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EF-14 Phase 3 pivotal trial evaluated Optune
Gio + TMZ in 695 patients with ndGBM

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

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

Monthly

confirmed GBM (WHO
classification criteria)

* 4-7 wks post maximal

Temozolomide 150-
200 mg/m? IV for 5
days per 28-day cycle

clinical
follow-up

+
2L chemotherapy,
surgery, SRS, or

combination

* Survival
follow-up

) (6 cycles)
debulking surgery

* Pre-treated with
radiation (45-70Gy) and
temozolomide
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Temozolomide 150-
200 mg/m?2 IV for 5
days per 28-day cycle
(6 cycles)

Monthly
clinical
follow-up

2L chemotherapy,
surgery, SRS, or

* Survival
combination follow-up

uolssa1b0.4d puz 10 SYUoW 42

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

GBM, glioblastoma; ndGBM, newly diagnosed glioblastoma; SRS, stereotactic radiosurgery; TMZ, temozolomide; TTFields, Tumor Treating Fields; wks, weeks; WHO, World Health

@ Organization
fo rWa rd ClinicalTrials.gov. NCT00916409.

© 2024 Novocure GmbH




in NdGBM, Optune Gio + TMZ provided an fworma: CRTAC)

INFORMATION, USE -
THE QR CODE: 1

unprecedented long-term survival benefit [a]

Overall Survival (5-year survival analysis) I

Effect of Tumor-Treating Fields Plus Maintenance
Optune + TMZ ( Median OS from Alone
randomization (months)

e
on Survival in Patients With Glioblastoma
A Randomized Clinical Trial

Median OS from
diagnosis (months)
Optune
+TMZ

Optune

+TMZ 13%
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60 alone
2-year 5-year

Time (months)
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Cl, confidence interval; ndGBM, newly diagnosed glioblastoma; TMZ, temozolomide. Stupp R et al. JAMA. 2017;318(23):2306-2316
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more time on Optune Gio predicted e oD e
: - 3 /20 . . THE QR CODE:
increased significant survival benefit

Median OS by Percentage of Monthly Time on Optune® @) o
e o—
: O e gy A st Tl oy ot

analysis of the EF-14 phase Il trial

A T € i . Micholas!. 2 parnt

90%-100% (n=43) 25 month
montns

= t
22-24 hours/day’ P<0.05' il ! C)/
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70%-90% (n=257) -
(n ) 22 months \/ . " O

17-22 hours/day'

P<0.05*
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(n=43) VS SURVIVAL
WITH TMZ ALONE

0% (n=229)
TMZ alone 16 montns

10 20
Median OS, months

tientforwa rd © 2024 Novocure GmbH 4

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



novocure

higher TTFields therapy dose can lead rormaTion, LR

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 © 2024 Novocure GmbH 5




all analyzed subgroups experienced a
benefit when adding Optune Gio to TMZ

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 11.6 —
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 1.0 .
S Women 24.6 18.5 -
ex » Men 19.1 15.5 -
Total 20.9 16.0 +

04 «—10—>s 10

Optune + TMZ better TMZ better

patientforward®

novocure

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

A | gt et
Effectof Ty i g Fields Pl

vs
on Survival in Patients With Glioblastoma
A Randomized Clinical Trial

© 2024 Novocure GmbH 6

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
T



Optune Gio was associated with increased
survival in patients 65 years and older

Overall Survival in Patients 65 Years of Age and Older!

100 -

90

80

70

60

50

£
®
2
3
w
®
¢
o
>
o

No. at risk
Optune + TMZ 89
™Z 45

forward’

Median OS (months)

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

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

Optune

% @o%

Optune

+TMZ 15¢y

0% ™Z

54 60 alone
2-year OS 5-year OS
Time (months)

32
11

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

FOR MORE
INFORMATION, USE
THE QR CODE:

®

=
Efficacy and Safety of Tumor
Treating Fields (TTFields) in Elderly
Patlents with Newly Dlagnnsed
: Subgroup Analy of
the Phase 3 EF-14 Clinical Tnal

20 Ram ", ChasYong i, Andess . ottger”, Avmed s . Gath Nhaiss®
and Joy-sigusng znu'

OPEN AGCESS

" Background: Understuciid ecsly patients comprie & largs segment of nighisk
pationts wih gioblastoma (GBM) that aro chalenging to treat. Tumor Treating Fiick
{TTFide) is & locoregional, noniniashe, antmi Py
itemeclsts-frequency alsmatig slkctrc foks to the fumr. In the phas
= dlinical i, TTFiskls (200 k) improvest meddan progression-fres sunivel (PFS) and

a ki
cercomianty to maintenance temzdlomide (TMZ). This EF-14 subgroup anahas
‘evabisted the safsty and affcacy of TTFids sy patients

3 Mot A 194 gt Wi o 205 Y of s were ek (TR TVE

Cancer [EORTC) quaity-of fe questomare OLO.C30 supplomentad wih e brain
fumor mecs [DLO-BN2L). Aduerss svents (AES) wers avausted Using Comman
Terminaiogy it for AEs (CTEAEywb 0.

