
fatigue at 33%), 4 ILI-related AE (G2 malaise, 10%; two G3 abdominal pain, 15% and
G1 bilateral pleural effusion, 22%) and one bile duct stenosis (G3) related to cancer dis-
ease and possibly to RT coupled with NBTXR3 administration were reported. There
were no significant changes in CPS or APRI post-treatment. CT scan assessment dem-
onstrated absence of NBTXR3 leakage in surrounding tissues. So far, among 7 evaluable
HCC pts, best mRECIST target lesion responses were: 3 CR and 4 PR. Among 5 evalu-
able liver mets pts, best target lesion responses were: 2 PR, 1 SD, and 2 PD.

Conclusion: NBTXR3 was well tolerated up to the 33% dose level and demonstrated a
very good safety profile. The recruitment is ongoing at 42%. In patients with unresect-
able liver tumors and liver dysfunction limiting treatment options, the physics-based
NBTXR3 mode of action may thus constitute a valuable solution.
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Introduction: Immune-suppressive cells such as regulatory T cells (Tregs) or tumor-
associated macrophages (TAMs) may contribute to resistance to anti-PD-1/PD-L1
inhibitors (A-PD1). Regorafenib, a potent inhibitor of angiogenic and oncogenic kin-
ases, reduced TAMs in tumor models. The combination of regorafenib plus A-PD1
exhibited superior tumor growth suppression compared to either treatment alone in
murine models.

Methods: In this study, we enrolled patients (pts) with previously treated, advanced
gastric cancer (GC) or colorectal cancer (CRC). The pts received regorafenib plus nivo-
lumab in a dose-finding phase to estimate the maximum tolerated dose (MTD).
Additional pts were enrolled in a dose-expansion phase to further establish the safety
and determine the preliminary efficacy. Regorafenib at 80 to 160 mg was administered
once-daily in a schedule of 21 days on/7 days off, with intravenous nivolumab 3 mg/kg
every 2 weeks. The primary endpoint was dose-limiting toxicity (DLT) during cycle
one (4 weeks) to estimate the MTD and the recommended dose.

Results: Fifty pts were enrolled (25 CRC; 25 GC) until October 2018. The median prior
treatment line was 3 (range 2-8). During dose-escalation, 3 DLTs were observed with
regorafenib 160 mg, including grade (G) 3 maculopapular rash, proteinuria and colonic
perforation, while there was no DLT with 80 or 120 mg. In the dose expansion cohort
with regorafenib 120 mg, the dose was reduced to 80 mg owing to frequent G3 skin tox-
icities. Grade� 3 treatment-related adverse events occurred in 17 pts; the common
events (>5%) being rash (14%), palmar-plantar erythrodysesthesia (10%), and protei-
nuria (8%). Objective tumor response was observed in 19 pts (38%) including 11 MSS
GC, 7 MSS CRC and 1 MSI-H CRC for response rates of 44% in GC and 29% in MSS
CRC. Three of the 7 A-PD1 pretreated GC pts achieved a partial response. The pre- and
post-treatment tumor samples showed a reduction of FoxP3hiCD45RA-Tregs fraction
at the tumor response.

Conclusion: The combination of regorafenib 80mg plus nivolumab had a manageable
safety profile and encouraging anti-tumor activity in MSS GC and CRC pts, which war-
rants further investigations in a larger cohort. Updated biomarker analysis will be
presented.
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Introduction: Angiogenesis inhibition is an established treatment strategy for meta-
static colorectal cancer (mCRC). Crosstalk between hepatocyte growth factor/c-MET
signaling and vascular endothelial growth factor receptor (VEGFR) in endothelial cells

has been implicated in CRC progression. Further, expression of c-MET may increase
following tumor hypoxia induced by angiogenesis inhibition. This study aimed to eval-
uate the safety, pharmacokinetics, and efficacy of ramucirumab, a monoclonal anti-
body antagonizing VEGFR-2, plus merestinib, a kinase inhibitor with antiproliferative
and antiangiogenic properties targeting several oncokinases (including MET, AXL,
RON, and MKNK1/2), in patients with mCRC previously treated with oxaliplatin and/
or irinotecan.

