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EF-14 phase 3 pivotal trial evaluated Optune + TMZ
N 695 patients with ndGBM

TTFields (200 kHz)
therapy (> 18 h/day)

Pathologically + Monthly
confirmed GBM (WHO Temozolomide 150- clinical
classification criteria) 200 mg/m2 IV for 5 follow-up
days per 28-day cycle

(6 cycles)

TTFields (200 kHz)
therapy (> 18 h/day)
_l_
2L chemotherapy,
surgery, SRS, or

* Survival
follow-up

*4-7 wks post maximal combination

debulking surgery
* Pre-treated with
radiation (45-70Gy) and Temozolomide 150-
temozolomide 200 mg/mZ2 |V for 5
days per 28-day cycle
(6 cycles)
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Monthly
clinical
follow-up

2L chemotherapy,
surgery, SRS, or

* Survival
combination follow-up

uolssaiboud puz 10 SYyuow 2

Start date: June 2009 Primary endpoint:

Primary completion: December 2016 * Progression-free survival
Study completion: March 2017 Secondary endpoints:
Study sites: 83 (global) *  Overall survival

fo rwa rd ¢ GBM, glioblastoma; ndGBM, newly diagnosed glioblastoma; SRS, stereotactic radiosurgery; TTFields, Tumor Treating Fields; wks, weeks; WHO, World Health Organization

ClinicalTrials.gov. NCT00916409. © 2023 Novocure GmbH




iNn newly diagnosed GBM, Optune + TM/
provided an unprecedented long-term survival

benefit

Overall Survival (5-year survival analysis)

Optune + TMZ (n=466)
TMZ alone (n=229) B

Optune

+TMZ 43%

P<0.001
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Time (months)

forward®

Median OS from
randomization (months)

Median OS from
diagnosis (months)

Optune

+TMZ 13%

60
5-year

Cl, confidence interval; TMZ, temozolomide. Stupp R et al. JAMA. 2017;318(23):2306-2316
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Effect of Tumor-Treating Fields Plus Maintenance

e Alone
on Survival in Patients With Glioblastoma
A Randor al Trial
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more time on Optune predicted
increased significant survival benefit

Median OS by Percentage of Monthly Time on Optune®

90%-100% (n=43)
22-24 hours/day*

70%-90% (n=257)
17-22 hours/day'

60%-70% (n=46)
14-17 hours/day'

50%-60% (n=42)
12-14 hours/day!

0% (n=229)
TMZ alone
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Optune + TMZ TMZ alone B

2 5 months

P<0.05*

22 months

P<0.05*

20 months

P<0.05!

18 months

P<0.05*

16 months

Median OS, months

20

OS, overall survival; TMZ, temozolomide. Toms SA et al. J Neurooncol. 2019; 141(2): 467-473

5-YEAR PROBABILITY
OF SURVIVAL WITH
90% COMPLIANCE
(n=43) VS SURVIVAL
WITH TMZ ALONE

novocure

FOR MORE
INFORMATION, USE
THE QR CODE:

W
ith therapy is prognostic

for improved survival in the treatment of glioblastoma: a subgroup

analysis of the EF-14 phase Il trial

i . Micholas!. 2 sarnt

Intreduction
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FOR MORE

higher TTFields therapy dose can lead inFormation, B

USE THE QR

to increased efficacy CODES: =

EXISTING ARRAYS NEW ARRAYS
AP channel, 1,364 mAmps AP channel, 1,685 mAmps

0V/cm

fo a d ® Glas et al Red Journal 2021;112(5):1269-1278. Ballo et al. Red Journal. 2019;104(5):1106-1113
| rW r Data on file. Simulation of electric field distribution in healthy brain model. Flex arrays are the next generation arrays planned for a limited launch in Europe in late 2022 © 2023 Novocure GmbH 5




all analyzed subgroups experienced a
benefit when adding Optune to TM/Z

Median survival (months)

Subgroup Optune + TMZ TMZ Hazard ratio (95% CI)
MGMT promoter Unmethylated  16.9 14.7 -
methylation » Methylated 31.6 21.2 -
Biopsy 16.5 1.6 =
Resection Partial 214 15.1 -
» Gross total 22.6 18.5 -
» <65 years 21.6 17.3 -
Age >65 years 17.4 13.7 —r—
» 90-100 23.3 17.8 -
KPS <80 14.9 11.0 .
S Women 246 18.5 +~
ex » Men 19.1 15.5 -
Total 20.9 16.0 -

T T T
01 «<—10——> 10
Optune + TMZ better TMZ better

patientforward®

novocure

FOR MORE otio|
INFORMATION, USE -
THE QR CODE: 1

| gt et
Effectof Ty T g Fields Pl

vs
on Survival in Patients With Glioblastoma
A Randomized Clinical Trial

© 2023 Novocure GmbH

Cl, confidence interval; KPS, Karnofsky Performance Status; MGMT, O-6-methylguanine-DNA methyltransferase; TMZ, temozolomide; TTFields, Tumor Treating Fields. Stupp R et al. JAMA. 2017;318(23):2306-2316
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Optune was associated with increased
survival in patients 65 years and older

Overall Survival in Patients 65 Years of Age and Older!
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No. at risk
Optune + TMZ
T™Z

50

89
45

forward®

Optune

% @o%

2-year OS

Time (months)

32
1

Median OS (months)

HR (95% CI) 0.51(0.33-0.77)

Optune + TMZ (n=89)
TMZ alone (n=45) B

Optune

+TMZ 15¢y

. o% ™Z

54 60 alone
5-year OS

Cl, confidence interval; TMZ, temozolomide. Ram Z et al. Frontiers in Oncology. 2022; 12: 902929

FOR MORE
INFORMATION, USE
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Efficacy and Safety of Tumor
Treating Fields (TTFields) in Elderly
Patients with Newly Diagnosed
Gliobl : Subgroup Analy of
the Phase 3 EF-14 Clinical Tnal

20 Ram ", Cha-Yong K, Aress - Hottnger”, Abmed b . Gath Nichoiss®
and doy-siguang znu’

OPEN AGGESS
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e
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0204). Arnud sl ratzs Wi
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biopsy-only patients using Optune had INFORMATION, UsE i)
THE QR CODE: 1

longer median overall survival [a]

