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Figure 6: A range of signal 1 boosters have been identified

ABSTRACT SIGNAL 1 BOOSTERS ARE INDUCIBLE WITH FKBP FUSIONS A SIGNAL 1 BOOSTER INDUCES IFN-y SECRETION IN

SLP76 is a component of the ITAM signaling pathway
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LA _constr NFAT-regulated signal 3 cytokine booster can be combined to amplify activation by the signal 1 booster (Figure 9).
of treatment with titrated rimiducid.

Tmod is a dual-receptor NOT gate system with an activator (accelerator) and a blocker (brake) module [3]. In the context of Figure 7: At least three different clinically-approved molecules work as S1B inducers Figure 9: Development of a cell therapy that has tumor selectivity with tunable activity
Tmod, higher levels of CAR (activator) expression increases tonic signaling as measured by CD25 expression (Figure 2) [3].

Figure 2: Increasing CAR expression increases tonic signaling in cells engineered with Tmod A RANGE OF SIGNAL 1 BOOSTERS HAVE BEEN IDENTIFIED
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Figure 2: (A) Tmod cells target a surface antigen present on normal and tumor cells and a second surface antigen present in normal tissues C FKBP  \____ LAT, other signaling proteins 3. RTUSLIEED A=, Gl el ol I.mmunOI' 20_20_’128'298 S
that triggers the blocker, preventing cytotoxicity [3]. (B) Additional CAR constructs were transduced with Tmod constructs to increase the 4. Mock JY et al. ImmunoHorizons. 2021; 5: 349-359.
amount of activator expression. (C) Increased activator expression (left) correlated with antigen-independent signaling measured via CD25 Figure 5: A schematic demonstrating how signal 1 fusions to FKBP can be applied across several activation strategies. LAT or other signaling Figure 7: Signaling in Jurkat cells expressing a CAR and the signal 1 booster LAT construct with titrated small molecule rimiducid (left), 2. Tousley AM et al. Nature. 2023; 615: 507-516.
MFI (center, right). proteins can be oligomerized with the CAR (left), the TCR (middle), or LAT (right). rapamycin analog (rapalog, center) (FRB: FKBP-rapamycin-binding), or tamoxifen (right) (ER: estrogen receptor).
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