Methods: This was an open-label, phase 1 study (NCT02745769) comprising a 3þ 3
dose-limiting toxicity (DLT) observation period followed by an expansion period.
Patients received intravenous ramucirumab 8 mg/kg on Day 1 and 15 and oral meresti-
nib 80 mg once daily (28-day cycle). The primary objective was safety and tolerability
(DLTs, treatment-emergent adverse events [TEAEs]). Secondary objectives included
pharmacokinetics and preliminary antitumor activity (best overall response, progres-
sion-free survival [PFS], overall survival [OS]).

Results: A total of 23 patients were treated: 13 (57%) were male; median age was 59
(range, 18-79) years; 5 (22%) had a right-sided primary tumor; 19 (83%) were ECOG
PS 1; 18 (78%) patients received�3 regimens in the metastatic setting (median was 4
regimens [range, 1-10]). Median duration of therapy was 12.0 weeks (range, 4.0-60.7).
Median relative dose intensity was 99.4% (range, 73.6-103.1) for ramucirumab and
84.8% (range, 50.0-100.0) for merestinib. Safety findings included: 1 DLT (proteinu-
ria); 16 (70%) patients with Grade�3 TEAEs; 10 (43%) patients with Grade�3 TEAEs
related to study treatment. The most common study treatment-related Grade�3
TEAEs were fatigue (4 [17%] patients) and increased blood alkaline phosphatase, diar-
rhea, and hypertension (2 [9%] patients each). One patient discontinued study treat-
ment due to a TEAE (cholestatic hepatitis; Grade 4, related). No TEAEs were fatal.
Following co-administration of ramucirumab and merestinib, geometric mean trough
concentrations at Cycle 1, Day 15 were 24.8 mg/mL for ramucirumab and 162 ng/mL
for merestinib. No complete or partial response was seen; however, 12 (52%) patients
achieved stable disease. Median PFS and OS were 3.3 months (95% CI, 1.6-4.4) and 8.9
months (95% CI, 3.5-12.7), respectively. The 3- and 6-month PFS rates were 54% and
16%, respectively. The 6- and 12-month OS rates were 62% and 28%, respectively.

Conclusion: Ramucirumab plus merestinib is tolerable and may have antitumor activ-
ity in biomarker-unselected, heavily pretreated patients with mCRC. Pharmacokinetic
data for ramucirumab and merestinib were consistent with corresponding monother-
apy data, indicating that drug-drug interactions between ramucirumab and merestinib
are unlikely. Our long-term PFS and OS data are provocative; efforts to identify bio-
marker signals associated with this sustained clinical activity are underway.
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Introduction: Chimeric antigen receptor T-cell (CAR-Ts) therapies have yet to dem-
onstrate positive results in the context of solid tumors mainly because of the difficulty
of CAR-T cells to access the site of metastases and to overcome a hostile immunosup-
pressive tumor microenvironment (TME). NKG2D receptor-based CAR T-cells target
8 stress ligands expressed in both hematological and solid tumors. Reports of remis-
sions in relapsed/refractory acute myeloid leukemia and stabilization in metastatic col-
orectal cancer (mCRC) patients treated with the autologous NKG2D CAR (CYAD-01)
as a standalone therapy provide confidence in the relevance of these targets.

