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Number of newly diagnosed cancer cases and deaths in the UK for all

cancers* thebmyj

In people aged 35-69 years between 1993 and 2018

*International Classification of Diseases (10th revision) codes C00-C97, excluding non-melanoma skin cancer for
incidence (C44)

== Female incidence Male incidence Female deaths Male deaths

No of registrations or deaths (000s)

1993 1995 1997 1999 2001 2003 2005 2007 2009 2011 2013 2015 2017

9 in 10 women who die from cervical cancer

live in low- and middle-income countries
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Exhibit 46: Comparison of trial duration to phase-change duration (years) in key disease areas, 2014-2023

2019-2023 Change in duration compared to 2014-2018
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Age-standardized (World) incidence and mortality rates, top 10 cancers
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The Global Cancer Observatory - All Rights Reserved - March, 2021,




51.07 %

Breast Ca 5 yrs
Survival Rate

® . .  PENYAKITDENGAN
KLAIM BPJS KESEHATAN o i )
rgy PALING BESAR Avercgg Initial 2-3 1-2
e A e e o Stage Diagnose

of Breast Cancer

o (Eeeq .

Penyakit 3 )

m‘ From: Increased healthcare costs by later stage cancer diagnosis
[ ke 000 e — $300,000' . : : ; : ,
== - XIS | ! : ! : : |
— 227 pa ko ; ! : ! : : :
1.322 98 | ang tahun 2022 ' ' ! ' $250,062 ! 5 !
: = Z: $250,000 ! g | ; : | ; i
[ Hemotita Im- 767 ! H i E i i :
[ nimems | P x | E i L 2040248 ! : i
6.16; 200,000 H ' H ] H i
= ! : ; | | : |
193 989 ! ' i 1 $169.959 $168,5281 : !
= B : E ! $156,424 | [—— : i
150,000 ! : ! : : , : ;
3 i $133,100 i $129.338 ' ' ' : '
i ST16,087: s113[088 L $101,890 ' s11ll276 ! $110,563 : i
e P e L sos b ! $1045560 : $99,2421 $1032241 ¢o0 a1 i I
D s 5 i haa 1 e AR 2 SR $1005000: E $86,5331 $89.324 ; R : $84,685 i
$77.395 ' ! $80M03 ' $74.215| | —_ !
. $64,648 ! ! ! ] Y7 $55,148 $62.497!
1556, ) $56,6421 $42,6691 | : il
Opportunity Loss Up — 5 $s1.85 s | Moo e | B ssi ol M
2000 ! $37.591 ! ! ' 33,830 | S4QE05 $27,563:
to 45% ; szo I : 529 : : = | B s2.904) |
{ 1 Sl4 4 i | 515 5 519 '
$0 ! E i : i : i
CYCLOTEK ' 1-6mo 7 12mo 1 1-6mo 7 12 mo : 1-6 mo 7 12mo 1 1-6mo 7-12mo | 1-6mo 712mo ! 1-6 mo 7 12 mo,
' Breast Cancer E Cervical Cancer i Colorectal Cancer i Lung Cancer i Ovarian Cancer E Prostate Cancer i



Diagnostic:

Morphological - Cell > Atomic
PET/CT/MR Scan

Familial > Genomic
Next Genome Sequencing

PRECISION MEDICINE

Therapy:

Targeted Chemotherapy
ImmunoTherapy
Targeted Radiotherapy
Radioligand Therapy




Radioligand therapy

RADIOLIGAND THERAPY

Radioligand therapy is an innovative approach to treating certain types of cancer. It
delivers radiation to specifically targeted cancer cells, with a minimal effect on healthy

Radioisotope emits therapeutic % cells.

radiation that damages cells and % %

[ co)

may cause cell death.!

Target ligand binds selectively %
to specific markers on target cells.2
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References: 1. Jadvar H. Targeted radionuclide therapy: an evolution toward precision cancer treatment. AJR Am J Roentgenol.
2017;209(2):277-288. 2. Jurcic JG, Wong JYC, Knox SJ, et al. Targeted radionuclide therapy. In: Tepper JE, Foote RE, Michalski JM, eds.
Gunderson & Tepper's Clinical Radiation Oncology. 5th ed. Elsevier, Inc; 2021;71(3):209-249.




