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real-world evidence showed ndGBM median
overall survival extension by over 12 months in
the high use TTFields group

‘Overall survival according to extent of TTFields usage
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Determinants of tumor treating field usage in patients
with primary glioblastoma: A single institutional
experience
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ndGBM, newly diagnosed glioblastoma; OS, overall survival; TMZ, temozolomide, TTFields, Tumor Treating Fields. Mild to moderate skin irritation was the
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Oncology Advances, Volume 4, Issue 1, January-December 2022, vdac150, https://doi.org/10.1093/noajnl/vdac150
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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
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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
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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.
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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
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TIGER study of routine clinical care in German
NAdGBM patients corroborates overall survival

and safety outcomes from EF-14
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Tumor Treating Fields therapy in patients with newly diagnosed glioblastoma:
elds in Germany in routine clinical care (TIGER) study

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 6




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
ves 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.
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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

n @ 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,

Datienil 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
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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

) (6 cycles)
debulking surgery

* Pre-treated with
radiation (45-70Gy) and
temozolomide
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Q
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Q
o
3
N
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o
O
[N

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
combination

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.

uolssa1b0.4d puz 10 SYUoW 42

* Survival
follow-up

* Survival
follow-up

© 2024 Novocure GmbH
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in NdGBM, Optune Gio + TMZ provided an foonomeonuse  SSAE]

THE QR CODE:

unprecedented long-term survival benefit OOt 25

Effect of Tumor-Treating Fields Plus Maintenance

vs e Alone
on Survival in Patients With Glioblastoma
A Randomized Clinical Trial
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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* ()/ ————"
W
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OS, overall survival; TMZ, temozolomide. Toms SA et al. J Neurooncol. 2019; 141(2): 467-473
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FOR MORE

higher TTFields therapy dose can lead inFormation, [

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 © 2024 Novocure GmbH 13




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 11.0 .
S Women 24.6 18.5 -
ex » Men 19.1 155 -
Total 20.9 16.0 -

01 «——10—>s 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

© 2024 Novocure GmbH 14

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



Optune Gio 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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Cl, confidence interval; TMZ, temozolomide. Ram Z et al. Frontiers in Oncology. 2022; 12: 902929
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biopsy-only patients using Optune Gio
nad longer median overall survival

Overall Survival in Biopsy-Only Patients®
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Cl, confidence interval; TMZ, temozolomide. Stupp R et al. JAMA. 2017;318(2
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on Survival in Patients With Glioblastoma
A Randomized Clinical Trial
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survival benefit occurred independently
of MGMT methylation status

G Methylated T Unmethylated
0.91 097 i
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o ©
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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)

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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Optune Gio has a strong safety profile with no R o use i

significant increase in serious AEs compared e
with TMZ alone

Optune +TMZ  TMZalone =

Incidence of grade 3/4 AEs occurring in 25% of
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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 © 2024 Novocure GmbH 18



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




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 e 1.21 (0.45-3.29) 3.0
Overall 748 682 . 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’
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FOR MORE
INFORMATION, USE
THE QR CODE:

tio

Assoclation of Tumor Treating Fields (TTFields) 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*
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TTFields therapy provide consistent activity for
patients with GBM irrespective of molecular
alterations

PIK3CA

Progression free survival PIK3CA
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-~ 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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Neuro-Oncology Advances

Molecular alterations associated with improved
outcome in patients with glioblastoma treated with
Tumor-Treating Fields
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the therapeutic potential of TTFields PORMORE e
therapy becoming a research "hotspot” ™
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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
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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
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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)
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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 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 25
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
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 044
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
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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 stage s | "eiopy (=10 {BEGH  nerapy ...
or IVNSCLC +ay LSBT (> 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.