© 2024 Novocure GmbH



biopsy-only patients using Optune Gio INFORMATION, USE ]
THE QR CODE: 1

had longer median overall survival [a]

Effect of Tumor-Treating Fields Plus Maintenance
Temozolomide vs Maintenance Temozolomide Alone

100 Median OS (months) 16.5 on Survival in Patients With Glioblastoma
A Randomized Clinical Trial
90 HR (95% Cl) 0.50 (0.30-0.84)
80
70 16 5 Optune + TMZ
- TMZ alone

months

Overall Survival in Biopsy-Only Patients®

60

50 Optune
+TMZ
40

Overall Surviv:

30
20

10

18 24

No. at risk Time (months)

Optune + TMZ 60 35 15
T™Z 29 14 4

forwa l’d © 2024 Novocure GmbH 8

Cl, confidence interval; TMZ, temozolomide. Stupp R et al. JAMA. 2017318
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survival benefit occurred independently NroRmATION, UsE iR

THE QR CODE: 1

of MGMT methylation status Ot 5

10 Methylated 10 1 Unmethylated =
0.91 0.9 1 i Effect of Tumor-Treat g Fields Plus e
© 0.8 g 0.8 1 —— TTFields + TMZ onSurvw.!lmP::emswuhGhoblastom.‘ Hlone
2 b e | MZ alONe A Randomized Clinical Trial
2 0741 S 07 4
s wm
:g 0.6 5 0.6
> 0.54 _‘? 05 4
Z 044 3T 04
3 03 2 03
o 8
a i e 4
0.2 ~ 0.2
0.14 0.1
0.0 T T T T T T T T T T T 0.0 A T T T T T T T T T T T
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 211-485 12.3-379 Range, months 9.7-28.2 9.8-248
HR (95% CI)t 0.62 (0.43-0.88) HR (95% CI)t 0.66 (0.49-0.85)
~ = -~ 1+ =
@) c H en fO 'wa rd © 2024 Novocure GmbH 9

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 Gio has a strong safety profile with no INFORMATION, USE

significant increase in serious AEs compared e
with TMZ alone

S = |

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

[P

; ; (n=456) (n=216)
atients during 5 years of follow-u Effect of Tu
b E P % % Temozolom{ [
on Survival i vt S——
>1AE 48 44 A Randomizq cumeALsTUBY ®
Global post-marketing safety survelllance of Tumor Treating Fields -
Blood and lymphatic system disorders 13 11 (TTFields) In patients with high-grade glioma in dlinical practice
Thrombocytopenia 9 5 Do T et oy Ao s Vs
Gastrointestinal disorders 5 4 S e
T
Asthenia, fatigue, and gait disturbance 9 6
Infections 7 5 e bR i . i e K
R 01 1112 e, 55 st e e 2 o e
Injury, poisoning, and procedural complications 5 3 e o iy !
(falls and medical device site reaction)
Metabolism and nutrition disorders 4 5
(anorexia, dehydration, and hyperglycemia)
-
Musculoskeletal and connective tissue disorders 5 4 Introduction 10000, i ety el e
ot 1.5, GOV i el e
Nervous system disorders 24 20
Seizures F 6
Respiratory, thoracic, and mediastinal disorders Yoo 60119, ot desie esmen ices e
(pulmonary embolism, dyspnea, and aspiration 5 5 e e e e e e 857 KT 4 Chmetizagy 19, The 1o vl e
pneumonia) [eT—— @ spinpe
- >y
. ® .
~ = ~ -—f d 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' entrorwar Mild to moderate skin irritation was the only device related adverse event © 2024 Novocure GmbH 10



HCPs and patients reported stable quality
of life up to 1 year of Optune Gio 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 OF=]OOH=]0!
INFORMATION, USE %5
THE QR CODES: 5] &

A gy | g
f Treatment With Tt \g Fields
on Health-Related Quality of Life of Patients

With Newly Diagnosed Glioblastoma

A Secondai

O & rontiers

®
=

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

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

© 2024 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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meta-analysis in NndGBM showed significant N ORMATION, USE

improvement in OS, and usage >/5% consistently  THEQRCODE:
prolonged survival, corroborating pivotal trial data

Source TTFields + SOC alone HR (95% Cl) HR (95% Cl) w i =

SOC (N) (N) o S o LA G oy N
Stupp et al. 2017 466 229 ~ 0.63(0.53-076)  39.8 s
Liu et al. 2020 37 67 —— 0.93(0.58-147)  11.9 ——
Chen et al. 2022 63 204 —— 0.43(0.28-0.67) 132
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
Vymazaletal. 2023 55 54 —_— 0.61(0.39-0.95)  12.8
She et al. 2023 13 39 _t— 121(0.45-3.29) 3.0
Overall 748 682 L 2 0'6%36?368'75) 100.0

I 1 1 1 1 1
01 02 05 1 2 5 10

d »
<« >

Favors TTFields + SOC Favors SOC alone

patientforwa rd‘“" © 2024 Novocure GmbH 12

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




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

PIK3CA

NF1

EGFR

novocure

FOR MORE
INFORMATION, USE
THE QR CODE:

Progression free survival PIKSGA Progression frae survival NF1 Progression free survival EGFR Neuro-Oncology Advances
- T T T ‘
10 W | —— Contral PIKICAWT 10 —— Centrol NF1 WT 1. —— Cortrol EGFAWT |
e | L T — Control EGFR MT : : .
i, (Gortrcd FIKICA MT Gantral NP1 AT iy Molecular alterations associated with improved
Y o TTFiekds PIKICA WT — TTFields NF1 WT - TTFieids EGFRWT |
08 3| 08 T Fiekiq 1 KT o. IOt EOEANT outcome in patients with glioblastoma treated with
N - TTFields PIKICA MT oldy Tumor-Treating Fields
\
08 = 08 og Manjad Pandey, Joanne Xiu, Sandeep Mittal, jia Zang, MicheSe Saul, Santosh Kesart, Amir Azadi,
gt Michaet Korn, and Emil Lou z
! i
E 04 + 1 T 04 04 £
3 L"H | =
—_— 0z H f t 0z 1 02 e
@ Ty T 4 e
< i 00 1 i
o 00 T 1 T I o. Avstrace
[) 0 20 3 40 50 froreni
(@] ] 10 20 30 40 50 i 20 E 40 50 o
4 Time (monthe) Time (months) Time (months) . ;
o s
2‘ Overall survival PIK3CA Overall survival NF1 Overall survival EGFR o eraspdas o TTPUl o e,
iy
T :
> 10 T —— Control PIRICAWT 10 s B —— Control EGFAWT | ooty
S - Control PIKICA MT T S Y 1 e I 11 S Control EGFR MT Rasuns §
—_— H I veceptor (EGFRL
m 08 | TTFieks PIKICAWT 08 i 08 - TTFields EGFRWT | iy
5 e TTFiEkE PIKICA MT 511:]7 i TTFiekis EGFR MT
Hi Conchmions
(7. | = | . _‘_{L] .
04 04 ‘—‘——' 04
—— Control NF1 WT = M | i _1
02f 02 - Control NF1 MT : 02 e t
TTFields NF1 WT H —| 1 |
a0 ool TRessrinT | i 00 | i
L o
o 10 20 20 40 50 0 10 20 30 a E ) ) £ F) 50
Time (monthe) Time (months) Time (months)

patientforward®

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

© 2024 Novocure GmbH 13
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the therapeutic potential of TTFields INFORMATION, USE

. THE QR CODE:
/] "
therapy becoming a research "hotspot
& frontiers | froners in Onesiogy Y’:j&"‘&"’&
300 o , o 2000 @) o
= Number of publications = Cumulative total —— Total Citations @ Research on application of
1800 o gioblastoma A bibhometric
250 1600 i snd visual an-alysis
200 1400 AVERAGE INCREASE
, 1200 |N THE CUMULATIVE
15 ;gg" NUMBER OF
100 - PUBLICATIONS
400 RELATED TO TTFIELDS
50
200
0 1]
A T T T - T SN BN ar
£ e e N LA "1»
A R R
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) e " e
. ®
an e I’W th rwa l’d © 2024 Novocure GmbH 14

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




T TFields therapy activates inflammasomes  Ixrormation, use
to induce adjuvant immunity in GBM THEGRCOPE

ting Fields dually activate STING and AIM2
s to induce adjuvant immunity

PIESand"T1IFNs

forward © 2024 Novocure GmbH 15

GBM, glioblastoma; Chen et al. J Clin Invest. 2022;132(8):e149258. https://doi.org/10.1172/3CI149258



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

N=26 patients Median OS5

25.2mos.

15.9 mos.

10
_ 09|
1%
g 08 2-THE-TOP
o 07
£ EF-14matched-control
Z 06
g
Z 05
3 04
T 03 L
o TTFields/TMZ/PEMEROC
3 02 9 TTFields /T MZ

0.1 Tmz L.

0.0

6 12 18 24 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)

novocure

FOR MORE E}%

INFORMATION, USE 15

THE QR CODE: .
[=]=

=~

8TRT _ .=

[ Faviez]
Phase 2 study of pembrolizumab plus TTFields plus temozolomide
in patients with newly diagnosed glioblastoma (2-THE-TOP)

© 2024 Novocure GmbH 16
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STELLAR Phase 2 trial evaluated TTFields 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 t | e r‘] tfo rwa rd @ ECOG, Eastern Cooperative Oncology Group; MPM, malignant pleural mesothelioma; OS, overall survival; ORR, objective response rate; PFS, progression-free survival;
p RECIST, Response Evaluation Criteria in Solid Tumors; TTFields, Tumor Treating Fields. © 2024 Novocure GmbH 17
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 OS

0.9 1
08- Median OS, 18.2
: mo (95% ClI) (12.1-25.8)
.5 0.7
& 067 62% 1-yr OS rate
Y 054 (95% ClI, 50%-72%)
2
s 047
5 42% 2-yr OS rate
Y 0.3+ (95% Cl, 28%-55%)
0.2
| —— TTFields + Chemotherapy
01 -+ 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

novocure

FOR MORE .
INFORMATION, USE [=l; |E-I-
THE QR CODE: iE -
Articles I
Tumour  combinati 2h®
ple:r:l heli (sTE'fiAR):

amult tre, single-arm phase 2 trial

© 2024 Novocure GmbH 18
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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 TrtFr']elds (1?01"8HZ) REXTLT  TTriclds (150 kH2)
confirmed sage s | ooy =10 {BEGH  nerapy ...
or IVNSCLC +ay L CTOL A (> 18 h/day) follow-up C)j/_sseean;éc Survival
+ Q3W (CT 1sease follow-up
status 0-2 U e 1 500 mg/m2 IV Q3W
* Pre-treated Q3W for 9 weeks
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| en tfo rwa 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.
OSSN nSSssssSsSESESESESESESESEEEEEEEEEERR