=
Overall Survival in Biopsy-Only Patients®

Effect of Tumor-Treating Fields Plus Maintenance
vs Maint, 3 Alone

100 Median OS (months) 16.5 on Survival in Patients With Glioblastoma

A Randomized Clinical Trial

90 HR (95% CI) 0.50 (0.30-0.84)
80

70 16 5 Optune + TMZ (n=60)
- TMZ alone (n=29) &
months
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50 Optune
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18 24

No. at risk Time (months)

Optune +TMZ 60 35 15
T™MZ 29 14 4

forward®

Cl, confidence interval; TMZ, temozolomide. Stupp R et al. JAMA. 2017;318(
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survival benefit occurred independently
of MGMT methylation status

G Methylated T Unmethylated
0.91 097 i
< o8] T g —— TTFields + T™MZ
2 e e | MZ alONe
> 074 3 077
>
£ 0.6+ 5 0.6 7
o
> 0.51 _‘? 05 4
3 04 3T 04
S 03 8 03 1
5 (0]
a i s 4
0.2 ~ 0.2
0.14 0.1 -
- - 00+ - - - - -  —
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
OverallSurvival (months) OverallSurvival (months)
TTFields + TMZ| TMZ Alone TTFields + TMZ| TMZ Alone
(n =137) (n=77) (n =209) (n =95)
Median OS, months 31.6 212 Median OS, months 169 14.7
Range, months 21.1-48.5 12.3-37.9 Range, months 9.7-28.2 9.8-24.8
HR (95% CI)t 0.62 (0.43-0.88) HR (95% CI)t 0.66 (0.49-0.85)

patientforward’

Cl, confidence interval; KPS, Karnofsky Performance Status; MGMT, O-6-methylguanine-DNA methyltransferase; TMZ, temozolomide; TTFields, Tumor Treating Fields. Stupp R et al. JAMA. 2017;318(23):2306-2316.
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FOR MORE
INFORMATION, USE [®] @
THE QR CODE: 1

| gt e
Effect of Tumor-Treating Fields Plus Maintenance
Alone

vs e
on Survival in Patients With Glioblastoma

A Randomized Clinical Trial
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Optune has a strong safety profile with no O o st i

significant increase in serious AEs compared e i
with TMZ alone

Optune +TMZ  TMZalone =

Incidence of grade 3/4 AEs occurring in 25% of

P —
patients during 5 years of follow-up (n—;156) (":216) Effect of Tuy
% % Temozolomi
F—
on Survival i iyt B——
21 AE 48 44 ARandomizq CamCALSTUDY ®
= Glabal p
Blood and lymphatic system disorders 13 1 (TTFields) Inpatientswith hlghgladegliomalndlnl(al practice
Thrombocytopenia 9 5 UsoyinSHi1 Debarsh T Blumerthat Naney Arw b Bush? Sied Kebir imas V Lkas
Yashihira Muragaki® - Jay-Jig uang Zhu"®- Martin Glas**
i i i et
Gastrointestinal disorders 5 4 T 2, e e
e p—
Asthenia, fatigue, and gait disturbance 9 6 T
Infections 7 5 —l vy td e e e i (05, I (g A
"

S il k). o
potiens,

Injury, poisoning, and procedural complications 5 3 iy 2t
(falls and medical device site reaction) ¥ of et o i
. . ) s i g, L1, 3. gty ) s 7. 4. oy
Metabolism and nutrition disorders 4 5 o . i
(anorexia, dehydration, and hyperglycemia)
Musculoskeletal and connective tissue disorders 5 4 | R e Introduction 1O, i it sy o
— R Gl i el e
Nervous system disorders 24 20 i1 G oo s b el
Seizures . . - s 51 i S i, 1 Teaia e T, el
e
- e —————ye 7 ——
Respiratory, thoracic, and mediastinal disorders Frey £ 19 g e s i
(pulmonary embolism, dyspnea, and aspiration 5 5 ot oo 9L o A T L e
pneumonia) [T —— @ spinpe
o -/

. ® ;
-~ = St AE, adverse event; TMZ, temozolomide. Stupp R et al. JAMA. 2017;318(23):2306—-2316. Shi et al. J Neurooncol. 2020;148:489-500
p a t' en kfo rwa rd Mild to moderate skin irritation was the only device related adverse event © 2023 Novocure GmbH 10



both HCPs and patients reported stable
quality of life up to 1 year of Optune use

QoL Over 12 Months*?

HCP-reported Patient-reported
Karnofsky Performance Status Global Health Status
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Baseline 12 Months Baseline 12 Months
Time of Evaluation
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FOR MORE [ElgAE] [E]
INFORMATION, USE %5
THE QR CODES: ] !

|
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Influence of Treatment With Tumor-Treating Fields

on Health-Related Quality of Life of Patients

With Newly Diagnosed Glioblastoma

A Secondat

& trontiers

®
=

Health-Related Quality of Life for
Patients Receiving Tumor Treating
Fields for Glioblastoma

ot 0 Pt Gordon Chves”. Wy i, -V Cruang’ e Warg’,

© 2023 Novocure GmbH 11

Qol, qualitory of life; HRQoL, health-related quality of life; TMZ, temozolomide. Taphoorn et al. JAMA Oncol. 2018;4(4):495-504. Palmer et al. Front. Oncol 2021;11:772261
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B . N FOR MORE
real-world evidence showed ndGBM median INFORMATION, USE

overall survival extension by over 12 months in THE QR CODE:
the high use TTFields group

Neuro-Oncology Advances
QOverall survival according to extent of TTFields usage E ¢ Accarsdat

Median OS
100 Determinants of tumor treating field usage in patients
i with primary glioblastoma: A single institutional
'I};I'Fgelds +TMZ Wi
1 use grou
9 9 P Miatthew T. Bailo, Kitin W. Quall, L Madison Michael, Jeffrey M. Sorenson, Brandon Baughman,
80 ‘Saradasr Kar-Welkkaft. and Manjar Pandey
TTFields + TMZ B i L VT S
u
L TMZ alone 15.0 mo e u
g
2 e, it o v gk 1Pk i 1 e rshing ol ey
i 1 Excellent use Lonpp -
g 40 Yo Py
B ol o for i oo, h 1 31 Yo Sl v e o et won 8% s 0.
memsivety (P 03, = 002}, and MGMT
2 Poor TTFields use . T
%JL_‘_‘—
1]
0 12 24 36 48 &0
SURVIVAL TIME (MONTHS)

