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Introduction: A fluoropyrimidine plus platinum compound has been used as the
standard first-line chemotherapy for advanced gastric cancer (AGC). TAS-118 is an
oral drug containing S-1 that is a fluoropyrimidine preparation combining tegafur, a
prodrug of 5-fluorouracil, gimeracil, and oteracil potassium, and leucovorin. A
randomized phase II study (S. Hironaka et al, Lancet Oncol. 2016) showed promising
activity of S-1 plus leucovorin and oxaliplatin, compared with S-1 plus cisplatin in
patients (pts) with AGC. We conducted a randomized, open-label, phase III trial
(SOLAR study, NCT02322593) to evaluate the efficacy and safety of TAS-118 plus oxa-
liplatin vs. S-1 plus cisplatin in pts with AGC in Japan and Korea.

Methods: This study enrolled pts with histologically confirmed, metastatic or recurrent
HER2-negative gastric cancer, Eastern Cooperative Oncology Group Performance
Status (ECOG PS) 0/1 and no prior treatment. Pts were randomized 1:1 to receive TAS-
118 (S-1 40-60 mg and leucovorin 25mg orally bid) for 7 days and oxaliplatin (85 mg/
m2) on day 1 every 2 weeks (TAS-118 plus oxaliplatin) or S-1 (40-60 mg orally bid) for
21 days and cisplatin (60mg/m2) on day 1 (Korea) or day 8 (Japan) every 5 weeks (SP),
stratified by ECOG PS, measurable lesion, and country. Primary endpoint was overall
survival (OS) in the full analysis set (FAS). Secondary endpoints included progression
free survival (PFS), overall response rate (ORR), and safety.

Results: From Jan 2015 to Dec 2016, 711 pts were randomized to either TAS 118 plus
oxaliplatin (n¼ 356) or SP (n¼ 355). Eleven pts not receiving the protocol treatment
and 19 ineligible pts were excluded from FAS. Baseline characteristics were well bal-
anced between the treatment arms. In the primary analysis with 491 events, median OS
was 16.0 months in TAS-118 plus oxaliplatin and 15.1 months in SP (hazard ratio [HR]
0.83; 95% confidence interval [CI], 0.69-0.99; stratified log-rank test P¼ .039). Median
PFS was 7.1 months in TAS-118 plus oxaliplatin and 6.4 months in SP (HR 0.79; 95%
CI, 0.66-0.93; P¼ .005). ORR in TAS-118 plus oxaliplatin and SP were 73.5% and
50.0%, respectively (P< .001). The incidences of grade�3 adverse events were 69.6%
in TAS-118 plus oxaliplatin and 69.3% in SP. The most common grade 3/4 adverse
events were stomatitis (3.7% in TAS-118 plus oxaliplatin vs 1.4% in SP), diarrhea

(5.4% vs 2.9%). Two treatment-related deaths were reported in TAS-118 plus oxalipla-
tin. No new safety signals were observed in the two treatment arms.

Conclusion: TAS-118 plus oxaliplatin improved survival compared to SP in pts with
AGC. Non-hematological toxicities of TAS-118 plus oxaliplatin were greater but man-
ageable. TAS-118 plus oxaliplatin can be a new standard first-line chemotherapy for
AGC.
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Introduction: Membranous expression of AMHRII is present in about 80% of colorec-
tal adenocarcinomas. Murlentamab is a glycoengineered mAb binding with high affin-
ity both AMHRII on the tumor cell membrane and CD16 via its low-fucose Fc on
macrophages, inducing phagocytosis. Murlentamab reprograms TAMs, restoring their
antitumoral functions, also resulting in cytotoxic T lymphocyte activation.

Methods: Patients with pretreated advanced/metastatic colorectal adenocarcinoma,
measurable disease, performance status�1, adequate organ function, baseline tumor
biopsy, and agreeing to a subsequent biopsy under treatment, received murlentamab
single agent (SA) or in combination with trifluridine/tipiracil (FTD/TPI) in two paral-
lel non-randomized cohorts.

Antitumor activity (objective response by RECIST 1.1, Tumor Growth Rate (TGR),
progression-free survival (PFS), overall survival), pharmacodynamics (circulating
immune cells and tumor microenvironment) and safety were to be assessed in
30 patients (15 in each cohort) evaluable for efficacy (having completed at least
two 28-day cycles of treatment and with at least one tumor assessment under
treatment).

