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1203P Preliminary results of STELLAR-001, a dose escalation phase I study of
the anti-C5aR, IPH5401, in combination with durvalumab in advanced
solid tumours
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M. Ascierto5, R. Zerbib4, E. Mitry4, A.W. Tolcher6
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Background: Anaphylatoxin C5a is released in the cancer microenvironment and binds
to the C5aR receptor, which in turns promotes protumoral inflammation and immune
suppression through recruitment and activation of myeloid derived suppressor cells
(MDSC) and neutrophils. Overexpression of C5aR has been reported in several tumor
types and correlates with aggressive tumor features and poor prognosis. Additionally,
C5aR was found to be upregulated in NSCLC patients in progression after an initial
response to an anti-PD-(L)1 therapy (aPD1). IPH5401, a fully human anti-C5aR1 anti-
body, inhibits the C5a mediated effects on MDSC and neutrophils. Preclinical data sug-
gest that the combined blockade of C5aR1 and aPD1 synergistically reduce tumor
growth and delay tumor progression. These data suggest that combining IPH5401 with
aPD1 may improve efficacy and overcome secondary resistance to aPD1.

Methods: This is an ongoing phase I to evaluate the safety of IPH5401þ durvalumab
(durva) in advanced solid tumors. In the 3þ 3 dose-escalation, patients (pts) receive
IPH5401 at 4 dose levels (DL) (DL1, DL2, DL3 [Q1w] and DL4 [Q2w]) single agent
during the first 2 weeks (w) then in combination with durva 1500 mg Q4w. Blood sam-
ples are collected at various time points for characterization of pharmacokinetics, phar-
macodynamics and immunogenicity. Upon completion of the phase I part and
determination of a recommended phase II dose, expansion cohorts in NSCLC and
HCC will be activated.

Results: As of April, 30th 2019, 12 pts have been enrolled (4 HCC, 2 UCC, 5 NSCLC, 1
RCC). No DLT was seen to date. DL3 and DL4 are ongoing. A total of 11 treatment
related AEs (TRAEs) were reported in 5 patients: G2 diarrhea with lymphocytic colitis
(n¼ 1), G1 diarrhea (n¼ 1), G1 skin rashes (n¼ 2), G1 White blood cell decrease
(n¼ 1), G1 pneumopathy (n¼ 1), G1 lung disorder (n¼ 1), G1 fatigue (n¼ 1), G1
arthralgia (n¼ 1), G1 back pain (n¼ 1), G1 musculoskeletal chest pain (n¼ 1). There
were no grade 3/4 TRAEs and no TRAEs that led to study discontinuation.

Conclusions: Preliminary results of this combination of IPH5401 plus durva suggest a
manageable toxicity profile. Results of dose escalation including PK/PD data will be
presented.

Clinical trial identification: NCT03665129.

Legal entity responsible for the study: Innate Pharma.

Funding: Innate Pharma and AstraZeneca.
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Background: Immune-checkpoint blockade has shown anti-tumor activity in MSI
mCRC patients only, thus, the research of more efficacious immunological strategies
for colon cancer treatment is still open. GOLFIG, is a safe and active chemo-immuno-
therapy regimen designed on the basis of preclinical immune-oncological findings and
evaluated in two subsequent Phase II and III trials in mCRC patients (J Clin Oncol,
2005,23:8950; J Immunother, 2014;37:26). This regimen combines gemcitabineþ
FOLFOX poly-chemotherapy with salgramostim (GM-CSF) and low dose sc. aldesleu-
kin, to improve both cross-priming and T-cell effector anti-tumor response. Here we
report a fifteen-year retrospective analysis of all patients undergone this therapeutic
approach.

Methods: This is a multi-institutional real-life study including one hundred-seventy-
nine mCRC patients receiving GOLFIG regimen between October 2001 and November
2018 with a median follow up of 120 months. The treatment was administered to 62
patients (GOLFIG-2 trial, EUDRACT: 2005-003458-81) as a first-line and to 117
patients as second/third-line (49 enrolled in the GOLFIG-1 phase II trial and 68 as real
life). Kaplan-Meier and Cox-regression were carried-out to relate their PFS and OS
with sex, age, sidedness, RAS mutational status, previous treatment lines, baseline clini-
cal parameters and treatment-related irAEs.

Results: We recorded a PFS and OS of 15.3 (95%CI:10.4-20.2) and 24.6 (95%CI:19.07-
30.14) months, respectively, with 10% of the patients surviving more than ten years.
Patients’ outcome did not correlate with sex, sidedness and RAS. First line GOLFIG
confirmed superiority over FOLFOX in term of PFS (HR¼ 0.58 p¼ 0.006) and OS
(HR¼ 0.69, P¼ 0.06) (updated from GOLFIG-2 trial). Patients in first-line showed a
longer PFS (HR¼ 0.69; p¼ 0.041) compared with the others, with no difference in OS.
On the overall, a longer PFS and OS correlated with baseline neutrophil counts� 4,500
cells/ml (HR:0.32; P¼ 0.003) and occurrence of irAEs (HR¼ 0.36; P¼ 0.0001) recorded
in 24% of the cases.

Conclusions: These results confirm that the GOLFIG regimen is a reliable therapy for
pretreated mCRC patients and offer the rationale to design combination trials with
immune-checkpoint blockade.