© 2024 Novocure GmbH 19


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

novocure

TTFields therapy together with pemetrexed FOR MORE

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

fleld in second line NSCLC

1.0 1
0.9 -
0.8 -
07 1
0.6
05 - cm
0.4 - i
0.3 1 I
0.2 - l

|

1

1

.
00
l
-

Overall Survival

——— TTFields Therapy + pem "ol

Aphase 11l trial of Tumor Treating Fields (TTFields) therapy in i /-
combination with pemetrexed for advanced non-small cell lung
cancer

Miklos Pless . Cornelia Drosge . Roger von Moos'. Marc Salzberg !, Daniel Betticher”

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' S tf d ®  Pem, pemetrexed; TTFields, Tumor Treating Fields; PFS, progression-free survival; OS overall survival
patientrorwar Pless M et al. Lung Cancer. 2013;81(3):445-450 © 2024 Novocure GmbH 20

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
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LUNAR Phase 3 trial evaluated T TFields therapy +
SOC in metastatic NSCLC, post-platinum

TTFields (150 kHz) Clinical r N - ~
! ! therapy (> 18 h/day) follcl>r\]/lvc—au Three post-
Hlstolf?glca;ly + with CTF)D progression > Survival
confirme SOC (physician’s - follow-up follow-up
metastatic NSCLC : Q6W until o
PRTIN ¢ choice ICI or progression visits
offowing docetaxel) o
progression on/after . :
: Randomization 1:1
platinum-based - N - N
therapy - Clinical Three post-
SOC (physician’s follow-up roaression Survival
* ECOG performance choice ICl or (with CT) pf l? ) * follow-
status 0-2 docetaxel) Q6W until otiow-up otow-up
progression visits ) )

Start date: December 2016 Primary endpoints:

Primary completion: December 2022 + OS

Study completion: December 2022 Secondary endpoints:

Study sites: 124 + OS (by cohort), PFS, ORR, QoL, safety

: ®
a t| en tf rwar CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group; ICl, immune checkpoint inhibitor; NSCLC, non-small cell lung cancer; ORR, overall
p O da d response rate; OS, overall survival; PFS, progression-free survival; Q6W, every 6 weeks; TTFields, Tumor Treating Fields. © 2024 Novocure GmbH 21

ClinicalTrials.gov. NCT02973789.
e


https://clinicaltrials.gov/ct2/show/NCT02973789

novocure

TTFields therapy together with either standard of ~ FoRmoRe ~ @ %}rﬂ
care therapies or immune checkpoint inhibitor THE GR CODE: Eitb%
improved overall survival in second-line NSCLC '

Overall survival (ITT population) Overall survival (ICl-treated patients) I
10 _ 10 ,
Median OS (months) 13.2 9.9 Median OS (months) 18.5 108 ' ® TumorTreating Fields therapy with standard systemic
09 { Log-rank P-value 0.035 09 1 Log-rank P-value 0.03 e
038 HR (95% C1) 0.74 (0.56-0.98) 0.8 1 HR (95% Cl) 0.63 (0.41-0.96) b

0.7 1

IS
~

0.6 4

e
<

0.5 1

04 -

o
~

0.3 -

o
w

0.2 -

o
N

Probability of Overall Survival
Probability of Overall Survival
o
(6]

01 A M TTFields + SOC (n=137) 0.1 4 M TTFields + ICl (n=66)
[l SOC alone (n=139) [l (Clalone (n=68)
0 T T T T T T T T T 0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 - e st
Overall Survival (months) Overall Survival (months)
R -~ 1~} &
F_) cl 1—| (__' (] l]C(D rwa rd ICI, immune checkpoint inhibitor; ITT, intent to treat; NSCLC, non-small cell lung cancer; TTFields, Tumor Treating Fields. © 2024 Novocure GmbH 22

Leal et al. Lancet Oncol 2023; 24: 1002-17
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METIS Phase 3 trial evaluated TTFields therapy +
supportive care in NSCLC brain metastases, following SRS

1st IC progression:

TTFields (150 kHz) Cliniez] 2nd IC progression:

Histologically or Stereotactic follow-u salvage therapy + TTFields Survival
cytologically radiosurgery thesrapy (21.8 mice (with MRIIC; theragpy + suggortive care salvage therapy * follow-up
confirmed diagnosis + Supportive care Q8W continued supportive care
of NSCLC with brain
metastases Randomization 1:1 CROSS OVER
n=298 T
One inoperable brain i
metastasis or 2-10 — !
brain metastases . focul(')r:/'vc_aJ 1st IC progression: 2nd IC progression: Survival
amendable to SRS radiosurgery Supportive care (with MRIF; salvage therapy + salvage therapy + follow-up
Q8W supportive care continued supportive care

Start date: October 2016 Primary endpoints:
Primary completion: March 2023 - Time to intracranial progression
Study sites: 125 Secondary endpoints:

+ Time to neurocognitive failure, OS, radiological response rate, time to 2" intracranial
progression, time to 15t and 2nd progression by cohort (1-4 metastases, 5-10 metastases),
rate of intracranial progression at two-month intervals, time to distant progression, rate of
cognitive decline, neurocognitive failure-free survival, quality of life, adverse events

a tl e m tfo rwa rd ® |C, intracranial; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; OS, overall survival; Q8W, every 8 weeks; SRS, stereotactic radiosurgery;
p TTFields. Tumor Treating Fields. ClinicalTrials.gov. NCT02831959. © 2024 Novocure GmbH 23
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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 o . .
. weeks, 1 week rest, clinical Radiological .
pancrea?tlc once-weekly infusions on days follow-up tumor survival
adenocarcinoma 1, 8, 15, every 28 days (n = 20) e et progression follow-up
+/- Q8W)

nab-paclitaxel 125 mg/m?2on 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
2t e t N CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall survival; PFS,
p d tl 6 m kfo rwa rd progression-free survival; PFS6, progression-free survival rate 6 months; qw, every week; Q8W, every 8 weeks; SR, survival rate © 2024 Novocure GmbH 24

ClinicalTrials.gov. [NCT01971281]. Accessed December 21, 2020
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T TFields therapy together with chemotherapy
were well tolerated for patients with advanced
pancreatic cancer

1.01
" OS (ITT) Median, mo NR
g 0.81 95% ClI 8.4-NA
E 06 1-year survival 72%
k)
§ 0.4
i
xr 0.21
OO 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 T T T T e EEEEEEEEmEmEmm———— 1
TTFields + ) 14.9 mo 55% 30% 30% |
gemcitabine 1'
gemcitabine alone 2 6.7 mo 22% 7% 28%
____________________________________________________ o
TTFields + gemcitabine ) Not yet 72% 40% 47% |
+ nab-paclitaxel reached 1
____________________________________________________ J
gemcitabine + . 8.5 mo 35% 23% 27%

nab-paclitaxel alone

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

R o L] . :
),—41" en fo rwa rd progression-free survival; QW, every week; Q8W, every 8 weeks; TTFields, Tumor Treating Fields
F_ e - Rivera F et al. Pancreatology. 2019;19(1):64-72

novocure
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cer: Results of the PANOVA phase (525

plus nab-paclitaxel in
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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



novocure

PANOVA-3 Phase 3 trial evaluated TTFields therapy + gemcitabine +
nab-paclitaxel in unresectable, locally advanced pancreatic cancer

TTFields (150 kHz) Clinical Post ) [ )
therapy (> 18 h/day) follow-up roqressive Survival
Diagnosis of + (with CT) P d'g * foll
unresectable, gemcitabine + nab- Q8W until f lIlsease ollow-up
locally-advanced paclitaxel progression ollow-up ) ; )
adenocarcinoma of o
the pancreas Randomization 1:1
Clinical | [ |
* ECOG performance o follow-up Post .
status 0—2 gemcitabine + nab- (with CT) progressive . Survival
paclitaxel Q8W until disease follow-up
progression follow-up ) $ )
Start date: February 2018 Primary endpoints:
Primary completion: October 2024 + OS MET PRIMARY
Study completion: October 2024 Secondary endpoints:
Study sites: 199 - PFS, local PFS, ORR, 1-year survival rate, QoL, pain-free ENDPOINT

survival, puncture-free survival, resectability rate, safety

b - ®
p dt en tfo r"wWa rd CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group; ORR, overall response rate; OS, overall survival; © 2024 Novocure GmbH 26
) PFS, progression-free survival; Q8W, every 8 weeks; TTFields, Tumor Treating Fields
ClinicalTrials.gov. NCT03377491



https://clinicaltrials.gov/study/NCT03377491
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I I I [ FOR MORE
TTFields therapy together with gemcitabine and o oN. USE
nab-paclitaxel iImproved overall survival in locally =~ THEGRCODE:
advanced, unresectable pancreatic cancer
L0 e Overall survival (ITT population) e ——
09 — Roafnmixed, Open-Label, Pivotal Phase Ill PANOVA-3 Study
08
_ Median OS (months) 16.2 14.2
%’ 0.7 1 Log-rank P-value 0.039
5 HR (95% Cl) HR = 0.82 (95% Cl: 0.68, 0.99)
= ok 1-year survival (95% Cl) 68% (62-74) | 60% (54-66)
% o TTFields + GnP
o
2 04 -
] GnP
S 03
02
01
+ Censored
0.0 1 1 1 1 1
0 12 18 24 30 36
Months
|-' _‘,! »| '/_ ] _ fo rwa rd : Cl, confidence interval; GnP, gemcitabine and nab-paclitaxel; HR, hazard ratio; ITT, intent to treat; OS, overall survival; TTFields, Tumor Treating Fields © 2024 Novocure GmbH 27

Babiker et al. JCO 43, 2350-2360 (2025)
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encouraging response rate and durability signals foRMORE | [EINEE
in EF-31 phase 2 gastric cancer trial THE GR CODE: Egp

EF-31 PHASE 2 PILOT TRIAL DESIGN?

