PRE-CLINICAL AND CLINICAL EXPERIENCE
WITH TARGETED ALPHA-EMITTER THERAPY
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RADIOMEDIX PIPELINE (selected radiotheranostics agents)
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RadioMedix pre-clinical core facility: imaging Leo G. Flores Il, MD, PhD
Xuewei Qu, PhD

Alex Puente
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RadioMedix pre-clinical core facility: TAT imaging

212pH-RMX-PSMA (19uCi)

225Ac-RMX-PSMA (3.5uCi)
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212PH-DOTAMTATE from bench to bedside
2017

2016
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203pp /212Pb-DOTAMTATE pre-clinical
studies
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Time since cell injection (weeks)

DOSE MST[week]
5uCi 6.3
2X5uCi 71
10uCi 8.5

2x10uCi 10.9 (20%)

3x10uCi 11.6 (33%)
Cold AR-RMX 3.4
PBS 3.5

elND clinical 2%3Pb-DOTAMTATE

%8Ga-DOTATATE PET/CT

203ph-DOTAMTATE SPECT

2018
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Phase | dose escalation of
212pH-DOTAMTATE
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212pH-DOTAMTATE CENTRALIZED PRODUCTION OF DOSES: ORANOMED

Phase 1
Non-Randomized, Open-Label, Dose Escalation, of

Phase Il

Open Label Study to Evaluate the Safety and
Pb?12-DOTAMTATE (AlphaMedix™) in Adult Subjects Effectiveness of 212Pb-DOTAMTATE in Subjects with

with Somatostatin Receptor Expressing Somatostatin Receptor Expressing Neuroendocrine
Neuroendocrine Tumors (NET) Tumors

PRRT naive patients
Dose escalation studies

22 patients

Cohort 1& 2 (SAD1 and 2)
single therapy

DOSIMETRY

Cohort 3
4 patients/ 3cycles

Cohort 4
12 patients/4 cycles

Patients progressed
after PRRT

11 patients

Dosing as MAD4
4 cycles/8 weeks

PRRT naive patients Patients progressed

after PRRT

Multi-center Multi-center

The primary objectives
To evaluate the efficacy of through overall response rate
(ORR),
safety and tolerability
Secondary Objectives
To determine median Progression free survival (mPFS),
Overall Survival (OS), Time to Tumor Progression (TTP); and

the health-related quality of life (HRQL), relative to
baseline.
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OBJECTIVES AND DEMOGRAPHIC INFORMATION

INNOVATING THERANOSTICS

Type of Cumulative Dose
Subject NET Stage MCi/kg (mCi)
SAD1-01 Midgut v 2.1
SAD1-02 Pancreatic v 30.7 2.3 %Ga-DOTATATE PET/CT scans
zig;:g? Pa;:::tlc :z 22 MAD4-02: 47 year old man with metastatic bronchial carcinoid
SAD2-02 Midgut v 40.0 2.7 b ]
SAD2-03 Midgut v 3.2 A .
SAD3-01 Midgut v 15.0 5, ’ ;
SAD3-022 Pancreatic v 520 8.9 '.'.
SAD3-03 Midgut v 7.2 .:
SAD3-04 Pancreatic v 12.3 Y 2injections 2injections 11 months follow up
MAD4-01 Midgut v 22.0 \y " —_— n
MAD4-02 Bronchial v 21.6 ‘.' '
MAD4-03 Bronchial v 19.2 '
MAD4-04 Rectal v 21.8 ?ﬂ \ b 4
MAD4-05 Pancreatic v o7 6 23.6 v o ¥
MAD4-06 Pancreatic v/ 18.4
MAD4-07 Rectal v 23.2 4/15/2019 8/14/2019 1/16/2020 11/11/2020
MAD4-08 Midgut v 18.7
MAD4-09 Bronchial v 22.6
MAD4-10 Bronchial v 22.9
MAD4-11 Pancreas v 22.13
MAD4-12 Pancreas v 14.1
a SAD3-02 dropped out of the study after the second cycle and was replaced by SAD3-04.
” RadioMedix )) oranomed
e

@8  XCEL DIAGNOSTICS v i
'XCEL DIAGNOSTIC! v
), Rapid

Lead-203/212 User Group Meeting




Response by

PRRT naive patients Last treatment RECIST v.1.1
MADA4-01 7-Nov-19 PR
MADA4-02 19-Nov-19 CR
MADA4-03 3-Dec-19 CR
MADA4-04 19-May-20 SD
MADA4-05 21-May-20 PR
MAD4-06 28-May-20 CR*
MADA4-07 19-Nov-20 PR
MAD4-08 1-Dec-20 SD
MAD4-09 9-Feb-21 SD
MADA4-10 18-Mar-21 PR
MAD4-11 20-Jul-21 PR
MADA4-12 29-Jul-21 PR
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PHASE | STUDY IND # 135150 FOR PRRT PROGRESSED SUBJECTS
4 cycles at 67.6 pCi/kg/cycle.