. ®
High use group (n=19): >2 months use and >75% usage. Low use group (n=40): <75% usage or <2 months use
pa tl e m tfo rwa rd Ballo et al. Neuro-Oncology Advances, Volume 4, Issue 1, January-December 2022, vdac150, https://doi.org/10.1093/noajnl/vdac150 © 2023 Novocure GmbH 12
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real-world evidence validates EF-14 with INFORMATION, USE

statistically significant improvement in PFS THE GR CODE:
and OS in Chinese patients with ndGBM

S o -
Clinical Medicine L)

: . e
PFS for all subjects OS for all subjects Tumor Treating Fields Combine with Temozolomide for Newly
100% 100% 4—er Diag; dG tive Analysis of Chinese
— TIF — TTF Patients in a Single Center 4
-l Non-TTF -1~ Non-TTF Chuaiet Chrn 14415, o X HEAAA", K g LEIALE s 7hsng LEAAAY ey P

3 s Log-rank P <0.001 i Log-rank P <0.001

é HR=0.49, 95% CI: 0.33-0.73 E HR=0.43, 95% CI: 0.28~0.67

Z [

g 2
G 0% R

2 ]

£ 2

5 &

2 =]
“i 25%-] E‘ 25%
= i ;-
e ]
2 ey =
£ T T T T 0% T T T T

0 10 20 30 40 0 10 20 30 40
Months Months

Median OS Median PFS
TTFields + TMZ 21.8 mo

TMZ alone 15.0 mo 11.0 mo

patientforward® © 2023 Novocure GmbH 13

Chen et al. J. Clin. Med. Volume 11, 5855. https://doi.org/10.3390/jcm11195855
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post-approval study supports safety and efficacy
profile of TTFields in NdGBM Japanese patients,
validating EF-14 improved survival rates

novocure

FOR MORE
INFORMATION, USE
THE QR CODE:

100 = l‘ I )
e 4
g 90+ [
g b Original Article
£ 80 1 m Safety and efficacy of tumour-treating fields
a e (1'I'F|elds) therapy for newly diagnosed
Q | in Ji i usmg the
° 70 b= Novo-TTF a ive p
- y prosp PP
5 . 1-year 2-year study
g o | survival survival e prilyo b g g
[«] 6 i i el el e e D el T el . Shigeru Yamaguchi’, Akitake Mukasa® and Masayuki Kanamori®
e o o
£ 50 | TMZ alone 65% 31% o P
= LT v - e i e
3 40 1-year OS (95% CI) TTFields + TMZ 77.9% 53.6% dspin, g 3 i
£ 218 hiday: 89.5 (64.1-97.3) i
c
8 <18 iday: 69.6 (37.8-87.4) TTFields + TMZ o o [ e i e
§ 30 2-year 08 (95% CI) e 89.5% 65.8% e =
o 218 hiday: 65.8 (38.6-83.2) Igh use group P
s 201 <18 h/day. 46.4 (19.3-69.9) Buckround: Tumouriresing flcs tharpy I & locsregonl acanar resmant. Effcecy
pt Median 0S S e G s vt
T 218 hiday: Not reached et ; - oY
4 101 <18 hiday: 18.8 months adverse
P=0.135 SUkke Thb saondary eidoalot wice ¥ 848 Zydar ovaral srviil ckin dnd 4 Brmarts
0 o fes i v e g b Kapan s il s U ek
0 4 6 8 10 12 14 16 18 20 2 24 T e

Observation period (months)

— Daily average usage 2 18 h - - Daily average usage < 18 h

of patients),

were observed
reported. The 1- snd 2 year
687%) .

High use group (n=21): daily average usage >18 hours. Low use group (n=14): daily average usage <18 hours
Nishikawa et al. Japanese Journal of Clinical Oncology, 2023; https://doi.org/10.1093/jjco/hyad001

patientforward®

© 2023 Novocure GmbH 14
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the most extensive study of NndGBM patients INFORMATION, USE

covering 18 year period confirms TTFields’ THE GR CODE:
positive effect on PFS and OS

Strontiers | fomwesmonokey | reowemes
Strata - ST,

s TTFields = YES
s TTFields = NO

ey reen, Eighteen years' experience

p— with tumor treating fields in

- the treatment of newly

diagnosed glioblastoma

Suntval probabiliy
g
v

Progression Free Survival

p=0029
= median median
—_— PFS oS
’ ® Time entns) o o TTFields+ 1975 3167
T™MZ mo mo
- Strata TMZalone 1245 24.80
mes TTFields = YES (EF-14) mo mo
= - 075~ s T T Fields = NO
‘3- g_ 0.50-
L oz
T = =
(@]
0.00~
0 0 100 150 200 -
Time (months)
p (_:,]t | e m tfo rwa rd ° OS, median overall survival; PFS, median progression-free survival
: Vymazal J, et al. Front. Oncol. 12:1014455. doi: 10.3389/fonc.2022.1014455 © 2023 Novocure GmbH 15



meta-analysis in NndGBM showed significant
improvement in OS, and usage >/5% consistently
prolonged survival, corroborating pivotal trial data

Ballo et al. J Neurooncol (2023). Published 26 July 2023. https://doi.org/10.1007/s11060-023-04348-w

Source TTFields + SOC alone HR (95% Cl) HR (95% Cl) w
SOC (N) (N)
Stupp et al. 2017 466 229 == 0.63 (0.53-0.76) 39.8
Liu et al. 2020 37 67 —r— 0.93(0.58-1.47) 11.9
Chen et al. 2022 63 204 — 0.43 (0.28-0.67) 13.2
Ballo et al. 2022 59 32 - 0.63(0.38-1.05) 10.3
Pandey et al. 2022 55 57 —_— 0.54 (0.31-0.94) 8.9
Vymazal et al. 2023 55 54 — 0.61(0.39-0.95) 12.8
She et al. 2023 13 39 —_—t— 1.21 (0.45-3.29) 3.0
Overall 748 682 2 O ey’ 1000
I T T T T 1
01 0.2 05 1 2 5 10
Fa;ors TTFields + SOC  Favors SOC alo;e
patientforward’

novocure

FOR MORE
INFORMATION, USE
THE QR CODE:

e

Assoclation of Tumor Treating Fields (TTFlelds) therapy
with survival in newly diagnosed glioblastoma: a systematic review
and meta-analysis

