CUE-102 Selectively Activates and Expands WT1-Specific T Cells for the Treatment of Patients
with WT1+ Malignancies
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Background

* Immuno-STATs™ (ISTs) are rationally engineered biologics comprised of a bivalent peptide-

CUE-102 Selectively Binds and Activates
WT1,, ,s-Specific T Cells

CUE-102 Expands Polyfunctional and Cytolytic
WT1,, ,.-Specific CD8* T Cells from Human PBMCs

WT1,,_,s-Specific Cells Expanded In Vivo by CUE-102
are Polyfunctional and Cytolytic
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Figure 3 — Schematic of CUE-102 molecule. CUE-102 is comprised of a human leukocyte
antigen (HLA) complex, HLA-A*0201, a peptide epitope derived from the WT1 protein, and 4
molecules of a reduced affinity human IL-2. CUE-102 is designed to bind and activate WT1-
specific T cells for eradication of WT1-positive cancers.

Figure 7 — CUE-102 selectively expands tumor-relevant WT1,,_,5 -specific CD8* T cells but not
CD8* T cells specific to other antigens (CMV, MART1 or Influenza). (A) Representative dose-
dependent and antigen specific expansion of CD8* T cells from a PBMC donor. (B) Antigen-
selective expansion following exposure of multiple donor PBMCs to 100 nM CUE-102. Only
donors that are reactive for all antigens are included here.
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other specificities in vivo. (A) Naive HLA-A2 transgenic mice were immunized with MART-1
peptide. MART-1 specific CD8* T cells were detected 7 days after immunization. (B) CUE-102
treatment of these immunized mice resulted in statistically significant increases in frequencies of
WTH1,, 45-specific CD8* T cells, but frequencies of MART-1-specific cells did not change. (C)
CUE-102 induced Ki67 expression in the majority of WT1,, ,-specific CD8* T cells post
treatment, while Ki67 expression in MART-1-specific cells remained low.

WTH1,,.45 specific T cells that are polyfunctional and cytotoxic in vivo

* The novel mechanism of action of CUE-102, namely targeted activation of tumor-antigen-
specific CD8* T cells via delivery of reduced affinity mutant IL-2, supports its potential for anti-
cancer efficacy in a Phase 1 clinical trial in WT1+ relapsed/metastatic cancers
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