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Background CUE-102/A02: Design, Manufacturability Assessment

WT1 has been ranked first amongst 75 tumor associated antigens in an effort by the National Cancer and BiOphySical Ch araCterization

Institute to prioritize cancer antigens for therapeutic targeting. Development of novel modalities to target
WT1 provide a significant opportunity to address high unmet medical need in WT1-positive malignancies,

CUE-102/A02 Expanded T Cells are Polyfunctional

CTLs that Recognize and Kill WT1,,_,- Peptide-
Presenting Target Cells

S
including AML, ovarian, endometrial, breast, lung, colorectal and pancreatic cancer. s »
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Cue Blopharma’s ImMmmuno-STAT Platform Healthy donor PBMCs were primed for 10 days with WT1,,.,. peptide in the presence of recombinant
_ _ _ _ _ human IL-2 and expanded for 8 days with WT1,, .. peptide or with the CUE-102/A02 WT1,,_,5 Immuno-
T Cell Diagram of CUE-10_2/A02. Thg chains are assembled.(N-term t(_) C-term) in the foIIowmg_(_)rder: Chain A, STAT in Immunocult™ media in the presence of mitomycin C-treated autologous PBMCs. WT1,, .-
Co-stimulatory Immuno-STAT IL2—HLA alpha chain—Fc; Chain B, peptide—beta-2-microglobulin. Table: Manufacturability assessment specific CD8* T cells were enriched by magnetic bead-based separation using WT1,,_,.-specific PE-

receptor and biophysical characterization of CUE-102/A02. Above: Reduced and non-reduced Coomassie-

_ - labeled tetramers. (A) CUE102/A02 IST-expanded WT1,, ,.-specific T cells express effector molecules
stained SDS-PAGE of the purified CUE-102/A02.

IFN-y, TNF-a, and upregulate the degranulation marker CD107a upon 4 hours of interaction with target
_ T2 cells pulsed with the cognate WT1,, ,. peptide but not with an irrelevant peptide. (B) Expanded
CuU E_102/A02 WT:]_37 45 IST In d uces Expans Tela Of WT1,, .-specific T cells kill cognate WT1,, . peptide-pulsed T2 cells but not control peptide-pulsed T2

cells in overnight cultures performed at different T cell effector:target cell ratios. Specific killing is
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WT137_45-SpeCifiC CD8*T CEl |S fr()m Un prl mEd PBMCs assessed by flow cytometry comparing the ratio of viable T2 cell pulsed with cognate vs control upon

overnight culture.
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The intimate interactions between the T cells and APCs occur within a molecular interface known as the " moape | terameraPG :E @ donor 2
immunological or immune synapse. The immune synapse allows controlled engagement and selective o~ : 9 - donor 3
activation of T cells through the presentation of two key distinct signals: Signal 1, TCR engagement by s ¢ | g E ~§§ 100
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Healthy donor PBMCs expanded 10 days
with CUE-102/A02 WT137.45Immuno-STAT
MOd UIarIty Of the Imm u nO-STAT Platform Healthy donor PBMCs were stimulated for 10 days with the CUE-102/A02 WT1,, .- Immuno-STAT in

Immunocult™ media. Unstimulated cells were used as negative control. Peptide-specific CD8* T cells
were detected by flow cytometry upon staining with WT1,,_,c.-Specific tetramers.
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CUE-101 (HPV E7 / A02) @ LG chem

Healthy donor PBMCs were primed for 10 days with WT1,, ,- peptide in the presence of recombinant Asia Rights

human IL-2. CD8* T cells were then enriched by magnetic separation and restimulated with the CUE-
102/A02 Immuno-STAT in Immunocult™ media in the presence of mitomycin C-treated autologous @LG Chem
PBMCs for 8 days. Unstimulated cells were used as negative control. Peptide-specific CD8* T cells were CUE-102 (WT1/A02) T
detected by flow cytometry upon staining with WT1,,_,s-specific tetramers. Asia Rights

CUE-102/A02 vs Wild-Type IL-2: CUE’s Attenuated IL-2

CUE-100 Series Immuno-STATs Deliver Affinity
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Attenuated IL-2 to Targeted Antigen-Specific T Cells

Mitigates the Risk Associated with Systemic IL-2
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Therapeutic framework is not dependent on barriers 9 & Q2 Q have the potential to enhance anti-tumor immunity in patients with WT 1-positive malignancies.
of antigen processing & presentation, and is pry — . ) E— . ol . As exemplary of the platform and the IL-2-based CUE-100 series, our first molecule CUE-101 is
designed to avoid systemic immune activation C‘J['f;:)‘féﬁ” "[:‘;'oe:n';']“ °”['156L‘:|2h‘;ﬁ°2 F;:%'::h':"]“ C"[E;)L?h’:]“'z P[:‘:g:h';']" currently being evaluated in a phase | trial in recurrent-metastatic HPV-driven HNSCC.

Five healthy donor PBMCs were stimulated with Proleukin® or CUE-102/A02 in Immunocult™ media for
18 hours. Upon stimulation, supernatants were harvested, and levels of TNF-a, IL-6 and IFN-y were
assessed by MSD (A). NK cell, CD4* T cell and CD8* T cell CD69 upregulation was assessed by flow
cytometry on cells from the same culture wells (B). Unstimulated cells were used as negative control (not
shown).
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