Matihow . Baio' . Parick Conlon - Gt Lavy-Shanat' . Adran Kinze - Josef Vymazat* Aaron M. Rulseh*

© 2023 Novocure GmbH 16




TTFields therapy provide consistent activity for
patients with GBM irrespective of molecular
alterations

PIK3CA

Progression free survival PIK3CA

—— Conirol PIKICA WT

----- Cantral PIKICA MT

~—— TTFields PIKICA WT
-~ TTFisids PIKICA MT

[}

SURVIVAL PROBABILITY

04

021

00—

20 30 40
Time (months)

08

Overall survival PIK3CA

—— Contral PIKICAWT
= Conbrol PIKICAMT

—— TTFieks PIKSCAWT
- TTFiekis PIK3CA MT

patientforward®

Pandey et al. Neuro-Oncology Advances. Volume 4, Issue 1, January-December 2022. https://doi.org/10.1093/noajnl/vdac096
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Time (months)

EGFR

novocure

FOR MORE
INFORMATION, USE
THE QR CODE:
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~ TTFiekis EGFR WT

- TTFields EGFR MT
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Time (months)

40

Overall survival EGFR
T

50
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Control EGFR MT
TTFields EGFR WT
TTFiekds EGFR MT

Neuro-Oncology Advances

Molecular alterations associated with improved
outcome in patients with glioblastoma treated with
Tumor-Treating Fields

Joanne Xiu, o Zeng, Michee Sul  Armie Azadl,
Herbert Newton, Karina Denz Katherine Ladner, Ashiey Sumvall,W. Michael Korn, and Emil Low

o o, Avsans,
USA X, J2. M.S. WALK.L Vgt Toch Cardio School of Medicine, Rasoki, Wrgin USA (S Poctc
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[P e—————
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Time (months)

© e e 2
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review article identifies TTFields therapy as one
of few factors driving increased overall survival
iNn GBM patients since the 2005 Stupp-protocol

Neff et al.

Characteristic N HR! 95% CI* p-value
Age (years) 19,414 102 102,103 <0.001
Sex

Female 8,046 - - reference
Male 11,368 110 107,1.14 <0.001
Elixhauser Comorbidity Score 19,414 1.01 1.01, 1.01 <0.001
Tumor-Treating Fields (ever)
No 16,353 — = reference
Yes 3,061 073,080  <0.001
Received radiation or radiosurgery (ever)

No 7,370 - - reference
Yes 12,044 0.88 0.85, 091 <0.001
Bevacizumab (ever)
No 15741 — = reference
Yes 3,673 0.85 0.82,0.88 <0.001

In this commercially insured dataset,
TTFields improved OS to a greater
extent (HR=0.77) vs. Bevacizumab
(HR=0.85) or Radiation use (HR=0.88)

TTFields subset n=3,061 over 6 years

Mrugala et al.

(A) Diagnosis
Other

Anaplastic
astrocytoma

rGBEM

55 Heat (warmth)
sensation

Electric (tingling)
sensation

ndGBM
59
(B]-A;e- ————————————————— = Skin reaction
> 65 years
M Patients with = 1
18-65 years 56 TTFields Therapy-
<18 years related AE

1] 20 40 60 80
Proportion of patients (%)

novocure

FOR MORE
INFORMATION,
USE THE QR
CODE:

AEs were consistent with the
safety profile from the pivotal EF-
11 and EF-14 clinical studies

n=23,822 over 11 years

@ Neff et al. Improvements in Survival for Glioblastoma in the post-Stupp Protocol Era. 27th Annual Meeting and Education Day of the Society for Neuro-Oncology,
Datle |'_fO r"wa rd November 17-20, 2022 , Tampa, FL: SNO; 2022. Abstract EPID-06
Mrugala et al. Tumor Treating Fields (TTFields; 200 kHz) Therapy Post-marketing Safety Data From Patients With Brain Tumors Treated Between 2011-
2022. 27th Annual Meeting and Education Day of the Society for Neuro-Oncology, November 17-20, 2022 , Tampa, FL: SNO; 2022. Abstract INNV-07

© 2023 Novocure GmbH 18




the therapeutic potential of TTFields
becoming a research "hotspot”

300 L ) o 2000
mmm Number of publications s Cumulative total —— Total Citations 1800
250 1600
200 1400
1200
150 1000
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50 400
200
0 0
SR IS T T BN N T R 9 > v
N N A oy "b 3
T P R e T

Number of annual publications, annual cumulative number of publications and

annual total citations of TTFields related literature from 2007 to September 2022.
(Decline in 2022 citations due to partial year)

patientforward®

28.57%

AVERAGE INCREASE
IN THE CUMULATIVE
NUMBER OF
PUBLICATIONS
RELATED TO TTFIELDS

Du et al. Front. Oncol., 10 November 2022 Sec. Neuro-Oncology and Neurosurgical Oncology; https://doi.org/10.3389/fonc.2022.1055366

novocure

FOR MORE

INFORMATION, USE

THE QR CODE:
& frontiers | fronuers in onesiogy i’.:}&‘;’?"&
B e s, Research on application of

tumor treating fields in
glioblastoma: A bibliometric
and visual analysis

author fatiowes
NEURO-GNCOLOGY (22) was the journsl wih the largest number of
putishad pubiestions [75]. 1sbowed by TRONTIERS IN ONCOLOGY (15 snd
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oc

T TFields therapy activates inflammasomes to N ORMATION, USE

[=] 1iﬁl;li_'
induce adjuvant immunity in glioblastoma THE QR CODE: :

fl

...............