Results: Thirty-nine heavily pretreated patients were enrolled and received murlenta-
mab, SA or in combination with FTD/TPI. Fourteen patients in SA and 15 patients in
combination with FTD/TPI (after a median of 4 and 2 prior therapy lines, respectively)
were evaluable for efficacy. No objective responses were observed. A 1.7-fold and 3.6-
fold TGR decrease was observed with murlentamab SA and murlentamab combined
with FTD/TPI, respectively.

In the murlentamab SA cohort, 21% (3/14) of patients were progression-free at 2
months. In combination with FTD/TPI, 53% (8/15), 40% (6/15) and 31% (4/13) of
patients were progression-free at 2, 4 and 6 months, respectively. Among patients with
more than 20% AMHRII-positive tumor cells, 5/6 and 3/4 patients were stabilized at 4

Table

CPS �1 PþC C P C
aMedian, mo (95% CI) N¼ 257 N¼ 250 N¼ 256 N¼ 250

OSa 12.5 (10.8-13.9)/ 11.1 (9.2-12.8) 10.6 (7.7-13.8)/11.1 (9.2-12.8)

HR (95% CI)/ b99.2% CI 0.85 (0.70, 1.03) 0.91 (0.74-1.10)

P¼0.046 0.91b (0.69-1.18); NI margin ¼ 1.2
a
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and 6 months, respectively. In contrast, the 7 patients progressing at their first tumor
evaluation (2 months) had less than 20% of AMHRII-positive tumor cells.

In the 7 paired biopsies analyzed, tumor microenvironment immune activation (stain-
ing positive area increase) under murlentamab was observed: CD16 in 6/7 tumors
reflecting macrophage activation; granzymeB/CD16 co-localisation in 5/7 tumors
reflecting phagocytosis. In the paired biopsies from 2 patients stabilized at 4 months in
combination with FTD/TPI, CD86 on antigen presenting cells and CD8 on T cell
increased, reflecting activation.

In the peripheral blood (samples from 20 patients analyzed), a significant activation of
monocytes (CD69þ) and neutrophils (CD64þ) was observed under murlentamab SA
and in combination with FTD/TPI.

No serious adverse events related to murlentamab were reported. All 36 reported mur-
lentamab toxicities experienced by 10 patients in combination with FTD/TPI cohort
were G1-2, the most common being: decreased appetite (9 events), vomiting, nausea,
constipation and asthenia (3 events each). No overlapping toxicities were observed
when combining murlentamab with FTD/TPI.

Conclusion: This pilot study suggests longer than expected PFS for murlentamab and
FTD/TPI in advanced mCRC, especially in patients with high AMHRII expression.
Immune activation of the macrophage / cytotoxic T cell cascade was observed in tumor
microenvironment as well as in peripheral blood. These results together with murlenta-
mab’s innovative immunological mode of action support its further development in
combination with standard chemotherapies and/or immunological agents in colorectal
cancers.
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Introduction: BRAF V600E mutations are identified in up to 15% of metastatic color-
ectal cancer (mCRC) patients and confer a poor prognosis. In patients who are refrac-
tory to initial therapy, objective response rates (ORR) to standard chemotherapy and
biologic combinations are generally less than 10%, with median progression-free sur-
vival (PFS) and overall survival (OS) approximately 2 and 4-6 months, respectively. A
30-patient safety lead-in (SLI) of the BEACON CRC study assessed the safety, tolerabil-
ity, and efficacy of the combination of encorafenib (ENCO)þ binimetinib (BINI)þ
cetuximab (CETUX) in patients with BRAF V600E-mutant mCRC after failure of 1 or
2 prior regimens, confirming the acceptable safety and encouraging activity of the trip-
let combination for the randomized portion of the study.

Methods: The BEACON CRC Study (NCT02928224) was a multicenter, randomized,
open-label, 3-arm, phase 3 study to evaluate ENCOþCETUX with/without BINI (trip-
let or doublet combination) vs. investigator’s choice of irinotecan (IRI) or FOLFIRIþ
CETUX (control) in patients with BRAF V600E?mutant mCRC whose disease has pro-
gressed after 1 or 2 prior regimens in the metastatic setting. The primary endpoints
were OS and ORR (by blinded central review) comparing the triplet to the control arm;
secondary end points included overall survival for the doublet arm compared to the
control arm as well as progression-free survival, duration of response, and safety.

