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Background CT-0508 is an autologous monocyte-derived pro-
inflammatory macrophage cell product engineered with
Ad5f35 to express an anti-HER2 CAR. In pre-clinical studies
CT-0508 was safe and effective. This abstract contains prelimi-
nary results from the first-in-human experience with CAR
macrophages (CAR-M).
Methods This First-In-Human Phase 1, multi-center, open-label
study is evaluating the safety, tolerability, manufacturing feasi-
bility, pharmacokinetics and mechanism of action of CT-0508
in 18 subjects with advanced solid tumors overexpressing
HER2 who have progressed on prior therapies, including
HER2 targeted therapies if indicated.

Patients receive four doses of filgrastim for monocyte mobi-
lization prior to apheresis. CT-0508 CAR-M is manufactured
from autologous apheresis products and delivered as a cryo-
preserved cell product. Group 1 subjects enter an intra-patient
fractionated dose escalation regimen, receiving CT-0508 on
D1, D3 and D5, followed by Group 2 subjects who receive
CT-0508 on D1. There is no preparative chemotherapy prior
to CT-0508 infusion.

Pre and post treatment biopsies and blood samples are col-
lected to investigate correlates of safety, serum cytokines and
chemokines, pharmacokinetics, TME modulation, and induc-
tion of an adaptive anti-tumor immune response.
Results To date, two subjects have been treated with CT-0508
(esophageal adenocarcinoma and extrahepatic cholangiocarci-
noma). Patient product was successfully manufactured, CT-
0508 treatment was well tolerated, with no dose limiting and
no major organ toxicities observed.

One subject experienced Grade 2 CRS on Day 3 which
resolved on the same day.

Grade 3 AEs included anemia (present at baseline for both
subjects) and lymphopenia (present at baseline in one subject).
One subject experienced one SAE of Grade 4 tumor bleeding
which was unrelated to CT-0508, 88 days after the last
infusion.

CAR-M were transiently detected in the peripheral blood
following each infusion, demonstrating rapid egress from the
periphery into tissues within hours. Transient cytokine/chemo-
kine elevations were observed (peak: 2 hours, back to baseline
at 48 hours). Single cell RNAseq analysis of dissociated tumor
tissue samples (pre-treatment, day 8 and week 4) demon-
strated dynamic TME reprogramming, with recruitment of
inflammatory innate immune cells and naïve T cells at day 8,
and significant CD8+ T cell infiltration, activation, and prolif-
eration at week 4.
Conclusions CT-0508 has been administered to two subjects
thus far, exhibiting safety, good tolerability, T cell repertoire
modulation, and reprogramming of the TME consistent with

the induction of anti-tumor immunity. The study continues to
recruit patients and updated data will be presented.
Trial Registration NCT04660929
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