Tumor Treating Fields dually activate STING and AIM2
inflammasomes to induce adjuvant immunity
in glioblastoma
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fO F\Na rd :: © 2023 Novocure GmbH 20

Chen et al. J Clin Invest. 2022;132(8):e149258. https://doi.org/10.1172/3CI1149258



there is early evidence of efficacy in newly
diagnosed GBM patients when TTFields therapy
IS added to iImmune checkpoint inhibitors

Overall Survival
2-THE-TOP single arm study vs. external controls

10

0.9
0.8
07
0.6
0.5
04
0.3
0.2
0.1
0.0

Overall survival (months)

2-THE-TOP

N=26 patients Median OS5

25.2mos.

SR

EF-14 matched-control

159 mos.

e T

\-L'\ LI_L TTFields/TMZ/PEMERO
5

TTFields/TMZ
TMZ

5] 12 1B k) 30 36

Overall survival (months)

patientforward’

Tran et al. Oral presentation at WFNOS 2022 Top 10 Session 2 / March 26 (Sat), 10:15-11:30

(HR = 0.38: p=0.020)
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Phase 2 study of pembrolizumab plus TTFields plus temozolomide
in patients with newly diagnosed glioblastoma (2-THE-TOP)

David Tran, Astoy i

e Chen,
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STELLAR phase 2 trial evaluated T TFields therapy +
pemetrexed and cisplatin or carboplatin in MPM

TTFields alone
Follow-up for

survival

until disease
progression

Start date: February 2015 Primary endpoints:

Primary completion: April 2018 - OS

Study completion: April 2018 Secondary endpoints:

Study sites: 13 (Europe) * PFS, ORR (modified RECIST criteria for MPM), safety

a tl e r‘] tfo r\/\/a rd ECOG, Eastern Cooperative Oncology Group; MPM, malignant pleural mesothelioma; OS, overall survival; ORR, objective response rate; PFS, progression-free survival;
RECIST, Response Evaluation Criteria in Solid Tumors; TTFields, Tumor Treating Fields. © 2023 Novocure GmbH 22
ClinicalTrials.gov. NCT02397928. Accessed June 15, 2022.



https://clinicaltrials.gov/ct2/show/NCT02397928

MPM patients who used Optune Lua first line
achieved 18.2 months median overall survival

0.9 1
0.8- Median OS, 18.2
: mo (95% ClI) (12.1-25.8)
.5 0.7 7
& 067 62% 1-yr OS rate
£ o054 (95% ClI, 50%-72%)
2
s 041
5 42% 2-yr OS rate
Y 0.3+ (95% Cl, 28%-55%)
0.2 7
| — TTFields + Chemotherapy
0.1 -+ Censored
0.0 T T T T
0 6 12 18 24

OS (months)
Adapted from Ceresoli GL et al. 2019

patientforward

Cl, confidence interval; OS, overall survival; TTFields, Tumor Treating Fields. Reference: Ceresoli GL et al. Lancet Oncol. 2019;20(12):1702-1709

FOR MORE

INFORMATION, USE

THE QR CODE:

novocure

Tumour Treating Fields in combination with pemetrexed 'y ®
d cisplati fi

for

(STELLAR):

amulticents
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EF-15 phase 2 trial evaluated T TFields therapy +
pemetrexed in NSCLC

P1, n=14 P2, n=42*
Histologically or : .
cytologically TrFr']eldS et 1"8HZ) REXTUTS  Trriclds (150 kH2)
confirmed stage IlIB L erha/p()jy ()2 : ’?late;’E | therapy Clinical Svstemi
or IV NSCLC +ay L SSrOUs AT | (> 18 h/day) follow-up c}i/'ssee:;:ac Survival
+ Q3W (CT Isease follow-up
+ ECOG performance Sg%metrfxg?v Pemetrexed scan QOW) progression
status 0-2 mg/m 2
* Pre-treated Q3W for 9 weeks =0 mg/m e
Start date: May 2008 Primary endpoints:
Primary completion: July 2011 « Device related toxicity (P1), Time to in-field progression (P2)
Study completion: July 2011 Secondary endpoints:
Study sites: 4 (Switzerland) + OS, ORR, time to systemic progression, safety

. *One out of the 42 patients enrolled was excluded from the analysis due to brain metastasis on screening.
pa t| e n tfo r\/\/a rd AE, adverse event; CT, computerized tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; NSCLC, non-small cell
lung cancer; ORR, overall response rate; OS, overall survival; P, phase; Q3W, every 3 weeks; Q9W, every 9 weeks; TTFields, Tumor Treating Fields.
ClinicalTrials.gov. NCT00749346. Accessed June 15, 2022.

© 2023 Novocure GmbH 24



https://clinicaltrials.gov/ct2/show/NCT00749346

novocure

TTFields therapy together with pemetrexed FOR MORE

: , o INFORMATION, USE
improved disease control within the treatment THE GR CODE:

fleld in second line NSCLC

1.0 1
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Overall Survival

——— TTFields Therapy + pem

Aphase I/l trial of Tumor Treating Fields (TTFields) therapy in @
combination with pemetrexed for advanced non-small cell lung
cancer

Fraction of Patients

0.1 +

0.0 T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24

Months

Median in-field PFS Median PFS Median OS 1yr Survival
TTFields + Pemetrexed 6.5 mo 5.0 mo 13.8 mo 57.0%

Pemetrexed alone n/a 2.9 mo 8.3 mo 29.7%

t' tf d Pem, pemetrexed; TTFields, Tumor Treating Fields; PFS, progression-free survival; OS overall survival
pa | e n O r\/\/a r Pless M et al. Lung Cancer. 2013;81(3):445-450 © 2023 Novocure GmbH 25

TTFields are experimental for the treatment of patients with non-small cell lung cancer and have not been approved by the US Food and Drug Administration for this indication nor received a CE mark in Europe




LUNAR phase 3 trial evaluated

IN metastatic NSCLC, post-platinum

Histologically
confirmed
metastatic NSCLC,
following
progression on/after

platinum-based Randomization 1:1

therapy

* ECOG performance
status 0-2

TTFields (150 kHz)
therapy (> 18 h/day)
+
SOC (physician’s
choice ICl or
docetaxel)

Clinical
follow-up
(with CT)
Q6W until

progression

Clinical
follow-up
(with CT)
Q6W until

progression

SOC (physician’s
choice ICl or
docetaxel)

novocure

Fields therapy + SOC

( )
Three post-
progression Survival
follow-up follow-up
visits
4
( )
Three post-
progression Survival
follow-up follow-up
visits
4

Start date: December 2016

Primary completion: December 2022
Study completion: December 2022
Study sites: 124

pat| e N tfo 'Wa rd CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group; ICl, immune checkpoint inhibitor; NSCLC, non-small cell lung cancer; ORR, overall
response rate; OS, overall survival; PFS, progression-free survival; Q6W, every 6 weeks; TTFields, Tumor Treating Fields.

