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FAP as a target for radiopharmaceuticals

SNMMI Image of the Year 2019
FAPI-PET in different kinds of cancer
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SOFIE holds diagnostic/companion diagnostic right of use for FAPI family of compounds



JNM Best Clinical Article in 2021 SNMMI Image of the Year 2022
Impact of 68Ga-FAPI PET/CT Imaging on the Therapeutic

Management of Primary and Recurrent PDAC

[68Ga]FAPI PET/CT results led to changes in TNM staging in 10 of 19 patients

Representative case with acute anterior wall
myocardial infarction: [®3Ga]FAPI-46
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Mounting interest in FAPI

Publication counts with keywords "FAPI" and "PET"

Data as of 10/12/22




Publication analysis

Total Publications with ALL FAP Publications with
targeted radiopharmaceuticals FAPI family of compounds
)
. 4451 4033 91%
# of patients reported 3067- Oncology

966- non-oncology

378 323 85%

# of publications

Takeaway: FAPI family of compounds comprise the majority of publications and patient
reported data to date. (Review articles are excluded)



Publication analysis

Diseases/cancers with the highest # of patients (>150) reported with FAPI compounds

Disease/Cancer types with highest published data

Gastric Lung Pancreatic Sarcoma Colorectal
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Systematic Review

FAPI PET versus FDG PET, CT or MRI for Staging Pancreatic-,
Gastric- and Cholangiocarcinoma: Systematic Review and
Head-to-Head Comparisons of Diagnostic Performances

Sophie E. M. Veldhuijzen van Zanten '**(), Kay J. Pieterman '*, Bas P. L. Wijnhoven 2, Ilanah J. Pruis !,
Bas Groot Koerkamp 2, Lydi M. J. W. van Driel *, Frederik A. Verburg ! and Maarten G. J. Thomeer !

! Department of Radiology and Nuclear Medicine, Erasmus Medical Center, Dr. Molewaterplein 40,
3015 GD Rotterdam, The Netherlands

Department of Surgery, Erasmus Medical Center, 3015 GD Rotterdam, The Netherlands
Department of Gastroenterology and Hepatology, Erasmus Medical Center,

3015 GD Rotterdam, The Netherlands
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Hindawi
Contrast Media & Molecula
Volume 2022, Article ID
hitps:/doi.org/10.1155/2
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Review Article

Could Fibroblast Activation Protein (FAP)-Specific Radioligands
Be Considered as Pan-Tumor Agents?

H ddin Roustaei (,' Zahra Ki h,! Emran Askari®,' Ramin Sadeghi !
Kamran Aryana(®,' and Giorgio Treglia (>

!Nuclear Medicine Research Center, Mashhad University of Medical Sciences, Mashhad, Iran
2Ente Ospedaliero Cantonale, Bellinzona, Switzerland

*Faculty of Biomedical Sciences, Universitd della Svizzera italiana, Lugano, Switzerland
*Faculty of Biology and Medicine, University of Lausanne, Lausanne, Switzerland

Carresnondence shonld he addressed to Gioroio Treolia: siorsiomednnc@libero it

Meta Data Analysis of FAP radioligands in imaging

Takeaway: strong prelim data of performance in various cancers, especially Gl/biliary/liver

International Journal of 7
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Review
Head-to-Head Comparison of Fibroblast Activation Protein

Inhibitors (FAPI) Radiotracers versus ['*F]F-FDG in Oncology:
A Systematic Review

1,234,521

Giorgio Treglia , Barbara Muoio ®*, Hessamoddin Roustaei 7", Zahra Kiamanesh 7, Kamran Aryana’

and Ramin Sadeghi 7

Clinic of Nuclear Medicine, Imaging Institute of Southern Switzerland, Ente Ospedaliero Cantonale,
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State-of-the-art of FAPI-PET Imaging: A Systematic Review and Meta-Analysis

Martina Sollini
HUNIMED: Humanitas University
Margarita Kirienko
Fondazione IRCCS Istituto Nazionale dei Tumori
Fabrizia Gelardi (% fabrizia.gelardi@humanitas.it)
HUNIMED: Humanitas University https://orcid.org/0000-0001-7120-333X
Francesco Fiz
IRCCS Humanitas Research Hospital
Noemi Gozzi
Istituto Clinico Humanitas: Humanitas Research Hospital
Arturo Chiti
HUNIMED: Humanitas University

