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LNKOO1 targets are highly selectively and LNKOO1 targets are highly co-expressed in ccRCC
co-expressed in ccRCC (bulk RNA and scRNA-seq), (IHC and flow cytometry) supporting a potential
but not in normal tissues biomarker strategy

LINK exploits downstream TCR sighaling machinery
to optimize and customize CART cell responses

Safety of chimeric antigen receptor (CAR)
Limited number of targets, such as CA9, in solid tumors can be
tumor-specific antigen targets compromised by target expression in normal
tissues (Lamers et al., 2013 Mol Ther). High-
fidelity AND-gated CART cells (LINK CART)
can overcome this issue by co-opting the
LIN K combined downstream T cell signaling
proteins, SLP76 and LAT (Tousley et al., 2023
Nature). LINK CARs will only exhibit cytotoxic
activity when both antigens are present,

® g\) sparing healthy tissue with single target
expression. Here we de-risk CA9, a target for
clear cell renal cell carcinoma (ccRCC) by
LAT SLP76

Transcriptomics Transcriptomics IHC (ENPP3xCA9) Flow cytometry (FC)
ccRCC & normal bulk RNA single cell RNA-seq 409 ccRCC cores 18 fresh ccRCC samples
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which displays high tumor-specific
expression, with a different subset of healthy
tissue liabilities. Combined, co-expression of
these antigens is limited to ccRCC tumor.
Targeting both antigens with LINK CAR T cells

eliminates on-target, off-tumor toxicity and
Rapid and direct Boolean logic AND-gating potentially could be a safe and efficacious
therapeutic.
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Target pair selection pipeline
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Our in-house de novo target discovery
and derisking pipeline integrates
datasets from diverse sources
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Bezcrome @ LINK AND-gate expands the target opportunity
(O Link data warehouse when enhanced with proprietary discovery efforts

Hit nomination

clinical efficacy/safety signal,
binder availability, biological
function, etc.

Bulk RNA-seq Histology Flow cytometry (FC) * We have advanced a fundamental discovery on the LINK AND-gate into
Normal tissues Normal tissues a clinical candidate

TCGAL gﬁx ilrecount3

aaaaa

] C .
tdepmap| Dependency 4" cBioPortal

Normal kidney Normal stomach * To identify targets, we built a robust pipeline, which leverages the best
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Dissociated normal human tissues were stained DISC[OSU res
to confirm a lack of target co-expression at the All authors are employees of Link Cell Therapies and hold equity in the

resolution of single cells. .
IHC shows spatially restricted antigen expression company. Many authors are on patents related to this work.
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