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Background: Patients with chemotherapy-refractory microsatellite stable (MSS) meta-
static colorectal cancer (CRC) are a population with limited treatment options and
relatively short survival. Atezolizumab (an anti–PD-L1 mAb) inhibits the binding of
PD-L1 to its receptors PD-1 and B7.1, leading to the re-invigoration of tumour-specific
T-cell immunity. Cobimetinib inhibits MEK1/MEK2 in the MAPK pathway, and
blocking the MAPK pathway has been shown to favourably alter the tumour, tumour
microenvironment and T-cell responses to promote anti-tumour immune activity. We
hypothesized that combining atezolizumab with cobimetinib may allow better immune
recognition and generate greater anti-tumour effects than either agent alone in MSS/
microsatellite instability-low (MSI-L) metastatic CRC. Here we report the primary
analysis results from IMblaze370 (NCT02788279), a global, multi-centre, open-label,
randomised Phase III trial comparing atezolizumabþcobimetinib and atezolizumab
monotherapy with standard-of-care regorafenib in patients with previously treated,
unresectable locally advanced or metastatic CRC.

Method: Patients were randomised 2:1:1 to receive atezolizumabþcobimetinib, atezo-
lizumab monotherapy or regorafenib, respectively. Atezolizumab was administered
intravenously at 840 mg Q2W in the combination arm or at 1200 mg Q3W in the
monotherapy arm. Cobimetinib was administered orally at 60 mg on a 21-days-on/7-
days-off schedule and regorafenib was administered orally at 160 mg on a 21-days-on/
7-days-off schedule. The primary endpoint was OS in intention-to-treat (ITT) patients;
secondary endpoints included investigator-assessed PFS, ORR and DOR per RECIST
v1.1.

Results: As of March 9, 2018, 363 patients were evaluated for efficacy and safety. The
median age was 58 y; 26% of patients had received> 3 lines of prior treatment in the
metastatic setting. 1.7% of patients enroled were identified as having MSI-High meta-
static CRC (91.7% as MSS or MSI-L, 6.6% had missing MSI status); 54.3% had RAS-
mutant metastatic CRC. Median OS was 8.9 mo with atezolizumabþcobimetinib vs
8.5 mo with regorafenib (HR, 1.00 [95% CI: 0.73, 1.38] P¼ 0.987) and was 7.1 mo with
atezolizumab monotherapy (HR vs regorafenib, 1.19 [95% CI: 0.83, 1.71]). The PFS
HR for atezolizumabþcobimetinib vs regorafenib was 1.25 (95% CI: 0.94, 1.65) and for
atezolizumab monotherapy vs regorafenib was 1.39 (95% CI: 1.00, 1.94). ORRs were
2.7%, 2.2% and 2.2% with atezolizumabþcobimetinib, atezolizumab monotherapy
and regorafenib, respectively. Treatment-related Grade 3-4 AEs were reported in 45%
of patients who received atezolizumabþcobimetinib, 10% who received atezolizumab
monotherapy and 49% who received regorafenib. Treatment-related AEs of any grade
with>30% occurrence were diarrhoea (56%), rash (42%) and nausea (32%) with ate-
zolizumabþcobimetinib, none with atezolizumab monotherapy, and palmar-plantar
erythrodyaesthesia (51%), fatigue (43%), diarrhoea (35%) and decreased appetite
(34%) with regorafenib. Exploratory analyses, including subgroups defined by MSI and
extended RAS mutation status, will be presented.

Conclusions: IMblaze370 did not meet its primary endpoint; atezolizu-
mabþcobimetinib and atezolizumab monotherapy did not demonstrate statistically
significant prolonged OS benefit vs regorafenib in the ITT population. PFS and ORR
were similar across treatment arms. No new safety signals were observed and the safety
profiles of atezolizumabþcobimetinib combination and atezolizumab monotherapy
were consistent with previous findings.

LBA � 005 KEYNOTE-061: Phase 3 study of pembrolizumab vs paclitaxel for
previously treated advanced gastric or gastroesophageal
junction (G/GEJ) cancer
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Background: Pembrolizumab showed promising antitumor activity and a manageable
safety profile in patients with pretreated G/GEJ cancer in KEYNOTE-012 and
KEYNOTE-059. KEYNOTE-061 (NCT02370498) was a global, open-label phase 3
study of pembrolizumab vs paclitaxel for previously treated advanced G/GEJ adenocar-
cinoma that progressed after first-line chemotherapy containing platinum and
fluoropyrimidine.

Methods: Eligible patients were randomized in a 1:1 ratio to pembrolizumab 200 mg
Q3W or paclitaxel 80 mg/m2 on days 1, 8, and 15 of 4-week cycles. Randomization was
stratified by geographic region, TTP on first-line therapy, and PD-L1 combined posi-
tive score (CPS). Primary end points were OS (efficacy boundary, one-sided
P¼ 0.0135) and PFS in the CPS�1 population. Differences in OS and PFS were
assessed using the stratified log-rank test.

Results: Of the 592 patients enrolled, 395 had PD-L1 CPS�1: 196 assigned to pembro-
lizumab, 199 to paclitaxel. After median follow-up of 8 mo, 7.8% of patients completed
or remained on pembrolizumab. Median OS was 9.1 mo (95% CI 6.2-10.7) with pem-
brolizumab vs 8.3 mo (95% CI 7.6-9.0) with paclitaxel (HR 0.82, 95% CI 0.66-1.03;
one-sided P¼ 0.042). 12-mo OS rates were 39.8% vs 27.1%; 18-mo rates were 25.7% vs
14.8%. There was no improvement in PFS (median 1.5 mo with pembrolizumab vs
4.1 mo with paclitaxel; HR 1.27 [95% CI 1.03-1.57]) or ORR (15.8% vs 13.6%), but
pembrolizumab responses were more durable (median 18.0 mo vs 5.2 mo; duration
�12 mo 59.5% vs 29.5%). The pembrolizumab treatment effect for OS was more evi-
dent in patients with ECOG PS 0 (median OS 12.3 mo vs 9.3 mo; HR 0.69, 95% CI
0.49-0.97). In post-hoc analysis, the pembrolizumab treatment effect for OS was also
greater in patients with CPS�10 (median OS 10.4 mo vs 8.0 mo; HR 0.64, 95% CI
0.41-1.02) and in patients with MSI-H tumors, regardless of CPS (median OS not
reached vs 8.1 mo; HR 0.42, 95% CI 0.13–1.31). In all patients, grade 3-5 drug-related
AE incidence was 14.3% with pembrolizumab vs 34.8% with paclitaxel; 3.1% vs 5.4%
discontinued due to drug-related AEs.

Conclusions: Pembrolizumab did not significantly improve OS vs paclitaxel in patients
with previously treated G/GEJ cancer and PD-L1 CPS�1, although a benefit for pem-
brolizumab emerged with long-term follow-up. Pembrolizumab had a better safety
profile than paclitaxel. The pembrolizumab treatment effect was more evident in
patients with ECOG PS 0, those with greater PD-L1 expression, and those with MSI-H
tumors. Trials of pembrolizumab as monotherapy and as part of combination therapy
for G/GEJ cancer are ongoing.
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