ClinicalTrials.gov. NCT02973789.

Primary endpoints:
- OS
Secondary endpoints:
« OS (by cohort), PFS, ORR, QolL, safety

© 2023 Novocure GmbH 26
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TTFields therapy together with either standard of
care therapies or immmune checkpoint inhibitor
improved overall survival in second-line NSCLC

Overall survival (ITT population)

10

Median OS (months) 13.2

09 -

Log-rank P-value 0.035

0.8 - HR (95% Cl)
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Probability of Overall Survival
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Overall Survival (months)
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| M TTFields + ICI (n=66)
M ICl alone (n=68)
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Log-rank P-value
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0.03
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0.63(0.41-0.96)
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24 30
Overall Survival (months)

36

42

48

54

patl e n tfo r\/\/a rd ICI, immune checkpoint inhibitor; ITT, intent to treat; NSCLC, non-small cell lung cancer; TTFields, Tumor Treating Fields

Leal et al. Lancet Oncol 2023; 24: 1002-17
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THE QR CODE: 3
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i@ Tumor Treating Fields therapy with standard systemic
" therapy versus standard systemic therapy alone in
i Il-cell lung cancer ing p

on or after platinum-based therapy (LUNAR): a randomised,
open-label, pivotal phase 3 study
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PANOVA phase 2 trial evaluated T TFields therapy +
gemcitabine +/- nab-paclitaxel in pancreatic cancer

n =40

. . TTFields (150 kHz, > 18 h/day)
Histologically n
confirmed, Gemcitabine 1000 mg/m?2 qw for 7 Monthly
unresectable . ) .
. weeks, 1 week rest, clinical Radiological .
pancrea?tlc once-weekly infusions on days follow-up tumor survival
LG ELC L 1, 8, 15, every 28 days (n = 20) (CT scan progression follow-up
+/- Q8W)

nab-paclitaxel 125 mg/m2on days 1,
8, 15, every 28 days (n = 20)

+ ECOG performance
status 0-1

Start date: Nov 2013 Primary endpoint:
Primary completion date: Dec 2017 + Safety
Study completion date: Dec 2017 Secondary endpoints:
Study sites: 6 (Europe) * TTFields monthly usage, PFS, OS
CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall survival; PFS,
pa tl e n tfo r\/\/a rd progression-free survival; PFS6, progression-free survival rate 6 months; gw, every week; Q8W, every 8 weeks; SR, survival rate © 2023 Novocure GmbH 28

ClinicalTrials.gov. [NCT01971281]. Accessed December 21, 2020




T TFields therapy together with chemotherapy
were well tolerated for patients with advanced
pancreatic cancer

1.0-
" OS (ITT) Median, mo NR
g 0.87 95% Cl 8.4-NA
E 064 1-year survival 72%
k)
§ 0.44
i
x 0.2
00 T T T T 1
0 3 6 9 12 15
Months One-year Partial Stable
Median PFS Median OS Survival Response Rate Disease
B~ T T T T T T e e e EEEEEm—— 1
TTFields + : 14.9 mo 55% 30% 30%
gemcitabine }
gemcitabine alone 2 6.7 mo 22% 7% 28%
TTFields + gemcitabine i Not yet 72% 40% 47%
+ nab-paclitaxel reached
gemcitabine + . 8.5 mo 35% 23% 27%

nab-paclitaxel alone

CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group performance status; OS, overall survival; PFS,

patl e n tfo r\/\/a rd progression-free survival; QW, every week; Q8W, every 8 weeks; TTFields, Tumor Treating Fields

Rivera F et al. Pancreatology. 2019;19(1):64-72
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or ine @
cer: Results of the PANOVA phase 522

plus nab-paclitaxel in

wier Gallego', Carmen Guillen-Fonce .
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TTFields are experimental for the treatment of patients with pancreatic cancer and have not been approved by the US Food and Drug Administration for this indication nor received a CE mark in Europe



encouraging response rate and durability signals FOR MORE

in EF-31 phase 2 gastric cancer trial THEOR CODE:

EF-31 PHASE 2 PILOT TRIAL DESIGN?

: : TTFields + XELOX
screening and baseline (+trastuzumab for
evaluation (n=26)

HER2+ pts) g3w

OBJECTIVE RESPONSE § MEDIAN PROGRESSION- DURATION OF
) 50 7.8mo 103m0  72%
+ chemotherapy (@) . O . O O

SOC _-__-__-_o ___________________________________________________
chemotherapy? 41-45% 6.9mo 6.9mo

patientforward
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encouraging signals in liver cancer despite poor FOR MORE @355 W]
: : INFORMATION, USE wr A I

prognosis and low treatment exposure in THE QR CODE: ’-t.ﬁ‘u
[Ty s o

HEPANOVA phase 2 trial

HEPANOVA PHASE 2 PILOT TRIAL DESIGN?

, _ follow-up g4w + _ .
screening and TTFields (150 kHz) + i post-progression survival
baseline evaluation daily sorafenib CT/MRI scan ql2w follow-up follow-up

until progression

/0%  9.5% 91% 18%

DISEASE CONTROL RATE OBJECTIVE RESPONSE RATE DISEASE CONTROL RATE OBJECTIVE RESPONSE RATE
(n=21) (n=21)

patients that received > 12 wks of TTFields (n=11)

VS. 43% CONTROL3 VS. 4.5% CONTROL

1 Gkika E et al. Cancers Cancers (Basel). 2022 Mar 18;14(6):1568. doi: 10.3390/cancers14061568

at| e nt Novocure, Ltd. Effect of Tumor Treating Fields (TTFields, 150kHz) Concomitant With Sorafenib For Advanced Hepatocellular Carcinoma (HCC) (HEPANOVA) In