Radioligand therapy has shown clinical benefit in treating certain
tumor types and is being studied extensively in others

RLTs have shown clinical benefit in advanced GEP-NETs and PSMA-positive metastatic prostate
cancer; Several trials are underway for other advanced cancers

All cancers: ~225 trials underway

Novartisradioligand therapy Lutathera® demonstrated statistically
significant and clinically meaningful progression-free survivalin first
line advanced gastroenteropancreatic neuroendocrine tumors (GEP-
NETS) Breast Cancer Brain Tumor
20 tnials

S trials in late stage

Lung Cancer GI Cancer

Neuroendocrine Tumors

European Commission approves =17 trials

10 trials in late stage

Prostate Cancer

~46 trials
11 trials in late stage

Pluvicto® for prostate cancer

Hematological Cancers Other Cancers

Source: clinicaltrials.gov; company investor reports and portals
Abbreviate: Gl= gastrointestinal




As demand for RLT use potentially increases, understanding
readiness and capacity for diagnosis and treatment will be crucial

An initial estimation of the capacity for RLT diagnosis and treatment was made using public
sources and through discussions with industry experts

CAPACITY FRAMEWORK MEASUREMENT FRAMEWORK

Diagnosis Diagnosed @ % of eligible patient receiving Dx
@ Ability to diagnose patients for = ‘j QR R QA @ Time to diagnostic imaging
RLY treatment V¥ IRIR y
RAR AR AR # Number of centres
Referral Referred
@ Efficient and effective referral \ ™\ { ; 4 R @ Diagnosis to treatment time
network for RLT eligible patients 11» AL AL AR
RLT treatment
# Centres providing RLT treatment Treated # Number of centers/beds per center
A # Number of slots for RLT vs. others

Regulatory and patient T ) i)
release frameworks A “N’ Ao *J“ i1 @ Current number of RLT trained

i staff (+ number of vacancies
Workforce

Waste management

alentn diing
% Radioisotope waste handling @ Fa?: «-;.CéV{d‘S[E :“m“., g
during and post treatment during and post treatment

Source: IQVIA research and discussions with industry professionals in each country, and hospital and physician input
Abbreviation: HCS = healthcare system




The share of mMCRPC eligible patients that receive a PSMA test
ranges between 12 and 33% across countries studied

6518
projected 2L+
patients

33%

12,705
projected 2L+
patients
4,198

11,503 projected 2L+
projected 2L+ patients

patients 14%

12%

Germany Italy Spain Germany France Italy Spain

m# of identified RLI centers with PSMA capability ® % of 2nd Line mCRPC patients receiving PSMA testing
Source: IQVIA research and discussions with industry professionals, and hospital and physician input; IQVIA Oncology Dynamics - Pluvicto Monthly Tracker - MAT Q4 2023
Notes: Mapping diagnostic centers in listed countries is an on-going effort and current number is based on discussions with industry professionals. Overall RLI diagnostics
may be understated across all geographies. Data for France is excluded where more recent data is available based on French Capacity Study. :
Abbreviation: RLI= radioligand imaging




In Germany and Spain, time from diagnosis to treatment is
estimated at 7-8 weeks

Diagnosis to treatment time for lutetium ('"’Lu) vipivotide tetraxetan, 2023 : R
lllustrative and simplified
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If RLT is chosen
as a therapy

h
h x|
Referral

Diagnosis to treatment time (weeks)
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I > » > 4] Tw
) =
~4 more cycles Spain
Source: IQVIA research and discussions with industry professionals, and hospital and physician input e
10

Notes: Diagnosis to treatment time data not available for Italy and France. This data is based on best estimates from industry professionals.




Lutathera for Neuroendocrine Tumors

is a peptide receptor radioligand/radionuclide therapy (approved by the FDA in 2018) specifically for patients with gastroenteropancreatic neuroendocrine tumors (GEP-NETSs) that have somatostatin hormone receptors (SSTR). The radioisotope
is Lu-177 and the ligand is a SSTR on the surface of tumor cells.

Lu-177 is produced by bombarding the stable isotope Yb-176 (which is found in monazite sand as well as the ores euxenite and xenotime) with neutrons. Yb-176 turns into Yb-177 which is unstable and has a half life of 1.9 hours so it quickly decays into
he medical isotope Lu-177.22For mass production, it is better to produce Yb-176 through fission reactors. This is the indirect production method and requires elaborate radiochemical separation, purification, and results in large amounts of radioactive

aste. The direct method of producing Lu-177 is by performing neutron irradiation on Lu-176 to Lu-177. This is an inexpensive and effective method to produce Lu-177 .2a In the United States, the main place that Lu-177 is produced is the University of
Missouri Research Reactor.



https://en.wikipedia.org/wiki/Lutathera
https://en.wikipedia.org/wiki/File:Lutetium_(177Lu)_oxodotreotide.svg
https://en.wikipedia.org/wiki/Radioligand
https://en.wikipedia.org/wiki/Radioligand