Clinical trial identification: 1) GOLFIG-2 phase III trial; EudraCT: 2005-003458-81 2)
GOLFIG-1 phase II trial; EudraCT no available, start July 2001.
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1205P Immune correlates in peripheral blood samples in a preoperative
window of opportunity randomized trial of nivolumab with or
without tadalafil in resectable squamous cell carcinoma of the head
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Background: Immune checkpoint inhibitor therapy is approved for the management
of recurrent/metastatic SCCHN. However, only a subset of patients derive clinical ben-
efit from these therapies. As an exploratory analysis in the context of a window-of-
opportunity randomized trial of nivolumab in combination with the PDE5 inhibitor
tadalafil, an agent that has been reported to shift immune bias in SCCHN patients, we
probed immune signatures in peripheral blood and tumor samples. The complete clini-
cal trial results as well as analysis of tumor tissue samples are reported separately.

Methods: Blood and fresh tumor samples were collected from 28 patients receiving
either nivolumab alone (n¼ 12) or nivolumab and tadalafil (n¼ 16) for 4 weeks prior
to surgery. Immune cell phenotypes were obtained from PBMC after red blood cell lysis
using fluorescent-based flow cytometry. Plasma and short-term culture supernatant
from pre-treatment biopsies and surgical specimens were analyzed by multiplex lumi-
nex analyses. Patients were segregated based on treatment group or radiographic
response.

Results: Over the 4-week treatment period nivolumab altered levels of a broad range of
immune mediators and this signature was slightly affected by tadalafil. Preliminary
principal component analysis suggest predictive pre-treatment immune signatures
consistent with T cell activation, type 1 immunity, and soluble forms of immune check-
point receptors. As determined by FACS analysis those patients who exhibited a clinical
radiographic response had lower CD4/CD8 T lymphocyte ratios and lower expression
of PDL1 and CD163 on CD14þ circulating monocytes.

Conclusions: These results suggest that analytes associated with vigorous type 1
immune responses are associated with favorable therapeutic responses to PD1 inhibi-
tion in SCCHN, which was a primary endpoint of this trial. However, this is paralleled
by increased expression of immune checkpoint molecules over the treatment period
consistent with the hypothesis that PD1 inhibition leads to asynchronous activation/
exhaustion of immune cells in the tumor and in the periphery.

Clinical trial identification: IND 135056 NCT 03238365.
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Background: High levels of adenosine present in the tumor microenvironment have
direct immunosuppressive impact on T-cell function and activation. AB928, a selective,
small-molecule dual A2aR/A2bR antagonist, potently blocks the effects of adenosine
and, in combination with chemotherapy or anti-PD-1, may have a more profound
effect on reactivating anti-tumor immunity.

Methods: Four phase I, open-label, disease-specific platform studies assessing the
safety, pharmacokinetics (PK), pharmacodynamics (PD), and clinical activity of AB928
in combination with chemotherapy (chemo) or AB122. In dose escalation (3þ 3
design), AB928 (cohort 1: 75 mg, cohort 2: 150 mg, cohort 3: 200 mg orally once daily)
and chemo (pegylated liposomal doxorubicin (PLD), FOLFOX or carboplatin/peme-
trexed plus pembrolizumab) or AB122 (240 mg IV every 2 weeks) were evaluated in eli-
gible pts with advanced malignancies. The recommended phase II dose of each AB928
combination will advance into tumor-specific dose-expansion cohorts. Adverse events

(AEs) were graded according to NCI CTCAE 5.0 and antitumor activity assessed using
RECIST v1.1.

Results: As of 29APR2019, 26 pts have been treated across 4 studies (cohort 1, n¼ 12;
cohort 2, n¼ 12; cohort 3, n¼ 2) with time on treatment ranging 9-268 days. In dose
escalation, AB928 combination therapy was well tolerated with 1 dose limiting toxicity
(Gr 2 rash,<80% dose received, cohort 2, AB928þ PLD), 2 pts with Gr 3 and none
with Gr 4-5 AB928-related AEs observed. Preliminary data support linear and dose-
proportional AB928 PK with similar PD inhibition of pCREB as seen in healthy volun-
teers. 12 (46%) pts have reached first post-baseline disease assessment; with tumor
reduction in 4 (1 partial response, 3 stable disease). Updated data across the studies will
be presented at the meeting.

Conclusions: Early results show a favorable safety profile of AB928 combination ther-
apy and predictable PK/PD correlation. Further evaluation of AB928þ chemotherapy
and AB928þAB122 will continue in cohorts of triple-negative breast, ovarian, colorec-
tal, gastro-esophageal, non-small cell lung, renal cell and castration-resistant prostate
cancer.

Clinical trial identification: NCT03719326, NCT03720678, NCT03846310,
NCT03629756.
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Background: CV301 is an MVA-based vaccine encoding human transgenes MUC1,
CEA and TRICOM. A phase I dose-escalation trial (Gatti-Mays E, et al. CCR 2019) con-
cluded that CV301 is safe in advanced cancer patients and generated specific T cell
responses against the encoded antigens. Preclinical data supports the rational for com-
bining CV301 with PD-1 inhibitors. The primary objective of this trial was to evaluate
safety and tolerability of this combination.

Methods: Patients with advanced non-squamous-NSCLC without actionable altera-
tions in EGFR, ALK and ROS1 were eligible. Two priming doses of MVA-BN-CV301
(MVA) were administered in 4 separate subcutaneous (SC) injections of 4x10̂8 IU, 4
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