ClinicalTrials.gov [Internet]. Bethesda (MD): National Library of Medicine (US). 2000-[cited 2018 October]. Available from

p https://clinicaltrials. gov/ct2/show/NCT03606590. NLM Identifier:NCT03606590 O AV NGHIRUIE Eielnl - £
3 Llovet JM et al. N. Engl. J. Med. 2008;359:378-390. doi: 10.1056/NEJM0a0708857
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platform technology driving robust clinical pipeline

TRIAL TTFIELDS THERAPY + | PHASE 2 | PHASE 3 | APPROVED
EF-14 temozolomide
CNS newly diagnosed TRIDENT temozolomide + radiation g
allelisiehs temozolomide +
program KEYNOTE D58 pembrolizumab planned
recurrent
glioblastoma EF-11 monotherapy
brain metastasis METIS monotherapy final data pending
EF-15 pemetrexed completed
thoracic ol el LUNAR | docetaxelor PbD-Ll; mh.bgor | completed
cancer lung cancer LUNAR-2 pemorolizuimab + IDE approved
roagram chemotherapy |
prog KEYNOTE B36 pembrolizumab enrolling
TEEeaRerE STELLAR pemetrexed + (C|splat|n.or
carboplatin) [
PANOVA | nab-paclitaxel + gemcitabine &lﬂed
bd inal pancreatic PANOVA-3 | nab-paclitaxel + gemcitabine final data pending
apbaomina cancer B : L
ROCHE COLLABORATION | Nab-paclitaxel + gemcitabine Snned
cancer + atezolizumab
hepatocellular )
program i av— HEPANOVA sorafenib completed
gastric EF-31/ZL-8301-001 XELOX completed

adenocarcinoma

patientforward
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patients with aggressive solid tumors often face suboptimal survival
outcomes, despite advancements in treatment modalities

These outcomes are due to diverse treatment challenges, including:

[ B [ B B B

7 N

Sls 7~
| _ | | | _

Therapeutic tumor resistance Drug-to-drug interactions Additive systemic toxicities

With a poor survival outlook, physicians and patients need
additional treatment strategies

at| e nt 1. Siegel RL, Miller KD, Fuchs HE, Jemal A. CA Car
Gotwals P, Cameron S, C

ameron S, Cipolletta D, et
Bashraheel SS, Domling A, Goda SK. Bio

2021;71(1):7-33. doi:10.3322/caac.21654. 2. Dagogo-Jack |, Shaw AT. Nat Rev Clin Oncol. 2018;15(2):81-94. doi:10.1038/nrclinonc.2017.166. 3.
2017;17(5):286-301. doi:10.1038/nrc.2017.17. 4. Lopez JS, Banerji U. Nat Rev Clin Oncol. 2017;14(1):57-66. doi:10.1038/nrclinonc.2016.96. 5.
2020;125:1-16. doi:10.1016/j.biopha.2020.110009.
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Tumor Treating Fields (T TFields) are electric

NN -
fields that exert physical forces to Kill WY T FIELDS

cancer cells via a variety of mechanisms SN\ TUMOR TREATING FIELDS THERAPY

TTFields spare healthy cells because they have different
properties than cancer cells across a range of tumor types

patientforward” ...
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a growing body of evidence supporting Moromanmon use  aei[E]

multiple mechanisms of action

* Preclinical research has shown interference with cancer
cell motility and migration, activation of anti-tumor
Immunity, downregulation of genes important for DNA
damage repair, and other potential mechanisms

*  May demonstrate enhanced effects across solid tumor
types when used with chemotherapy, radiotherapy,
Immune checkpoint inhibition, or PARP inhibition in
preclinical models

t 1 n t Chirag B. Patel, et al. Journal of Molecular Cell Biology. Anti-cancer mechanisms of action of therapeutic alternating electric fields (tumor treating fields [TTFields])
p a | e https://academic.oup.com/jmcb/advance-article/doi/10.1093/jmcb/mjac047/6668799

THE QR CODE: "

JOURNALKRTIELES ACCEPTED MANUSCRIP
Anti-cancer mechanisms of action of therapeutic
alternating electric fields (tumor treating fields
[TTFields]) &

) njac047, https://doi.org/10.1093/jmcb/mjac04
Published: 16 Augu:

|~] POF  BE SplitView €6 Cite A Permissions =5 Share v

Abstract

Despite improved survival outcomes across many cancer types, the prognosis
remains grim for certain solid organ cancers including glioblastoma and
pancreatic cancer. Invariably in these cancers, the control achieved by time-
limited interventions such as traditional surgical resection, radiation therapy,
and chemotherapy is short-lived. A new form of anti-cancer therapy called
therapeutic alternating electric fields (AEFs) or tumor treating fields (TTFields)
has been shown, either by itself or in combination with chemotherapy, to have
anti-cancer effects that translate to improved survival outcomes in patients.
Although the pre-clinical and clinical data are promising, the mechanisms of
TTFields are not fully elucidated. Many investigations are underway to better
understand how and why TTFields is able to selectively kill cancer cells and
impede their proliferation. The purpose of this review is to summarize and
discuss the reported mechanisms of action of TTFields from pre-clinical
studies (both in vitro and in vivo). An improved understanding of how TTFields
works will guide strategies focused on the timing and combination of TTFields
with other therapies, to further improve survival outcomes in patients with
solid organ cancers.

© 2023 Novocure GmbH
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Tumor Treating Fields have multiple,
distinct mechanisms of action
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disruption of interference of

cell movement and

tosi : _ , A
it TTFields are electric MigrEtiey
fields that exert L _
physical forces to kill ;
cancer cells via a T
downregulation of variety of mechanisms /*/Y\JS downstream
DNA damage T + enhancement of
response | G Y\xi/r/ antitumor immunity
--------------------------------------- B e e N

Rominiyi O et al. Br J Cancer. 2021;124(4):697-709. 2. Karana m NK, Story MD. Int J Radiat Biol. 2021;97(8):1044-1054. 3. Mun EJ et al. Clin Cancer Res. 2018;24(2):266-275
patleﬂt © 2023 Novocure GmbH 38




T TFields have been shown to disrupt mitosis in
cancer cells by exerting physical forces on their
polar components

Metaphase Anaphase Telophase

A A

Microtubules &® Cellular components

n TS, L e SX, Wol gt\ Swanson KD. PLoS One. 2015 1(! 120! 1 1 1J 0125
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Mitotic Spindle Disruption by

Alternating Electric Fields Leads to

Improper Chromosome Segregation
.2 and Mitotic Catastrophe in Cancer

© 2023 Novocure GmbH
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TTFields have been shown to alter the
organization and dynamics of the cytoskeleton,
disrupting cancer cell motility and migration

)
b
2
o
E
3
o
]
=

With TTFields

a) microtubule; b) TTFields; c) tubulin aligned with field;

j) actin fiber; k) integrin; 1) focal adhesion; m) extracellular matrix.