TTFields + XELOX
(+trastuzumab for
HER2+ pts) g3w

screening and baseline
evaluation (n=26)

El:wieerf(:therapy 7 8 mO 1 O . 3 mO

N
SOC :
chemotherapy? 6.9mo 6.9mo 48% :

patientforward®

clinicaltrials.gov. [NCT04281576]; 2. CheckMate 649, clinicaltrials.gov. [NCT02872116], Lancet 2021
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encouraging signals in liver cancer despite poor FOR MORE m3c5 ]
: : INFORMATION, USE par ] Yy

prognosis and low treatment exposure in THE QR CODE: ’-t.ﬁ‘n
(g et 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
T’ f d ® 2 Novocure, Ltd. Effect of Tumor Treating Fields (TTFields, 150kHz) Concomitant With Sorafenib For Advanced Hepatocellular Carcinoma (HCC) (HEPANOVA) In
atlentrorwar ClinicalTrials gov [Internet]. Bethesda (MD): National Library of Medicine (US). 2000-[cited 2018 October]. Available from
pPatient https://clinicaltrials gov/ct2/show/NCT03606590. NLM Identifier:NCT03606590 @ 2uz Nl Sl 1l 29
Y Llovet JM et al. N. Engl. J. Med. 2008;359:378-390. doi: 10.1056/NEJM0a0708857
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2025-2026 anticipated clinical development milestones

TRIAL TTFIELDS + | PHASE 2 | PHASE 3 | APPROVED
EF-14 TMZ
TRIDENT TMZ + radiation DATA IN 2026
CNS glioblastoma
KEYNOTE D58 [TMZ + pembrolizumab enrolling

indications

torso

EF-11 monotherapy (recurrent GBM)
brain METIS monotherapy SUBMISSION IN 2025
metastases
LUNAR docetaxel or PD-L1 inhibitor (2L)
[L?]r;—zr;’\:cllec;ell LUNAR-2 pembrolizumab + platinum (1L) enrolling
LUNAR-4 pembrolizumab (2L retreatment) m

indications mesothelioma STELLAR

pancreatic PANOVA-3

cancer PANOVA-4

pemetrexed + cisplatin/carboplatin
|
SUBMISSION IN 2025

I—

DATAIN 2026

nab-paclitaxel + gemcitabine (LAPC)

atezolizumab + nab-paclitaxel +

gemcitabine (MPC)

patientforward’
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study evidence
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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
Overall survival according to extent of TTFields usage . ¢ Accarn g 1536

Median OS
100 Determinants of tumor treating field usage in patients
'|_|'F|elds + TMZ with primary glioblastoma: A single institutional
. experience
4 high use group (n=19)
1 Motthow T Sae Kokt . Qe . Muiion Mishant oy M. Sormsen, Srandon Soughrmen.
80 Seeadese Kpe vt
Y TTFields + TMZ (n=40) e e e
2 o TMZ alone (n=32) 15.0 mo SR S R R -
% No TTFields use et e sy s
i Excellent use Mg &
g o =
® e e T
Poor TTFields use l oo
20 — +
+ - |
1]
0 12 24 36 48 &0
SURVIVAL TIME (MONTHS)

ndGBM, newly diagnosed glioblastoma; OS, overall survival; TMZ, temozolomide, TTFields, Tumor Treating Fields. Mild to moderate skin irritation was the

. ®
most common device related side effect. High use group >2 months use and >75% usage. Low use group <75% usage or <2 months use. Ballo et al. Neuro-
pa tl e m tfo rwa rd Oncology Advances, Volume 4, Issue 1, January-December 2022, vdac150, https://doi.org/10.1093/noajnl/vdac150 © 2024 Novocure GmbH 33




real-world evidence validates EF-14 with
statistically significant improvement in PFS
and OS in Chinese patients with ndGBM

FOR MORE
INFORMATION, USE
THE QR CODE:

novocure

[ s
Clinical Medicine MOPY

PES for all subjects OS for all subjects Tumor Treating Fields Combine with Temozolomide for Newly
100%-7 = iagnosed Glioblastoma: A Retrospective Analysis of Chi
— TIF i — TTF Patients in a Single Center orthnes
-t Non-TTF -4 Non-TTF Counii Chrn 34445, X 147, K S U141, 35 Zhamg U243, ey Zhang 473
oy i ] T
T 75 Log-rank P <0.001 —— 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
= 50% E
7 5 0%
£ s
T 25%- 2 254
g : 7
-=
5 O e £
= T T T 0% T
£ 0 10 20 30 40 0 |I0 zlo 30 4lu
Months Months
Median OS Median PFS
TTFields + TMZ (n=63) 21.8 mo
TMZ alone (n=204) 15.0 mo 11.0 mo
. ®
p a t| e ﬂ tfo rwa rd HR, hazard ratio; OS, overall survival; PFS, progression-free survival; TMZ, temozolomide; TTFields, Tumor Treating Fields. Mild to moderate skin irritation © 2024 Novocure GmbH 34

was the most common device related side effect. 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 INFORMATION, USE

profile of TTFields therapy in ndGBM Japanese THE GR CODE:
patients, validating EF-14 improved survival rates

