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Malignant Pleural Effusion MITOPE Phase 1/2 Study Design

Tumour cells generate elevated levels of reactive oxygen species (ROS) and therefore

exhibit increased expression and activity of critical ROS scavenging pathways, including | '\(1_ Small amounts of pleural effusion in the pleural Dose Escalation Phase Dose Expansion Phase

the mitochondrial peroxide scavenging enzyme peroxiredoxin 3 (PRX3).

space is physiologically normal. Mesothelioma .pﬁii'f'éw
« PRX3is a peroxidase responsible for metabolizing ~ 90% of mitochondrial ROS, and metastatic disease to the lungs often results r
primarily H,0.,. in build-up of excess fluid (~15% of cancers). iy ‘ ST RSO-021 RPD2
* PRX3 transcript levels are upregulated, compared to normal tissues, in approximately Malignant pleural effusion (MPE) is routinely r gt veeothe R »ﬁm"m? s
50% of cancers (data from the GEPIA2 database). drained using an intrapleural catheter. r oy Rittions y tumors
* Genetic knock down of PRX3 in human tumour cells results in sensitization to pisbits  RPD2
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The mitochondria of malignant mesothelioma (MM) cells are structurally and s
functionally altered leading to disrupted metabolic function that supports tumour
growth and can be therapeutically targeted (see figure below).
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Thiostrepton (TS) for clinical = ‘0. T 25 cells. E) erive mesothelioma. ineffective.
development. RSO-021 is a covalent 'c% 8_01 01 1 10 100 tumour cells are equally MPE must be considered the priority for symptom control. Known hypersensitivity to the active ingredient/excipient.
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tumour cell survival. e RSO-021 shows ta rget inhibition in both tumour & immune cell MPE components. Dose Expansion: Fresh tumour biopsy during screening of sustained virologic response

and after third dose.

* RSO-021 retains activity in a complex patient derived MPE.

Adequate organ function as defined by lab values Pregnant or breast-feeding patients
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2 ,) ;E, i o § . per standard of care. After each administration the IPC is secured until next RSO-021 The MITOPE study initiated first patient treatment in March 2022
5 2 g - % dosing time point. and is open for recruitment of patients at the following sites:
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Dr. P. Szlosarek - St. Bart’s, London (activation in process)

Dr. J. Spicer - Guy’s Hospital, London (activation in process)

Dr. F. Thistlethwaite - The Christie, Manchester (activation in process)
Dr. A. Greystoke- Newcastle University (not open - expansion phase only)

Normal MM cell lines Control RSO0-021
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A) EC., of RSO-021 in normal mesothelial and various mesothelioma cell lines (varying

BAP1 expression). B) PRX3 knock down with siRNA significantly reduces MM (HM cell line-

pleural biphasic) proliferation (red). Co-expression of the H,0, scavenger catalase rescues
proliferation in cells lacking PRX3 expression (green and blue). C) Weight of residual | . o
tumours resected from mice harboring MM xenografts in the peritoneal cavity following 1. Drain pleural 2. Administer 3. Secure IPC
four weeks of treatment with 20 mg/ml RSO-021 2x weekly. ** p<0.01 effusion to dryness RS0O-021 via IPC

Clinicians are encouraged to refer any eligible patients to the open sites. MITOPE trial is supported by
Mesothelioma UK (www.mesothelioma.uk.com), NIHR (www.nihr.ac.uk) and clinicaltrials.gov: NCT05278975

For more information scan the QR code or contact: MITOPE@RSOncology.com
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