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» Tumor antigen release and T cell priming by antigen presenting cells is a critical first step Effective tumor growth inhibition by combining NKTR-262 with NKTR-214 in multiple syngeneic mouse tumor models
for tumor growth inhibition by the adaptive immune system Bilateral subcutaneous tumor models assess NKTR-262 abscopal effect: Single-sided subcutaneous tumor models:
» Toll-like-receptor (TLR) stimulation can induce differentiation of functional antigen 4T1 (Bilateral) EMT6 (Bilateral) CT26 (Bilateral) WEHI-164 MC38 H22 JC - Mammary RM-1 - Prostate LL2 - Lewis Lung
presenting cells in the tumor environment and reduce immune SUppI’ESSiOﬂ in tumors Mﬂgnmmoa:/r{:arcmoma M?’rzlgomlao:){/cca;cmoma Szc(a)(lfrogircc;noma 11000_F|brosarcom? 8O(éf)lon Carcinoma 1’O(I)-(I)c_epatocarcmoma 2,SOOI-_\denocarcmoma 3’OOO,L_\denocarcmoma . Carcinoma
facilitating T cell priming o 50% TG o i o T freateq tumors: o 90% CR o 50% CR o 40% CR o 10% CR o 0% CR o 0% CR
@ 6 2 2 -~ Vehicle e = = € 2,000 gm0 g 25001 _, £ 0
. . . . . . . . . ) Abscopal Treated S __ 9007 S __ 9007 5 900+ -+ NKTR-262 S5 . 750- S _ 600+ 5 . 750+ S5 87% TGl S5 87% TGl 35 _ 600+ 78% TGl |
* Pharmacological induction of tumor antigen presentation combined with sustained in vivo tumor~a ¥ tumor = 3= = ~ NKTR-214 S = = 3= S= ... S = 2,000- 3= -~ Vehicle
. .« o . . . . = W =W = -# NKTR-262 + NKTR-214 o\ o\ ok sV’ s s = - + -
expansion of tumor specific CD8 T cells can potentially increase diversity and numbers of \ Flhs Fls S Abscopal tumors: 23 500 2 2 400 T T 2 2 1.500- 2 3 400 o NKIRSb2TRRIR21
tumor killing cytotoxic T cells enabling efficacious anti-tumor immune therapies - E <E | Iy “E |} iy o vehicle c E cE_ cE cE = £ 1,000- c E
1Y NKTR-262 S 3001 S 3001 /& S 300+ A 0- NKTR-262 o 250 - T 200 o 250 o 500 o S 200+
: . : . : g R < = 4 g -5+ NKTR-214 = = = S ' S 5004 =
» Combination treatment with a novel intratumoral TLR//8 targeting agent NKTR-262 and a " Local it. dose = O = O o = O ) 0 NKTR-262 + NKTR-214 : : : : : O
systemic CD122-biased agonist NKTR-214 leads to synergistic activation of innate and o TRezia oS 10 0 10 20 30 0 10 20 30 0 5 10 15 0 5 10 15 20 0 10 20 30 0 10 20 30 0 5 10 15 0 2 4 6 8 10
5 daptive anti-tumor immune respc)nse resulting in h|gh|y e f ﬂcaCiQUS grc)wth |nh|b|t|on o f y V. ays aiter treatment star Days after treatment start Days after treatment start Days after treatment start Days after treatment start Days after treatment start Days after treatment start Days after treatment start Days after treatment start
NKTR-262 treated and abscopal lesions in multiple preclinical mouse tumor models A single NKTR-262 dose (20 pg) combined with NKTR-214 (0.8 mg/kg, i.v., 9d x 3 doses) inhibits tumor growth in syngeneic mouse tumor models. Only the right flank tumor was treated with NKTR-262 in bilateral models to assess abscopal efficacy in the untreated left flank tumors (*, p<0.05 relative to vehicle).
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