Methods: Two NKG2D CAR products are investigated in mCRC patients in two sepa-
rate studies. The SHRINK study (NCT03310008) evaluates the autologous product
CYAD-01 while the alloSHRINK study (NCT03692429) evaluates an allogeneic analog
of CYAD-01, i.e. CYAD-101. Both studies evaluate the safety and clinical activity of
multiple infusions of the NKG2D CAR T-cells administered concurrently to the stand-
ard of care FOLFOX chemotherapy through a 3þ 3 design evaluating 3 dose levels
(DL) of the NKG2D CAR T-cells: 1x10 8, 3x10 8 and 1x10 9 T-cells per infusion. The
concurrent administration of FOLFOX aims at improving the likeliness of clinical
responses in solid tumors by (i) favoring infiltration into and overcome the immuno-
suppressive TME, (ii) improving engraftment of CAR T-cells due to the lymphodeple-
tion induced by the chemotherapy, and likely (iii) increasing the NKG2D ligand
expression in tumor tissues targeted by the NKG2D CARs. In the context of the CYAD-
101 allogenic administration, while the GvHD effect is controlled by the inhibition of
TCR signaling in the study product, the FOLFOX administration will also contribute to
control the host-versus-graft (HvG) reaction through elimination of the previously
adoptively-transferred CYAD-101 cells.

Results: As of March 2019, 8 patients have been enrolled in the three DL of SHRINK (3
at DL-1, 3 at DL-2 and 2 at DL-3). DL-1 and 2 have been completed without any dose-
limiting toxicity (DLT) occurrence, nor Grade 3/4 related adverse events (AE) occur-
rence (uncleaned database). DL-3 should be completed by June 2019. 6 patients have
been enrolled in the first two DL of alloSHRINK (3 at DL-1 and 3 at DL-2) without any
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DLT, treatment-related AEs nor graft-versus-host disease (GvHD) occurrence as of
March 2019. Enrollment into DL-3 should be completed by June 2019.

Conclusion: Safety, clinical and translational research data comparing autologous and
allogeneic approaches at the end of the dose-escalations will be presented, including
any potential difference in terms of cell engraftment. These studies will provide critical
information to support the development of CAR-T therapy in solid tumors.
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Introduction: TO (Tomuzotuximab) is a second-generation anti-EGFR antibody that
specifically binds to EGFR. GAT (Gatipotuzumab) is a novel humanized monoclonal

antibody, which recognizes the tumor-associated epitope of mucin-1 (TA-MUC1).
Both antibodies are glyco-engineered to potentiate antibody-dependent cellular cyto-
toxicity (ADCC). Preclinical evidence suggests a complex interaction between EGFR
and TA-MUC1 expressed on the cell surface and shows a synergistic antibody depend-
ent cell cytotoxicity activity with dual targeting of these molecules. GATTO is an open
label phase Ib study in refractory patients (pat) with EGFR positive metastatic solid
tumors. aiming to assess the tolerability, safety and preliminary activity of the com-
bined treatment with the two antibodies.

Methods: TO and GAT were administered at 1200 mg and 1400 mg Q2W respectively.
Pat receive 3 doses of TO before start of combination treatment with GAT. The first 6
pat have been enrolled into a safety run-in phase where the number of dose-limiting
toxicities (DLTs) has been evaluated. Safety criteria were met (i.e. 0 DLT), and the ini-
tial dose was unchanged and used for all the recruited pat. Secondary endpoints include
overall response rate, duration of response, progression-free and overall survival.
Extensive pharmacokinetics (PK) and pharmacodynamics (PD) is in progress. As of
January 15, 2019 the study enrolled 20 pat; we report here the results in the cohort of 6
CRC pat, 4 of which had no known K-RAS mutation (K-RAS WT) and had progressed
after prior anti-EGFR antibody treatment

Results: Treatment was well tolerated, with 2 pat (33%) experiencing infusion related
reactions (IRR) of grade 1 CTCAE during the first infusion of TO. No IRR were
observed at later infusions. Five of 6 pat developed rash (grade 1 in 3 and grade 3 in 2
pat), 1 pat fatigue and 2 pat hypomagnesemia. Response assessment revealed that while
the 2 pat with known K-RAS mutation progressed rapidly, 3 of the 4 K-RAS WT pat
had clinical benefit (1 confirmed PR, 1 unconfirmed PR and 1 prolonged SD according
to RECIST) and median PFS in this small subgroup of pat was 6 months. PK and PD
results will also be reported.

Conclusion: Preliminary results of this study warrant further investigation of the com-
bination of TO and GAT in refractory pat with K-RAS WT CRC.
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