Primary :
C lat
Subject ID Tumor HINEISEE
locati dose
QeEILieh MADA4-R06 71 year old man with refractory G3 pulmonary carcinoid. Treated previously(2017) with 177Lu-DOTATATE
MAD4-R0O1 Sm. Bowel G1 1.7
MAD4-R02 Thymus n/a 2.0
' 64Cu-DOTATATE PET/CT scans
MAD4-R03 Pulmonary G3 5 2
- 7y X
MAD4-R04 Pancreatic G2 926 E E ‘ ‘ )
MAD4-R05 Sm. Bowel G2 o Response by RECIST: PR '!'
MAD4-R06 Pancreatic G3 231
VIS sm.Bowel  n/a ’s o -
MADA4-R08 Midgut n/a 5.7+ _
- 4/6/2021 11/10/2021
MAD4-R09 Sm. Bowel G2 177
MAD4-R10 Pancreatic G2 15.8
MAD4-R11 Pancreatic G2 3.2
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PRRT PROGRESSED

PATIENTS

LAST TREATMENT

STATUS

LAST VISIT

RESPONSE BY
RECIST V.1.1

MAD4-R0O1 3-Dec-20 Alive 10 month follow up SD
MAD4-R02 17-Dec-20 Alive 15 months follow up PR
MAD4-R03 15-Sep-21 Alive 6 months follow up SD
MAD4-R04 9-Sep-21 Alive 6 month follow up CR
MAD4-R05 23-Sep-21 Alive 3 months follow up PR
MAD4-R06 16-Sep-21 Deceased* 2 months post INV4 PR
MAD4-R07 16-Nov-21 Deceased* 2 months post INV4 PR
MAD4-R08 1st and last dose: 5/6/2021 Deceased* 0.5 months post INV1 N/A
MAD4-R09 16-Dec-21 Alive 3 months follow up SD
. Due to elevated Cr:
MAD4-R10 30-Sep-21 Alive not completed the last dose. >D
MAD4-R11 1-Feb-22 Alive 3 months follow up PR

*not drug releated
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COMMON ADVERSE EVENTS
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SUMMARY
* Progress in the pre-clinical 2'2Pb/22°Ac imaging

« Pb?'2-DOTAMTATE Phase | studies: SAFE and HIGHLY EFFECTIVE DOSE of in patients with metastatic SSTR
expressing neuroendocrine tumors regardless of the location and Ki-67 index of the primary tumor

PRRT naive PRRT progressed

Objective radiological response: 9/12 subjects per RECIST 1.1 | gpiactive radiological response: 6/10 subjects per RECIST 1.1

No clinically significant hematological, renal, or hepatic , , ,
70% subjects demonstrated response by SSTR PET/CT imaging

toxicity.
No progression : 11 /12 subjects as of April 2022 - up to 4 No clinically significant (grade %) hematological, renal, or
years after the first treatment hepatic toxicity

1 subject progressed (PFS: 14 M): FDG (+), SSTR (-).

* Phase Il study started in December of 2021
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RadioMedix 2'2Pb/22> Ac imaging:  Leo G. Flores Il, MD, PhD Rafal Zielinski, PhD

Xuewei Qu, PhD Mdanderson Cancer Center
Alex Puente
. Jared Jasik
AlphaMedix team ]
RadioMedix Orano Med Macrocyclics
Excel Diagnostics and Nuclear Oncology Center Jason Hurt, MD

Ebrahim S. Delpassand, MD
Rodolfo Nunez, MD
Rouzbeh Esfandiari, MD
EDNOC Nuclear technologists

Julien Torgue, PhD
Amanda Reyes

Paul Jurek, PhD
Garry E. Kiefer, PhD
Sam Baggett, BS

RAPID

George S. Sgouros, PhD
Bin He, PhD

Eric Frey, PhD

Michael Ghaly, PhD

Small Business Innovation Research (SBIR)
Small Business Technology Transfer (STTR)

Project funded in part by

2021 NCI SBIR 1 R44 CA265421-01

2018 NCI NIH SBIR Il Contract 75N91018C00048C-HHSN261201800048C
2016 NCI NIH SBIR Contract HHSN261200015C

Patent: PCT/US2018/013640  W02018132751A1
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