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NKTR-214 promotes persistent proliferation of tumor-specific Thyl.1 T cells, but
not Tregs in tumor

« The adoptive cell transfer (ACT) of genetically engineered T cells expressing cancer-specific TCR in Immuno-PET imaging using cys-diabody (cDb) targeting CD8 in vivo shows
combination with high dose Interleukin-2 (IL-2) is able to induce effective anti-tumor response. However, significant T cells expansion in spleen for ACT+NKTR-214-treated mice
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A. Representative CD8 cys-diabody immuno-PET/CT images acquired on D5 after treatment with ACT+IL-2 or ACT+NKTR-214 (n=3/group).

IL-2Ra m ’ﬁh Hﬁ‘ IV injection of Zr-89 labeled ar_1ti-CD8 cDb was pe_rf_ormed .24h prior_imaging of C57/BL6 mice. B. Ex-vivo_biodistribution an_alysis. %ID/g: Mass cytometry to comprehensively profile immune cells was performed on spleen/tumor at D14 after cycle 2 of NKTR-214 or IL-2 (D9).
NKTR-214 M e e ey ”_ a.“ - Irljiftzd Tdhose pelr gram. The dl%e;;jy_ ?2(15 res(;dluza I(l)zgl)r}g fg‘;’f;ﬂ?ﬁgﬁ 4und§r§gTrfln LaI2 clearani_e, lh ence signals from the kidney are not Manually gated singlet viable CD45+ events were imported into Cytofkit and analyzed by ViSNE. A. PhenoGraph analysis of spleen and tumor.
|- piotted. These values are mean 0/g: fz.>an oo tor i an -2, fespectively. B. Percentage of T-cell clusters shows a marked increase in CD8/CD4 ratio in tumors of the ACT+NKTR-214 group which is less pronounced

2Ry Czripy in peripheral tissue (spleens) C. t-SNE plots showing persistence of specific (Thyl.1) and proliferating (Ki67) TILs in ACT+NKTR-214 group
"G5 ol only. D. t-SNE plots showing higher regulatory T cells (CD25+ FoxP3+) tumor infiltration in the ACT+IL-2 group compared to ACT+NKTR-214.

NKTR-214 elicits a marked upregulation of polyfunctionality in Thyl.1 specific T
cells in either spleen or tumor infiltrate compared to IL-2
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@,:3..3 NKTR-214 triggers rapid expansion in spleen and persistent CD8 T cell infiltration
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spleen and tumor compared to IL-2.

setting and increases cytotoxic and memory T cells in tumor biopsies
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In vivo bioluminescence imaging (BLI) of adoptively transferred pmel-1 transgenic T cells expressing luciferase. Quantification of serial
images in the region of interest (ROI) of spleen (A.) and tumor (B.).

significant gene induction. C. Bar charts of select cytotoxic (upper panel) and memory (lower panel) T cell genes. D. Clustering of chemokines and
their receptors, showing a general trend of increased expression in the ACT+NKTR-214 group.

In the clinic, NKTR-214 is dosed administered in an out-patient setting and provides an activated TIL phenotype in human

tumors, similar to these observations in the mouse modeling.
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