1 to MIRV (6 mg/kg, adjusted ideal body weight) once every 21
days or investigators’ choice chemotherapy (paclitaxel, pegylated liposomal doxorubi-
cin, or topotecan). The primary endpoint was progression-free survival (PFS) by
blinded independent review committee, in both the intention-to-treat (ITT) popula-
tion (medium and high FRa expression) and, separately, in pts with high FRa.
Secondary endpoints included objective response rate (ORR) and overall survival (OS).
Median follow-up time was 12.5 months.

Results: Of 366 pts randomized, 248 received MIRV and 118 chemotherapy. Baseline
characteristics were well balanced across arms. In the ITT population, the PFS hazard
ratio (HR) was 0.981 (median PFS of 4.1 vs 4.4 months for MIRV and chemotherapy,
respectively). For the high FRa pt subset (n¼ 218), additional outcomes favored MIRV
over chemotherapy: PFS HR of 0.693 (4.8 vs 3.3 months; p¼ 0.049, not significant by
Hochberg procedure), ORR (24% vs 10%), and interim OS (83/213 events (34%);
median not reached vs 11.8 months; HR, 0.618). The most common adverse events
(AEs) observed with MIRV were nausea (54%), diarrhea (44%), and blurred vision
(43%). Fewer high grade (� 3) events, dose modifications, and discontinuations due to
AEs were seen with MIRV.

Conclusions: While the study did not meet the primary endpoint, promising and con-
sistent efficacy measures were observed in the predefined subset of high FRa PROC pts
treated with MIRV. Along with favorable tolerability and differentiated safety, these
findings suggest a favorable benefit-risk profile for MIRV in this biomarker-defined
and difficult-to-treat population.
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Background: OCTOPUS, an NCRI investigator-initiated umbrella phase II trial, tests
the addition of targeted agents to weekly paclitaxel (wP) in recurrent platinum-resist-
ant/refractory ovarian cancer. The first agent tested is the dual mTORC1/mTORC2
inhibitor vistusertib (V). Preclinical studies support targeting PI3K/AKT/mTOR sig-
nalling. The combination of V and wP showed activity in ovarian high grade serous car-
cinoma (HGSC) in phase I. This is the first randomised trial of wP and dual mTORC1/
2 inhibition in ovarian cancer.

Methods: In this double-blind trial, patients with platinum-resistant/refractory HGSC
were randomised 1:1 to wP (80mg/m2 D1, D8, D15 of 28 day cycle)þ oral V (50mg
BD) or placebo (P) (D1-3, D8-10, D15-17). The primary endpoint is progression-free
survival (PFS) (RECIST v1.1/GCIG CA125 criteria) and response is a key secondary
end-point. A mandatory pre-treatment biopsy (if technically feasible), archival tumour
tissue and serial blood samples were collected. The study uses a 3-outcome approach:
significance at 10% (1-sided) for PFS indicates activity, significance at 20% also
requires evidence of an improvement in response. The study has 90% power to detect a
hazard ratio (HR) of 0.67.

Results: 140 patients were randomised; median age 63 (range: 36-86); 18% platinum-
refractory; 54% had�3 prior therapy; 7% had prior taxane in previous 6 months (m);
66% had an image-guided biopsy at study entry. Median PFS was 4.5 vs 4.2m (HR 0.84;
80% CI 0.67 to 1.07; 1-sided p¼ 0.18); median OS was 9.7 vs 11.1m (HR 1.21, 80% CI
0.91 to 1.60; p¼ 0.80); RR (RECIST/GCIG CA125: CRþPR) was 53% vs 56% for
wPþV vs wPþP respectively. Grade 3/4 adverse events were 24 vs 25%. There was sig-
nificantly more gastro-oesophageal reflux (grd 1/2 10 v 0%), rash (grd 2/3 9 v 0%) and
lymphopenia (grd 2/3/4 47 v 31%) on wPþV. Ongoing translational research exploring
the influence of PI3K/mTOR signalling on platinum resistance and response to wP will
be presented.

Conclusions: There was modest evidence of improvement in PFS with the addition of
V, but this was not supported by response or OS. Translational research and subgroup
analyses are ongoing.
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Background: LEN is a multikinase inhibitor of VEGFR 1–3, FGFR 1–4, PDGFRa, RET,
and KIT. PEMBRO is an anti-PD-1 antibody. We report final results of a cohort of
patients (pts) with metastatic EC (data cutoff, Jan. 10, 2019) as part of an ongoing phase
1b/2 study evaluating LENþ PEMBRO in pts with selected solid tumours.

Methods: In this cohort of a multicenter, open-label study, pts with histologically con-
firmed metastatic EC and measurable disease who received�2 prior chemotherapies
(unless discussed with the sponsor) were administered LEN (20 mg PO QD) plus
PEMBRO (200 mg IV Q3W). Tumour assessments for the primary phase 2 endpoint
(objective response rate at 24 weeks [ORRWK24]) and secondary endpoints were eval-
uated by investigators per immune-related (ir)RECIST. Secondary endpoints included
ORR, progression-free survival, overall survival, and duration of response. Tumour
responses were also assessed by independent imaging reviewers per irRECIST, RECIST
1.1, and modified RECIST 1.1, and by investigators per mRECIST 1.1.

Results: At data cutoff, 108 pts with previously treated (1 regimen: 53%;>1 regimen:
47%) EC (endometrioid: 51%; serous: 32%; FIGO grade 3: 70%) were enrolled and had
a median follow-up of 18.7 months. 13% of pts had high microsatellite instability
(MSI-H) or mismatch-repair deficient (dMMR) status. Efficacy outcomes are summar-
ized in the table. Treatment-related adverse events (TRAEs) occurred in 105 (97%) pts
(97 [90%]� grade 3, 8 [7%]� grade 4). TRAEs led to study-drug interruption of one
or both drugs in 78 (72%) pts and dose reductions of LEN in 70 (65%) pts; 20 (19%)
pts discontinued one or both drugs due to a TRAE. The most common� grade 3
TRAEs were hypertension (32%), fatigue (8%), and diarrhea (7%).

Conclusions: The LENþ PEMBRO combination showed promising antitumor activ-
ity in metastatic EC regardless of MSI/MMR status. Treatment was generally well toler-
ated, and no new safety signals emerged. A phase 3 study in advanced EC is underway
(NCT03517449).
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