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Background Selicrelumab is a human IgG2 agonistic anti-
CD40 monoclonal antibody. Binding of the antibody to CD40
expressed on antigen-presenting cells results in T- cell priming
and T-cell dependent anti-tumor activity. In response to T-cell
activation, tumor cells express programmed-death ligand 1
(PD-L1) that can suppress effector T-cells. Atezolizumab inter-
rupts this feedback loop by blocking PD-L1, thereby support-
ing the combination with selicrelumab.
Methods This phase Ib open-label, multicenter, dose escalation
(DE)/expansion clinical study (NCT02304393) investigated
safety, pharmacokinetic (PK), pharmacodynamics (PD) and effi-
cacy of selicrelumab in combination with atezolizumab in
unselected patients with advanced/metastatic solid tumors, not
amenable to standard therapy. In DE cohorts, a single dose of
selicrelumab was given, either by intravenous (IV) infusion at
a 16 mg fixed dose or subcutaneously (SC) at a range from 1
to 64 mg/dose. In dose-expansion cohorts (small bowel and
colorectal cancer, head and neck squamous cell carcinoma
[HNSCC] and non-small cell lung carcinoma), patients
received multiple doses of selicrelumab SC at a dose of 16
mg. In all treatment cohorts, patients received atezolizumab at
a fixed dose of 1200 mg IV Q3W.
Results In this study, 140 patients were treated. This included
95 patients in DE cohorts (6 patients in the IV cohort, 89
patients in the SC cohorts) and 45 patients in dose-expansion
cohorts. In the IV cohort, infusion related reaction was the
most frequent treatment-related adverse event (TRAE; 50%),
while Grade � 3 TRAE occurred in 1 patient (16.7%). In this
cohort one dose-limiting toxicity (DLT) was reported (Grade 3
pancytopenia). In the SC cohorts, the most frequent TRAE
was injection site reaction (ISR; 92%). Four DLTs were
reported in four patients: three Grade 3 ISR and one Grade
3 transaminase increase. Grade � 3 TRAE were reported in
22 patients (16.4%). Anti-tumor activity was observed across
cohorts receiving SC selicrelumab (dose range 1 to 36 mg).
Eight of 80 evaluable patients in DE cohorts experienced
objective responses (9% ORR). In the dose-expansion HNSCC
cohort, three of 16 evaluable patients responded (15.8%
ORR). There were no objective responses in the IV cohort.
Treatment with selicrelumab resulted in significant peripheral
B-cell depletion and activation and CD8+ T cell proliferation.
Conclusions Treatment with selicrelumab in combination with
atezolizumab was well tolerated in patients with advanced
solid tumors. Signals of clinical and PD activity were
observed. However, efficacy of the combination in this unse-
lected population was limited, when compared to monother-
apy efficacy of atezolizumab.

Trial Registration NCT02304393
Ethics Approval This study was approved by the local IRB at
each participating study site.
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Background The use of immune checkpoint inhibitors (ICIs)
against programmed cell death protein -1 (PD-1), its ligand
(PD-L1) and cytotoxic T- lymphocyte associated protein 4
(CTLA4) have been increasing. Immune induced myocarditis,
myositis and myasthenia gravis are rare but potentially severe
complications from these agents. Here we report 3 cases of
ICI induced myocarditis, myositis, myasthenia gravis and trans-
aminitis as a cluster, and highlights early diagnosis, prompt
initiation of steroid sparing immunosuppressive therapy and
multidisciplinary management.
Methods Three patients received anti-PD-1 ICIs developed car-
diac, neuromuscular complications and transaminitis within 4
weeks after initiation. Clinical data were retrospectively
reviewed from medical records.
Results All patients had elevated cardiac enzymes, developed
complete heart block and underwent coronary catheterisation
and pacemaker insertion. All patients developed myositis and
myasthenia gravis (table 1) and were managed by multi-disci-
plinary team involving oncology, cardiology and neurology.
Single-fibre electromyography was performed to confirm pres-
ence of myositis. One of three patients had positive acetylcho-
linesterase antibody, anti- muscle specific kinase antibody was
negative in all cases. All patients developed grade 2–3 transa-
minitis with normal bilirubin. All patients received high-dose
steroids. Steroid sparing therapy including intravenous immu-
noglobulin and mycophenolate mofetil were used early in 2
cases and was associated with rapid recovery of toxicities.