Adapted from Voloshin et al. 2020.

patient

A modelillustrating the mechanism by which TTFields
modulates cancer cell motility.

(1) Microtubules are required to specify the direction
of cell movement. GEF-H1 catalytic activity is
downregulated through microtubule binding.

(2) TTFields exert directional forces on polar tubulins
leading to their alignment in the direction of the field.
This, in turn, leads to the reorganization of the
microtubule network resulting in changes in the
abundance of microtubules and initiation of the GEF-
H1/RhoA/ROCK signaling pathway

(3) to increase actin bundling

(4) and formation of focal adhesions,

(5) which disrupt cell polarity and migration
directionality.

GEF-H1=a microtubule-associated protein that couples microtubule dynamics to cell contractility.
RhoA/ROCK=a pathway that regulates cell morphology, polarity, and cytoskeletal remodeling by regulating actin and cell migration.

Voloshin T, Schneiderman RS, Volodin A, et al. Cancers (Basel). 2020;12(10):1-18. doi:10.3390/cancers12103016
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TTFelds-mediated cell disruption activates the
Immune system and triggers a downstream
antitumor cell response

TTFields induces

TTFields therapy . Immune stimulating

factors downstream
immunogenic cell

death, including

release of DAMPs
(damage-associated
molecular patterns)

Downstream antitumor
immune response

Cancer Immune Cell Activation

p a t| e nt Voloshin T, Kaynan N, Davidi S, et al. Cancer Immunol Immunother. 2020;69(7):1191-1204

FOR MORE
INFORMATION, USE
THE QR CODE:

© 2023 Novocure GmbH

41



novocure

TTF|e[dS dOV\/nregUlate geﬂes r:F%hgl?a?\E'wN,uss Oz

THE QR CODE: .

important for DNA damage repair (=1

open

*  TTFields disrupt DNA damage repair in cancer cells by downregulating Tumorresing s it conitona inarabiy
‘mzlr!gv iation vi e wnregul on
genes that are part of the well-known FA-BRCA pathway!? O v More o ol g tancersa e T

pp— g, Broe

Without TTFields With TTFields

Y8

a ti e n tfo r\/\/ a rd 1. Karanam NK, Srinivasan K, Ding L, Sishc B, Saha D, Story MD. Cell Death Dis. 2017,8(3):1-10. doi:10.1038/cddis.2017.136 2. Karanam NK, Ding L, Aroumougame A, Story MD. Trans| Res. 2020;217:33-46.
doi:10.1016/}.trs1.2019.10.003 3. Giladi M, Munster M, Schneiderman RS, et al. Radiat Oncol. 2017;12(1):1-13. doi:10.1186/s13014-017-0941-6 4. Kim EH, Kim YJ, Song HS, et al. Oncotarget. 2016;7(38):62267-62279.
p doi-10.18632/oncotarget. 11407 © 2023 Novocure GmbH 42
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T TFields is a highly versatile first- INFORMATION, USE

THE QR CODE:

IN-class treatment modality (=l

« TTFields therapy has significant potential for broad
applicability across solid tumor types and lines of therapy

* Investigation of TTFields therapy is ongoing across clinical
trials in multiple tumor types

* In approved indications, TTFields therapy is well tolerated,
suggesting a low risk of additive systemic toxicity when
used with other cancer treatment modalities

. Karanam NK, Story MD. Int J Radiat Biol. 2021;97(8):1044-1054. doi:10.1080/09553002.2020.1837984. 2. Mun EJ, Babiker HM, Weinberg U, Kirson ED, Von Hoff DD. Clin Cancer Res. 2018;24(2):266-275.

il
. doi:10.1158/1078-0432.CCR-17-1117 3. Rominiyi O, Vanderlinden A, Clenton SJ, Bridgewater C, Al-Tamimi Y, Collis SJ. Br J Cancer 2021;124(4):697-709. doi:10.1038/s41416-020-01136-5. 4. Pless M, Droege C, von
p a tl e n t Moos R, Salzberg M, Betticher D. Lung Cancer. 2013;81(3):445-450. doi:10.1016/j.lungcan.2013.06.025 5. Novocure. Clinical Trials. Accessed June 21, 2022. https://clinicaltrials.gov/ct2/show/NCT02831959 6. Rivera ES
Bena . -| J, Kiing M. Pancreatology. 2019;19(1):64-72. doi:10.1016/j.pan.2018.10.004 7. Novocure. Clinical Trials. Accessed June 21, 2022,
h von Moos R, Manso L, Van Nieuwenhuysen E, Concin N, Sessa C. Gynecol Oncol. 2018;150(3):471-477. doi:10.1016/j.ygyno.2018.07.018 9. Novocure. © 2023 Novocure GmbH 43
Cli icaltrials.gov/ct2/show/NCT03940196 10. Stupp R, Taillibert S, Kanner A, et al. JAMA. 2017;318(23):2306-2316. doi:10.1001/jama.2017.18718.
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1 TFields therapy can be added to cancer
treatment modalities in approved indications

TTFields demonstrate enhanced effects across multiple solid tumor types, when used
concomitantly with each of the following:

L I _|

Chemotherapy

Radiation therapy (RT)

p at| e n tfo rv\/ a rd 1. Pless M, e ung Cancer. 2013;81(3):445- 450 2. clinicaltrials.gov. [NCT02831959] 3. Rivera F, et al. Pancreatology. 2019;19(1):64-72. 4. clinicaltrials.gov. NCT03377491] 5. Vergote |,

etal Gy lO ol 2018 150(3) 471-477. 6. clinicaltri l g [NCT03940196]
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