© 2024 Novocure GmbH 27



https://clinicaltrials.gov/ct2/show/NCT00749346
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TTFields therapy together with pemetrexed FOR MORE

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

fleld in second line NSCLC
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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%

- J[ = 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 28

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
OSSN



novocure

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

TTFields (150 kHz) Clinical - 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
oflowing 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 a d response rate; OS, overall survival; PFS, progression-free survival; Q6W, every 6 weeks; TTFields, Tumor Treating Fields. © 2024 Novocure GmbH 29

ClinicalTrials.gov. NCT02973789.



https://clinicaltrials.gov/ct2/show/NCT02973789
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improved overall survival in second-line NSCLC

TTFields therapy together with either standard of =~ FORMoRE %&?ﬂﬁl

Overall survival (ITT population) Overall survival (ICl-treated patients) 1.
1.0 _ 1.0 _
Median OS (months) 13.2 9.9 Median OS (months) 18.5 108 =% ® Tumor Treating Fields therapy with standard systemic
09 - Log-rank P-value 0,035 09 - Log-rank P-value 003 o e o D
08 A HR (95% Cl) 0.74 (0.56-0.98) 08 - HR (95% ClI) 0.63(0.41-0.96) ZZZJIIIL’."L?JL"&.".‘:::::;’ZTSL‘,"’“”“““’”""“"”‘““‘

0.7 1

IS
~

0.6 4

e
<

0.5 1

0.4 -

o
~

0.3 -

o
w

0.2 -

o
N

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

01 {4 M TTFields + SOC (n=137) 0.1 4 M TTFields + ICI (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 - s i i
Overall Survival (months) Overall Survival (months)
L L ®
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 30

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 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 31



https://clinicaltrials.gov/study/NCT02831959

TTFields therapy with supportive care following
SRS improved time to intracranial progression in
patients with brain metastases from NSCLC
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BSC, best supportive care; HR, hazard ratio; NSCLC, non-small cell lung cancer; SRS, stereotactic radiosurgery; TTFields, Tumor Treating Fields; TTIP, time to
= s __f d intracranial progression. Mehta et al. Results from METIS (EF-25), an international, multicenter phase Il randomized study evaluating the efficacy and safety of
Pa tlentrorwar tumor treating fields (TTFields) therapy in NSCLC patients with brain metastases. JCO 42 2008-2008(2024). doi:10.1200/JCO.2024.42.16_suppl.2008 © 2024 Novocure GmbH
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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
. ®
- - CT, computerized tomography; ECOG, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall survival; PFS,
p a t | e m tfo 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 33

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

1.0-
" OS (ITT) Median, mo NR
g 0.87 95% Cl 8.4-NA
E 06 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 T e EEEEEm—— 1
TTFields + ) 14.9 mo 55% 30% 30%
gemcitabine }
gemcitabine alone 2 6.7 mo 22% 7% 28%
TTFields + gemcitabine . 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,

- - = = = ® . .
) t o f d progression-free survival; QW, every week; Q8W, every 8 weeks; TTFields, Tumor Treating Fields
F_ d | 6 ] - OrWa r Rivera F et al. Pancreatology. 2019;19(1):64-72
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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 THE OR CoDE

EF-31 PHASE 2 PILOT TRIAL DESIGN?

: : TTFields + XELOX
screening and baseline
. (+trastuzumab for
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) 50, 78mo 103m0  72%
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SOC _-__-__-_o ___________________________________________________
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encouraging signals in liver cancer despite poor FOR MORE obk=A0!
: : 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
o 1_ "f d ® 2 Novocure, Ltd. Effect of Tumor Treating Fields (TTFields, 150kHz) Concomitant With Sorafenib For Advanced Hepatocellular Carcinoma (HCC) (HEPANOVA) In
atient O rwa r ClinicalTrials.gov [Internet]. Bethesda (MD): National Library of Medicine (US). 2000-[cited 2018 October]. Available from
s https://clinicaltrials. gov/ct2/show/NCT03606590. NLM Identifier:NCT03606590 vz NerEgle Cifielnl - £
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 newl)l/_dgalgnosed TRIDENT radiation + temozolomide final data pending
glioblastoma i
program KEYNOTE D58 peTebrL%Ichl;lrc?r?q?d-‘e- IND approved
recurrent
glioblastoma EF-11 monotherapy
brain metastasis METIS monotherapy met primary endpoint
EF-15 pemetrexed completed
th . LUNAR docetaxel or PD-L1 inhibitor PMA submitted
oracic non-small cell LUNAR-2 pembrolizumab + | OF 3
cancer lung cancer B chemotherapy | approve
program LUNAR-4 immune checkpoint inhibitor in design |
KEYNOTE B36 pembrolizumab enrolling
mesothelioma STELLAR | Pomeue et o *
carboplatin)
PANOVA nab-paclitaxel + gemcitabine comleted
gastro- pancreatic PANOVA-3 nab-paclitaxel + gemcitabine final data pending
cancer " .
H A atezolizumab + nab-paclitaxel —
intestinal PANOVA-4 + gemitabine enrollm
[C)?g;f;m hepg‘:ﬁﬂgﬁ; HEPANOVA sorafenib comleted
gastric EF-31/ZL-8301-001 XELOX completed