100 ) l. [CO s e i O 1
oo . Laatiadl oxroro

90+ |

8
E & s Original Article
£ 80 ! m Safety and efficacy of tumour-treating fields
a N ‘l (TTFields) therapy for newly diagnosed
Q liobl. inJ i using the
o 701 Sy 1-year 2-year NoveTTF 8y A o st ?r
P | survival survival study
o
g 60 i ' 659 P el e
] B i (el el i o e B T el el e - TMZ alone 5 /B 3 1 A Shigeru v-m.gzm’: Akitake Muhu':l;d Masayuki Kl;llmod’
c
501 | . sy e et
£ e M TTFields + TMZ P TN,
: 40+ 1-year OS (85% Cl) (n=14) e == ; i
2 2 18 hiday: 89.5 (64.1-97.3) . e
I <18 h/day: 69.6 (37.8-87.4) TTFields + TMZ by ——
g i 2year S (95% Cl) high use group 89.5% 65.8% o )
o 2 18 hiday: 65.8 (38.6-83.2) (n=21) T
s 204 <18 hiday. 46.4 (19.3-69.9) » Sk Tumourssin s therpy i o lcoragond, i< ssamers. sy
o Median 08 s g s v (NCTO0R 0, Her: w rper oot
] 2 18 h/day: Not reached Methods: from newy disg-
14 10 < 18 hiday: 18.8 months ol o s
P=0.135 events. Tha secondary endpaints wera 1- and 2yaar overall survival ratas, and the S:month
i o S i el A A o s Vg S
0 , , . . . - - - : ; - ) e o o
0 2 4 5 8 10 12 14 16 18 20 22 24 age 59 years; median baseline Karnofsky Performance Scale score s&.m::i‘::[m
brpentcey
Observation period (months) o To s e aze e
— Daily average usage 2 18 h - - Daily average usage < 18 h S i

~F 1_ ® 1) Results from the EF-14 study, Stupp R et al. JAMA. 2017;318(23):2306-2316
p d tl 6 m kfo rwa rd ndGBM, newly diagnosed glioblastoma; OS, overall survival; TMZ, temozolomide; TTFields, Tumor Treating Fields. Mild to moderate skin irritation was the © 2024 Novocure GmbH 35
most common device related side effect. High use group daily average usage >18 hours. Low use group daily average usage <18 hours. Nishikawa et al.

Jagar\ese Journal of Clinical Orwcolo% 2023 httgs //doi orﬁ/lO 1093/“co/h‘ad001
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long term study of ndGBM patients, covering INFORMATION, USE

18-year period, confirms TTFields’ positive effect THE QR CODE:
on PFS and OS

Strata
s TTFields = YES
s TTFields = NO
Eighteen years' experience
with tumor treating fields in
the treatment of newly
diagnosed glioblastoma

Sundval probabili ty
e
in
o

Progression Free Survival

e p=0029 - .
median median
—_ PFS oS
’ = Time E:unths) - 2o TTFields +
TMZ (n=55)
- Strata 12.45 24.80
r 1 ¢ o
s TTFields = YES iz alens mo mo
= . 0.75- s T TFields = NO
s =
2 3
s Z
‘3- £ ose-
2 oz
® -
a>; @ 0.25-
(@]
. o 0 150 200 o s

100
Time (months)

1) Results from the EF-14 study, Stupp R et al. JAMA. 2017;318(23):2306-2316
- = ]C d ®  ndGBM, newly diagnosed glioblastoma; OS, median overall survival; PFS, median progression-free survival; TMZ, temozolomide; TTFields, Tumor Treating
p a J“ 6 mt O rwa r Fields. Mild to moderate skin irritation was the most common device related side effect. Vymazal J, et al. Front. Oncol. 12:1014455. doi © 2024 Novocure GmbH 36
10.3389/fonc.2022.1014455
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. . : FOR MORE
TIGER study of routine clinical care in German INFORMATION, USE

NAdGBM patients corroborates overall survival THE GR CODE:
and safety outcomes from EF-14

Overall Survival Progression-Free Survival
. . H 1-0 N i umor freatin lelds g1 |n atients wi newl lagnoset loblastoma:
10 Median OS (months) 19.6 MR AR (months) ez I s T e tu‘ld'lsmG‘:rmar:;|dr|rl';‘:utlﬂed\:gll'ru(l.;‘ll:‘,‘iru{TIGERIslm‘ly
95% Cl 17.9 - 22.4 95% Cl 94-114 : = —
S 0.8 ¥ 0.8+
> b
2 &
5 c
a 8
g 0.6 g _ 0.6 |
[

8 82
N o
0 0.4 50.4
2 5o
.‘% =
8 0.2 5 02
2 2
a 0

o

0.0 T T T T T 0.0 T T T T T
0 12 24 36 48 60 0 12 24 36 48 60

Follow up {Months) Follow up {Months)

N 1 fo rwa rd @ ndGBM, newly diagnosed glioblastoma; OS, overall survival; PFS, progression-free survival. Bahr et al. Tumor treating fields (TTFields) therapy in patients with glioblastoma
- Long-term survival results from TTFields in Germany in routine clinical care (TIGER) study. JCO 42 2036-2036 (2024)..doi:10.1200/JC0.2024.42.16 _suppl.2036 © 2024 Novocure GmbH 37



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 ] HR?! 95% CI! p-value
Age (years) 19,414 1.02 102,103 <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
astracytoma

rGBEM

55 Heat (warmth)
sensation

Electric (tingling)
sensation

ndGBM

59 . i

(B) Age m Skin reaction
> 65 years
HWPatients with 2 1
18-65 years 56 TTFields Therapy-
<18 years related AE
0 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,
Datient fO '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
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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

of —
| _ | | | _

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

With a poor survival outlook, physicians and patients need

additional treatment strategies

f d 1. Siegel RL, Miller KD, Fuchs HE, Jemal A. CA Car
l O rWa r Gotwals P, Cameron S, Cipoll

ipolletta D, et

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.
erol 016.96. 5.
Bashraheel SS, Domling A, Goda SK. Bio.

