Tumor Treating Fields (TTFields) induced cancer cell death may be
immunogenic resulting in enhanced antitumor efficacy when
combined with immune-modulating therapy
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TTFields Are Delivered by Optune

« Single-use transducer arrays
deliver TTFields through the
scalp!

— Arrays deliver TTFields at
a low intensity (1-3 V/cm)
and intermediate
frequency (200 kHz)?

1. Optune Patient Information and Operation Manual. Novocure Inc. Document number QSD-QR-331. November 1, 2014. 2.
Optune Instructions for Use. Novocure Inc. Document number QSD-QR-330. November 2014. nov(xure”‘




EF-14: Secondary Endpoint, OS'

Interim Analysis, Per Protocol Population
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* Inthe final analysis (n=609), TTFields + TMZ extended median OS by 4.4 months, consistent with the interim analysis
(n=280)
TMZ, temozolomide; Cl, confidence interval; HR, hazard ratio; OS, overall survival.
References: 1. Optune Instructions for Use. Novocure. Document number QSD-QR-330. 2015. 2. Novocure Data on File OPT-103. novcx:urew
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In Vivo Evidence of Immune Stimulation in Response to

TTFields Application

Table 1 Lymphocyte infiltration in lung tumors as revealed by
immuno-histochemical staining

Treatment CD4 CDS CD45 CDI19
Control 2.0+ 08 0.8 & 0.5 20 £+ 0.8 0
TTFields 3.4 4+ 09 1.6 &£ 0.5 36 0.5 0

TTFields

g
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g
Number of large p3mm)
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o 8 & 8 8
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Kirson ED, Giladi M, Gurvich Z.et al. Clin Exp Met. 2009;26:633-640. novocure”




Immunogenic Cell Death -

Sequential Events that Link Tumor-

Cell Stress with Activation of Antigen-Presenting Cells
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TTFields Application
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TTFields Induce an Increase in HMGB1 Release and a

Reduction in Intracellular ATP Levels
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Sequential Events that Link Tumor-Cell Stress with Activation

of Antigen-Presenting Cells
Immunogenic cell death: the rules

Chemo- Direct effects on Indirect effects on

therapy cancer cells immune effectors
igands Receptors Immune effects
CRT —>Engulfment by DC
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oxaliplatin P2RX7 IL-1R secretion
- 5 Tumor antigen
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TTFields ¥

Indirect immune-mediated effects on cancer cells

Obeid et al. 2007 Nat Med

Apetoh et al. 2007 Nat Med
Ghiringhelli et al. 2009 Nat Med
Michaud et al. 2011 Science

Menger et al. 2012 Science Transl Med

novocure




Cancer Immunity Cycle
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Assay design
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Effect of TTFields on T-cell activation in PBMC culture

* Results indicate activated T cells treated
with TTFields exhibit slight /no
decrease (sometimes even increase) in
IFNy secretion, PD1 up-regulation, and

cD107a surface presentation.

Diamant et al., ISCR 2016
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Cancer Immunity Cycle

Priming and
activation
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TTFields in Combination with Anti-PD-1 Lead to an Increase in

Antigen Presenting Cells Infiltration to the Tumor

TTFields
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TTFields in Combination with Anti-PD-1 Lead to Elevated PD-L1 Expression

and Reduced Tumor Volume

TTFields
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Summary of TTFields effects

Disrupt normal mitotic spindle assembly leading to mitotic catastrophe

Lead to abnormal chromosomal segregation

Induce autophagy

Activate immunogenic cell death

Demonstrate enhanced antitumor efficacy when combined with immune-

modulating therapy
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Cancer Immunity Cycle

Priming and
activation
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