SOFIE clinical studies focusing on unmet need in Gl cancers




SOFIE’s Product Pipeline

PRE-CLINICAL PHASE | PHASE II PHASE Il

SOFIE Sponsored Clinical Research Program

Gastrointestinal Cancers
[18F]FAPI-74 ﬁ

Submitted IND in support of Phase 2

Pancreatic Cancer
68GalFAPI-46 ﬁ
[ ] Phase 2 initiated

SOFIE FAPI Global Outreach Program: 150+ Studies being conducted by 100+ sites globally

['8F]FAPI-74 Oncology
[3Ga]FAPI-46 ﬁ
Non-Oncology:
Fibrosis, Inflammation, Cardiovascular

['8F]FAPI-74 (—)
[8Ga]FAPI-46



Family of compounds

[°8GalFAPI-46

Gallium isotope Number 46
Specific compound

Lead gallium labeled compound

DOTA chelator in the molecular structure allows
coupling of the FAPI molecules for theranostic use

A Phase 2, Multicenter, Single Arm, Open Label,
Non-Randomized Study of [®8Ga]FAPI-46 PET in
Patients with Resectable or Borderline Resectable
Pancreatic Ductal Adenocarcinoma

Total number of patients: 60
Activated sites: NYU and Mayo Clinic
Upcoming site: UCLA
ClinicalTrials.gov NCT05262855

Family of compounds

[*°FIFAPI-74

Fluorine isotope Number 74
Specific compound

Lead Fluorine 18 compound

Broader applicability through 18-F radiolabeling
* Provides advantage of a longer half life (2 hours)
* Provides the capacity to support larger studies with
high patient throughput

Automated synthesis consumables available through
Trasis for MiniAlO and AIO

IND submitted end of October for Phase 2 study in Gl
cancers: Hepatocellular carcinoma, pancreatic, gastric
cholangiocarcinoma, and colorectal cancer

Site selection efforts are in progress pending FDA's
acceptance of IND
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Studies by FAPI type and Disease type

Studies by FAPI type Studies by disease type

BOTH Oncology
1%

N/A

FAPI-74 Fibrosis
35%

Cardiovascular

®BOTH
m FAPI-74

FAPI-46 FAPI-46

64% Inflammation

N/A: Chemistry studies with no specific disease indication
Other: Other clinical indications not captured



FAPI Global Outreach Program- Statistics

# of studies by type

101
42
T L

CHEMISTRY PRECLINICAL CLINICAL

5131 Patients

Planned

Patients imaged up to now

1082

101 clinical studies globally underway with 5000+ patients



SOFIE’s FAPI Global Outreach Program

Gain access to GMP grade Technical Cross Reference to Allows sites to expand
precursor and reference manufacturing SOFIE’s IND(s) or IND their research
standard in support of assistance to get content to pursue program and grant
investigator-initiated trial the sites started investigator-initiated trial opportunities

Process for access to FAPI precursor

Material
Shipment

Introductory Application Application MTA
Call Completion Approval Signature

I Wy
Complete application on our website: https://sofie.com/pipeline/access/ s‘nﬁn"ﬁ%



Quote from SOFIE’s trial- first PDAC ICPO
patient imaged :

UNDATION

“I'd like to thank SOFIE and NYU Langone for making this valuable
clinical trial possible. As a new cancer patient, and an IP lawyer with
decades of experience representing companies, institutions and
inventors in the health sciences industry, | recognize the importance of
patient participation in clinical trials, and am happy to have had the
opportunity to make a small but meaningful contribution to this
important research.”

.



'

ICPO Theranostics FAP Summit

N
1.. Targeting the Tumor Microenvironment and Beyond
Friday 4 & Saturday 5 November 2022

For questions, please email:
Sherly.Mosessian@sofie.com

ICPO Theranostics FAP Summit
Friday 4 & Saturday 5 November 2022 — virtual event