2017;17(5):286-301. doi:10.1038/nrc.2017.17. 4. L<>D‘QZJ‘;, Banerji U. Nat Rev Clin Oncol. 2017;14(1):57-66. doi:10.1038/nrclinonc.20:
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 SON\\  TUMOR TREATING FIELDS THERAPY

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

patientforward” , ...

aba Al, Catoi
2019;14(

Ks/NBK9963/. 3. © 2024 Novocure GmbH 42
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a growing body of evidence supporting e oD e
- . c THE QR CODE:
multiple mechanisms of action

JOURNALARTIELE! ACCEPTED MANUSCRIPT

Anti-cancer mechanisms of action of therapeutic

* Preclinical research has shown interference with cancer oy -EEL
cell motility and migration, activation of anti-tumor el
immunity, downregulation of genes important for DNA G i, . A ;8
damage repair, and other potential mechanisms

Despite improved survival outcomes across many cancer types, the prognosis

gy, mjac047, https://doi.org/10.1093/jmcb/mjac04

Jo
Published: August 2

remains grim for certain solid organ cancers including glioblastoma and
. pancreatic cancer. Invariably in these cancers, the control achieved by time-
«  Ma y demonstrate enhanced effects across solid tumor B0 s oo e v e o
and chemotherapy is short-lived. A new form of anti-cancer therapy called
H H therapeutic alternating electric fields (AEFs) or tumor treating fields (TTFields)
types when used with chemotherapy, radiotherapy, s b s e i o s sy 5 e
anti-cancer effects that translate to improved survival outcomes in patients.
i m m u n e C h eC k po | nt | n h | b | t | O n o r PA R P | n h | b | t | O n | n Although the pre-clinical and clinical data are promising, the mechanisms of
2 TTFields are not fully elucidated. Many investigations are underway to better
. . understand how and why TTFields is able to selectively kill cancer cells and
p re C ll n I C a l m O d e ls 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.

1T | ¢ 1 f d ® Chirag B. Patel, et al. Journal of Molecular Cell Biology. Anti-cancer mechanisms of action of therapeutic alternating electric fields (tumor treating fields [TTFields]).
4 ol O rWa r https://academic.oup.com/jmcb/advance-article/doi/10.1093/jmcb/mjac047/6668799 © 2024 Novocure GmbH 43
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Tumor Treating Fields have multiple,
distinct mechanisms of action

__________
- -~
~~~~~
- ~.
- ~
- ~.
- ~.
-
- ~,
- ~

disruption of interference of

e cell movement and
mitosis

TTFields are electric migration
fields that exert L _
physical forces to kill ;
cancer cells via a - -
downregulation of B variety of mechanisms /*/Y\ﬁ downstream
DNA damage 1) 't % enhancement of
response | (o Y\A_/)*/ antitumor immunity
-------------------------------------- L o J
D¢ ] | | | I fO rWa rd(‘:} Rominiyi O et al. Br J Cancer. 2021;124(4):697-709. 2. Karanam 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.
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T TFields have been shown to disrupt mitosis in
cancer cells by exerting physical forces on their
polar components

Metaphase Anaphase Telophase
A A

&® Cellular components

N, Yang A, Holtzman TS, Lee SX, Wong ET, Swanson KD. PLoS One. 2015;10(5):1-20. doi:10.1371/jou

fo rwa rd . 1‘(\7“":"? n T, Kaynan N, Da \‘f S, etal. Car immunolimmu L ,‘,"w”zii“‘i‘u4 xiTl’ime

FOR MORE
INFORMATION, USE
THE GR CODE:

SCIENTIFIC REPg}RTS

Mitotic Spindle Disruption by
Alternating Electric Fields Leads to
Improper Chromosome Segregation
.= and Mitotic Catastrophe in Cancer
" Cells

' PH, W k;(u' r;wu{'fw Clin Oncol Educ Book. © 2024 Novocure GmbH 45



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

@
b
2
©
E
s
-]
£
=

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.

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.

| fo rWa rd 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/cancers 12103016

novocure

FOR MORE [w] i [w]

INFORMATION, USE
THE QR CODE: E

- cancers ‘moPt

ing Fields (TTFields) Hinder Cancer Cell
ough Regulation of Microtubule and
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TTFelds-mediated cell disruption activates the
Immune system and triggers a downstream
antitumor cell response

TTFields induces
downstream
immunogenic cell

TTFields therapy

death, including

release of DAMPs
(damage-associated
molecular patterns)

Downstream antitumor
immune response

Cancer Immune Cell Activation

2020;69(7):1191-1204

fO rnwa rd ®  Voloshin T, Kaynan N, Davidi S, et al. Cancer Immunol Immunother

FOR MORE
INFORMATION, USE
THE GR CODE:
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T TFelds downregulate genes
important for DNA damage repair

*  TTFields disrupt DNA damage repair in cancer cells by downregulating
genes that are part of the well-known FA-BRCA pathway!?
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Tumor-treating fields elicit a co | vulnerability to
ionizing radiation via the downregulation of BRCA1
signaling and reduced DNA double-strand break repair
capacity in non-small cell lung cancer cell lines
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IN-class treatment modality

« 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
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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:

Chemotherapy Radiation therapy (RT)
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