adenocarcinoma
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tumor treating fields
mechanism of
action overview
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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

fo rwa rd 1. Siegel RL, Miller KD, Fuchs HE, Jemal A. CA Car
Gotwals P, Cameron S, Cipol

ipolletta D, et a

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 SN\ 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(
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a growing body of evidence supporting e oD e
- . c THE QR CODE:
multiple mechanisms of action

JOURNALARTIELE| ACCEPTED MANUSCRIP

Anti-cancer mechanisms of action of therapeutic

*  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

Despite improved survival outcomes across many cancer types, the prognosis

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

A Permissions 3 Share v

remains grim for certain solid organ cancers including glioblastoma and
pancreatic cancer. Invariably in these cancers, the control achieved by time-

*  May demonstrate enhanced effects across solid tumor

and chemotherapy is short-lived. A new form of anti-cancer therapy called
g g therapeutic alternating electric fields (AEFs) or tumor treating fields (TTFields)
types when used with chemotherapy, radiotherapy, Mt b hows, i Bl o Wi o st o
anti-cancer effects that translate to improved survival outcomes in patients.
H H H 1 1+ H 1 1+ 1 Although the pre-clinical and clinical data are promising, the mechanisms of
Immune checkpoint inhibition, or PARP inhibition in s o e e i el i
.. understand how and why TTFields is able to selectively kill cancer cells and
p reC ll n I Ca 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 42
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Tumor Treating Fields have multiple,
distinct mechanisms of action
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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 T
downregulation of ; variety of mechanisms /*/Y\JS downstream
DNA damage 1) 't + enhancement of
response K (N Y\&-/)*/ antitumor immunity
-------------------------------------- L e - J
D¢ ] I | | 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

Telophase

Metaphase Anaphase
A A

Microtubules &® Cellular components

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

]CO r\f\fa rd . 1‘\‘” T, Kaynan N, Da idi S, etal Cancer Immunol Immu ,‘,\’:1‘1“1‘1,4 "1“%\/41;‘1\'13
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Mitotic Spindle Disruption by
Alternating Electric Fields Leads to
Improper Chromosome Segregation
.=« and Mitotic Catastrophe in Cancer
" Cells

[
snay

' PH, W k;(u' :wu{'a:y; Clin Oncol Educ Book © 2024 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.

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/cancers12103016
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TTFelds-mediated cell disruption activates the
Immune system and triggers a downstream
antitumor cell response

: N TTFields induces
TTFields therapy . Immune stimulating
: jactors downstream
immunogenic cell

death, including

release of DAMPs
(damage-associated
molecular patterns)

Downstream antitumor
immune response

Cancer Immune Cell Activation
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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
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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)

. ®
a t | e n tfo rWa rd 1. Pless M, et al. Lung Cancer. 2013;81(3):445-450. 2. clinicaltrials.gov. INCT02831959] 3. Rivera F, et al. Pancreatology. 2019;19(1):64-72. 4. clinicaltrials.gov. INCT03377491] 5. Vergote |,
et al. Gynecol Oncol. 2018;150(3):471-477. 6. clinicaltrials gov. NCT03940196] © 2024 Novocure GmbH 49