Results: 665 were randomly assigned to receive either the triplet combination
(n¼ 224), doublet combination (n¼ 220), or one of the control regimens (n¼ 221).
Median OS was 9.0 months (95% confidence interval [CI], 8.0-11.4) for the triplet
combination and 5.4 months (95% CI, 4.8-6.6) for the control regimens (hazard ratio,
0.52; 95% CI, 0.39-0.70, P< .0001). Confirmed ORR by blinded central review of the
triplet combination was 26% (95% CI, 18% to 35%) and 2% (95% CI,<1% to 7%) for
control (P< .0001). Median OS for the doublet combination was 8.4 months (95% CI,
7.5-11.0) (hazard ratio vs. control, 0.60; 95% CI, 0.45-0.79; P¼ .0003). Adverse events

were as anticipated based on prior trials with each combination. Grade 3 or higher
adverse events were seen in 58% of patients in the triplet arm, 50% of patients in the
doublet arm, and 61% of patients in the control arm.

Conclusion: In the BEACON CRC study, the combination of ENCOþBINIþCETUX
improved OS and ORR in patients with BRAF V600E-mutant mCRC when compared
with current standard of care chemotherapy and had a safety profile consistent with the
known safety profile of each agent. This targeted therapy regimen should be a new
standard of care for this patient population.
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Introduction: TRIBE2 (NCT02339116) is a phase III trial in which previously
untreated pts with unresectable metastatic colorectal cancer (mCRC) were randomized
1:1 to FOLFOX/bev followed by FOLFIRI/bev after disease progression (PD) (arm A)
or FOLFOXIRI/bev followed by the reintroduction of the same regimen after PD (arm
B). The study was designed to demonstrate the actual advantage of the upfront expo-
sure to the three cytotoxics when compared with a pre-planned sequential strategy of
exposure to the same agents, in the frame of a sustained inhibition of angiogenesis.
From February 2015 to May 2017, 679 pts (arm A/B: 340/339) were enrolled in 58
Italian sites.

Methods: The study was designed to detect an HR for PFS2 of 0.77 in favour of arm
B with 80% power and an overall 2-sided-? error of 0.05 (0.0131 and 0.0455 for the
interim and final analyses, planned at 303 and 466 PFS2 events, respectively). Here
we show updated results, including subgroup analyses for 1st-PFS and PFS2 according
to the following clinical and molecular characteristics: ECOG PS, previous adjuvant
therapy, time to metastases, surgery on primary tumor, liver-only disease, primary
tumor site, RAS, BRAF and microsatellite status.

Results: Main characteristics of the 679 enrolled pts were (arm A/B): ECOG PS 0 85%/
86%, right-sided primary 38%/38%, RAS mutant 65%/63%, BRAF mutant 10%/10%,
right-sided and/or RAS or BRAF mutant 79%/78%, MSI-high 4%/5%. At a median
follow up of 30.6 mos, 514 (arm A/B: 272/242) PD2, 594 (arm A/B: 303/291) PD1 and
408 (arm A/B: 217/191) OS events were collected. A significant advantage by upfront
FOLFOXIRI/bev was shown in terms of PFS2 (19.1 vs 17.5 mos; HR 0.74; 95% CI, 0.62-
0.88; P< .001), 1st-PFS (12.0 vs 9.8 mos; HR 0.75; 95% CI, 0.63-0.88; P< .001) and OS
(27.6 vs 22.6 mos; HR 0.81; 95% CI, 0.67-0.98, P¼ .033). Subgroup analyses for PFS2
and 1st-PFS did not reveal any significant interactions between treatment effect and key
baseline clinical characteristics, with the exception of a higher PFS2 benefit in favour of
arm B for pts with ECOG PS 0 compared to those with ECOG PS 1-2 (HR 0.70 vs 1.13;
P-value of interaction¼ .05). However, in the absence of a significant interaction test,
the subgroup of pts with a right-sided and/or RAS or BRAF mutant tumor and with
ECOG PS 0 (n¼ 470) seemed to achieve a more relevant advantage from upfront
FOLFOXIRI/bev (HRs for 1st-PFS and PFS2: 0.69 and 0.68, respectively), whereas for
pts with left-sided and RAS/BRAF wild-type tumor and/or with ECOG PS 1-2
(n¼ 186) the magnitude of benefit is smaller (HR for 1st-PFS and PFS2: 0.90 and 0.87,
respectively).

Conclusion: Upfront FOLFOXIRI/bev followed by the pre-planned reintroduction of
the same agents after PD significantly prolonged PFS2 and OS when compared with the
pre-planned sequential administration of FOLFOX/bev and FOLFIRI/bev in unresect-
able mCRC patients. Treatment effect is consistent across analysed clinical and molecu-
lar subgroups, with potentially increased benefit among patients with a right-sided
and/or a RAS or BRAF mutant tumor and in particular with ECOG PS 0.
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