Abstract 292 Table 1 Patient characteristics, management and
outcome of ir-AEs

Conclusions ICI induced myocarditis can be associated with
myositis, myasthenia gravis and transaminitis. A high index of
suspicion, comprehensive investigations and early involvement
of multi-disciplinary teams are key to early accurate diagnosis.
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In steroid refractory cases, we propose early initiation of ste-
roid sparing immunosuppressive therapy after 3 days.
Consent Written informed consent was obtained from the
patient for publication of this abstract and any accompanying
images. A copy of the written consent is available for review
by the Editor of this journal.
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Background ACTolog (IMA101) is a personalized multi-target
adoptive cell therapy (ACT) approach in which autologous T-
cell products are redirected against multiple novel defined
peptide-HLA (pHLA) cancer targets identified by the target
discovery platform XPRESIDENT®. The primary endpoint was
to assess the safety of ACTolog. Secondary endpoints were to
assess the in vivo persistence of transferred T-cells and antitu-
mor activity (www.clinicaltrials.gov NCT02876510).
Methods HLA-A*02:01 positive patients with relapsed/refrac-
tory solid tumors whose tumor expressed �1 cancer target
underwent leukapheresis and endogenous T-cells specific for
up to 4 targets were primed and expanded in vitro. Patients
received lymphodepletion (fludarabine 40 mg/m² and cyclo-
phosphamide 500 mg/m² on days -6 to -3) followed by up to
4 × 1010 cells (day 0), and IL-2 (1 × 106 IU/m² SC twice
daily, 14 days) (Cohort 1). In addition, cohort 2 received ate-
zolizumab (1200 mg IV) every 21 days upon hematologic
recovery. Infused T-cells were tracked in patients‘ blood via
flow cytometry-based immunomonitoring as well as TCRb
sequencing. TCRs from target specific T-cells were identified
from patients‘ T-cell products and characterized.
Results From 07/2017–03/2020, 214 patients were screened,
and 14 heavily pre-treated patients with various tumor types
were infused with 1–3 T-cell products each (table 1). The
treatment was generally well tolerated. The most common
adverse events observed to date were expected cytopenias,
mostly attributed to the lymphodepleting regimen, and Grade
1–2 cytokine release syndrome. Prolonged disease stabilization
was noted in three patients for 12 months, 12+ months, and
7 months. High frequencies of target-specific T-cells up to
78.7% of CD8+ cells were detected in the blood of treated
patients, persisted for >1 year and were detected in post-
treatment tumor biopsies. Characterization of individual TCRs
contained in T-cell products showed a broad variation of TCR
avidities with the majority of TCRs being of low avidity.
High-avidity TCRs were identified from products of some
patients, including a patient with 26% decrease in tumor
measurements 6 weeks post-treatment. Tracking the respective
T-cell clonotypes in patients‘ blood and tumor provides
insights into the mechanism of tumor control. Six-month data
will be presented at the conference.

Abstract 293 Table 1 Patient pre-treatment characteristics and
response assessment

Conclusions This is the first reported trial demonstrating the
feasibility and tolerability of a personalized ACT approach
using multiple defined T-cell products directed to multiple pre-
cisely defined pHLA cancer targets. These results support fur-
ther exploration of a multi-target ACT approach, particularly
in the context of T-cells expressing high-avidity TCRs to such
defined pHLA targets.
Trial Registration https://clinicaltrials.gov/ct2/show/
NCT02876510
Ethics Approval The study was approved by WCG WIRB, IRB
tracking number 20162235. The study was conducted in
accordance with the Declaration of Helsinki and the Interna-
tional Conference on Harmonization Good Clinical Practice
guidelines. All the study participants provided written
informed consent before enrollment.
Consent Patient consent for publication is not required.
Patients consented to participate in the study.
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Background Tumor infiltration by CD8 T cells is associated
with favorable outcomes to immunotherapy (IOT). However,
biopsies to assess T cell infiltration are invasive and prone to
sampling error. CD8 PET imaging could provide an effective
non-invasive method of visualizing T cell trafficking and tumor
infiltration and predicting early response to IOT.
Methods A phase 1 first-in-human PET imaging study using
an anti-CD8 radiolabeled Minibody, 89Zr-IAB22M2C (CD8-
tracer), to detect whole body and tumor CD8 distribution in
patients with metastatic solid tumors was completed. Patients
received 3 mCi 89Zr-IAB22M2C followed by serial PET scans
over a 5–7-day period. A two-stage design included protein
dose escalation phase1 (n=6, 0.2 mg to 10 mg API) to
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