	Appendix: Clinical Evidence
	Slide 1: real-world and routine clinical care study evidence
	Slide 2: real-world evidence showed ndGBM median overall survival extension by over 12 months in the high use TTFields group
	Slide 3: real-world evidence validates EF-14 with statistically significant improvement in PFS and OS in Chinese patients with ndGBM
	Slide 4: post-approval study supports safety and efficacy profile of TTFields therapy in ndGBM Japanese patients, validating EF-14 improved survival rates 
	Slide 5: long term study of ndGBM patients, covering 18-year period, confirms TTFields’ positive effect on PFS and OS
	Slide 6: TIGER study of routine clinical care in German ndGBM patients corroborates overall survival and safety outcomes from EF-14
	Slide 7: review article identifies TTFields therapy as one of few factors driving increased overall survival in GBM patients since the 2005 Stupp-protocol
	Slide 8
	Slide 9: tumor treating fields clinical evidence appendix
	Slide 10
	Slide 11: in ndGBM, Optune Gio + TMZ provided an unprecedented long-term survival benefit
	Slide 12: more time on Optune Gio predicted increased significant survival benefit
	Slide 13: higher TTFields therapy dose can lead to increased efficacy
	Slide 14: all analyzed subgroups experienced a benefit when adding Optune Gio to TMZ
	Slide 15: Optune Gio was associated with increased survival in patients 65 years and older
	Slide 16: biopsy-only patients using Optune Gio had longer median overall survival
	Slide 17: survival benefit occurred independently of MGMT methylation status 
	Slide 18: Optune Gio has a strong safety profile with no significant increase in serious AEs compared with TMZ alone
	Slide 19: HCPs and patients reported stable quality of life up to 1 year of Optune Gio use
	Slide 20: meta-analysis in ndGBM showed significant improvement in OS, and usage ≥75% consistently prolonged survival, corroborating pivotal trial data
	Slide 21: TTFields therapy provide consistent activity for patients with GBM irrespective of molecular alterations
	Slide 22: the therapeutic potential of TTFields therapy becoming a research “hotspot” 
	Slide 23: TTFields therapy activates inflammasomes to induce adjuvant immunity in GBM
	Slide 24: there is early evidence of efficacy in newly diagnosed GBM patients when TTFields therapy is added to immune checkpoint inhibitors
	Slide 25: STELLAR phase 2 trial evaluated TTFields therapy + pemetrexed and cisplatin or carboplatin in MPM
	Slide 26: MPM patients who used Optune Lua first line achieved 18.2 months median OS
	Slide 27: EF-15 phase 2 trial evaluated TTFields therapy + pemetrexed in NSCLC
	Slide 28: TTFields therapy together with pemetrexed improved disease control within the treatment field in second line NSCLC
	Slide 29: LUNAR phase 3 trial evaluated TTFields therapy + SOC in metastatic NSCLC, post-platinum
	Slide 30: TTFields therapy together with either standard of care therapies or immune checkpoint inhibitor improved overall survival in second-line NSCLC
	Slide 31: METIS phase 3 trial evaluated TTFields therapy + supportive care in NSCLC brain metastases, following SRS
	Slide 32: TTFields therapy with supportive care following SRS improved time to intracranial progression in patients with brain metastases from NSCLC
	Slide 33: PANOVA phase 2 trial evaluated TTFields therapy + gemcitabine +/- nab-paclitaxel in pancreatic cancer
	Slide 34: TTFields therapy together with chemotherapy were well tolerated for patients with advanced pancreatic cancer
	Slide 35: encouraging response rate and durability signals in EF-31 phase 2 gastric cancer trial
	Slide 36: encouraging signals in liver cancer despite poor prognosis and low treatment exposure in HEPANOVA phase 2 trial
	Slide 37: platform technology driving robust clinical pipeline
	Slide 38
	Slide 39: tumor treating fields mechanism of action overview
	Slide 40: patients with aggressive solid tumors often face suboptimal survival outcomes, despite advancements in treatment modalities
	Slide 41
	Slide 42: a growing body of evidence supporting multiple mechanisms of action
	Slide 43: Tumor Treating Fields have multiple, distinct mechanisms of action 
	Slide 44: TTFields have been shown to disrupt mitosis in cancer cells by exerting physical forces on their polar components
	Slide 45: TTFields have been shown to alter the organization and dynamics of the cytoskeleton, disrupting cancer cell motility and migration
	Slide 46: TTFields-mediated cell disruption activates the immune system and triggers a downstream antitumor cell response
	Slide 47: TTFields downregulate genes important for DNA damage repair
	Slide 48: TTFields is a highly versatile first-in-class treatment modality
	Slide 49: TTFields therapy can be added to cancer treatment modalities in approved indications