Pluvicto and Xofigo for Prostate Cancer

Pluvicto also uses Lu-177 as the radioisotope (which is a beta emitter that decays to Hf-177) but its ligand is a prostate-specific membrane antigen (PSMA) targeted ligand as this
radioligand therapy addresses metastatic prostate cancer.:2 It was FDA approved in 2022. The difference between Lutathera and Pluvicto is shown in the chemical linkages in the
images above. The production, transportation, and storage is the same as Lutathera. The therapy is administered intravenously through gravity, syringe, or a Peristaltic Infusion
Pump.<2 The major warnings include renal toxicity, infertility in males, and embryo/fetal harm. General side effects of this radioligand therapy include fatigue, nausea, dry mouth,

anemia, decreased appetite, and constipation. Regular blood tests and imaging post-therapy are needed to see if the radioligand therapy is working and its side effects.

The benefits of Pluvicto include delaying tumor growth, extending life by about 20 months,“and destroying tumor cells by damaging the DNA inside those cells.
Xofigo, a radioligand therapy that was FDA approved in 2013, uses Radium-223 dichloride as the radioisotope, but its ligand varies from Pluvicto. Pluvicto only attacks cancer cells

expressing PSMA, but Xofigo attacks all bone metastases. Qualified patients are 30% less likely



https://en.wikipedia.org/wiki/Radioligand
https://en.wikipedia.org/wiki/Radioligand
https://en.wikipedia.org/wiki/File:Vipivotide_tetraxetan_-_PSMA-617.svg
https://en.wikipedia.org/wiki/Radioligand
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* Major interest for the (re)use of health data, with promising perspectives of Al :
» for research & innovation, to measure therapeutic effects in real life
» but also for medical organizations, to improve accessibility and quality of care

« Firstly requiring qualitative collection of health data:
» Audit of the French Nuclear Medicine Centres Capability

» National/regional activity survex for nuclear imagingo_and therapy, coordinated by Prof. O. Couturier, with a
response rate >95% for more than 10 years, describing the numbers of examinations and treatments
carried out by typology, and associated resources: www.cnp-mn.fr/sfmn-
accueil/enqueté nationale annuelle/

» Early access program for "77Lu-PSMA:

» The creation in 2019 of the public interest group “Health Data Hub” (HDH) demonstrates a
significant French public investment for the reuse of health data and structuring the ecosystem

» SFMN/HDH Partnership since 2022, initially for neuroimaging, with the ambition to extend it to
RLT, contractually supported blx. a__grolect manager (Imad Bousaid), a health DPO (Dr Data)
and a CRO imaging platform (Pixilib)

i L 1771 112 .
Next step Implementation of a real-world //Lu-PSMA registry

as we did for 77LuDOTATATE in endocrine tumours (Epilunet) and meningioma (Melute)
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Global Positron Emission Tomography Devices Market Global Positron Emission Tomography Market
Based on Market Share (USD Million)

$1508.57 M

OTHERS 12.64

NORTH AMERICA

0,
$1016.20 M 42.27%

NEUROLOGY

CARDIOLOGY

BASED ON APPLICATION (IN %)
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2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030

The global positron emission tomography market will witness a robust CAGR of 4.03%, valued at $1057.15 million
in 2021, expected to appreciate and reach $1508.56 million by 2030.

Grandview Research
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(22
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Thorium Protactinium Uranium Neodymium Plutonium Americium Curium Berkelium Californium Einsteinium Fermium Mendelevium Nobelium Lawrencium




Global nuclear medicine market, Number of new

2021 -2031 in USS billion. therapeutic and imaging Faisting

agents in development Molecule
>
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STERELES Medical
Diagnostics Radioisotope

Therap\/

Lu-177 Ga-68
Ac-225 20 F-18
I-131 16 Cu-64

Global evolution of radiopharmaceutical market




THE FACTS e

Parameter indonesia Austalia |

Procedures Price (AUD) 1.300-2.300 ?00-1.100
Downtime 20% <10%

Investment Cost PET Scan +/- 10.000.000 3.500.000
(AUD)

Average Volume/ Day




CHALLENGES

* PET/CT Scan Services treated as Private Goods
for Diagnostic

« Complexity in preparing Radioisotops
» Lack of expert
* Readiness of Clinician




IMPACT

Quality and Innovation for cancer care
are low.

Late Staging initial Diagnostic - Cost of
Healthcare dominantly for
Complication Treatment

Mortality High
Capital outflow




STRATEGIZING

* Build Precision Med
Ecosystem

« Screening, Diagnostic,
Monitoring Therapy

» Qutsourced Radioisotops
Supplies




It Is Harder to Heal rather
than to Kill

J. Robert Oppenheimer




