Volrustomig as single-agent first-line therapy for unresectable pleural mesothelioma:
Substudy 5 of the eVOLVE-02 phase 2 study
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Plain language summary = Volrustomig and rationale Key inclusion criteria
&;”3 Why are we performing this research? * Volrustomig (MEDI5752) is a monovalent, dual checkpoint inhibitor, bispecific, humanized IgG1 Figure: Structure of volrustomig, « Age 218 years.
. . . - . . . monoclonal antibody that has been engineered to achieve coordinated and targeted PD-1 and ‘amonovalent, dual checkpoint . WHO/E S of 0 or 1
Pleural mesothelioma is an aggressive cancer that mainly affects the Ilnllng of the lungs and is (_)ften linked to previous CTLA-4 blockade on the same T cell (Figure), with increased CTLA-4 blockade on PD-1-positive inhibitor, bispecific antibody213 O/ECOG PS of 0 or 1.
asbestos exposure. Pleural mesothelioma may d_evelop.graduall_y over time, and symptoms typ!cally appear sever_al activated T cells compared to PD-1-negative resting T cells.12.13  Histologically confirmed diagnosis of PM with known histology (epithelioid or non-epithelioid).
decades after exposure to asbestos and other mineral fibers. This means that pleural mesothelioma is often not diagnosed Anti-PD-1 Anti-CTLA-4 _ _ _ _ .
until it has reached an advanced stage when the tumor cannot be completely removed with surgery. — Activated T cells express >10x more PD-1 than CTLA-4 on the. cell surface; volrustomig uses « Advanced unresectable disease that cannot be treated with curative surgery (with or without chemotherapy).
. . . . PD-1 as an anchor leading to enhanced CTLA-4 blockade in vitro.'?  Measurable disease per mRECIST 1.1 (pleural lesions) and/or RECIST v1.1 (metastatic non-pleural lesions).
« Although newer treatments such as immunotherapy have improved survival, outcomes remain poor and better treatment _ y _ _ o _
options are still needed.  The bispecific structure of volrustomig may provide advantages compared to the administration of . Adequate organ and bone marrow function at baseline.
separate antibodies against PD-1 and CTLA-4 through cooperative binding of both targets on the _
« Volrustomig is a new drug designed to target two proteins, PD-1 and CTLA-4, activating a type of immune cell called T cells same activated T cell.2 including: * Life expectancy 212 weeks. /
to attack cancer cells.

— Preferential localization and accumulation on PD-1-positive activated T cells in the tumor

microenvironment, when compared with a combination of monoclonal antibodies targeting PD-1

@@ How are we performing this research? and CTLA-4 12 . o
Key exclusion criteria

In this study, participants will receive volrustomig as their first treatment. The study will assess how well the treatment works — Greater levels of peripheral T-cell activation than seen with approved PD-(L)1 + CTLA-4
and how safe it is in patients whose cancer cannot be completely removed with surgery (referred to as unresectable disease) combinations.’3 | |
and who have not received previous drug treatment that affects the whole body (known as systemic therapy). Doctors will - Volrustomig in combination with chemotherapy is being evaluated as 1L treatment in patients with unresectable PM in the ongoing Any prior systemic therapy for PM.
{notnitor how the tumor responds to treatment using scans and will assess safety through clinical evaluations and laboratory phase 3 eVOLVE-Meso trial (NCT06097728).14 History of another primary malignancy.
ests.
 Volrustomig + carboplatin + pemetrexed has shown promising efficacy with manageable tolerability in 1L NSCLC, 5 and volrustomig Active or prior documented autoimmune or inflammatory disorders.
monotherapy has shown encouraging efficacy and manageable safety in the first-in-human phase 1 study (NCT03530397) of Untreated or broaressive CNS metastatic disease
%33 Who will participate in this study? patients with solid tumors.13.16. 17 | p 9 | | | ' | | | |
Approximately 75 adults with newly diagnosed pleural mesothelioma that is not suitable for surgery will take part in this study. » Building upon these findings, the phase 2 eVOLVE-02 (NCT06535607) study is evaluating volrustomig as monotherapy or in Celelas gondltlons mgludmg sEllempEpany, woel iEllure, Uiesnieloel yypenension; WSkl ® engliie [peeee
_ - . . . . S . . . . . . . . " and cardiac arrhythmia.
To be eligible, participants must not have received previous systemic treatment for pleural mesothelioma and must meet combination with anticancer agents in patients with advanced/metastatic solid tumors and is currently recruiting.

Severe or uncontrolled systemic diseases including ongoing or active infection, ILD, serious chronic Gl conditions
associated with diarrhea, psychiatric illness/social situations and active bleeding diseases.

specific medical eligibility criteria. — Four substudies are ongoing in patients with cervical cancer (substudy 1), head and neck squamous cell carcinoma (substudies 2

and 3) or PM (substudy 5); substudy 4 in patients with esophageal squamous cell carcinoma is not yet recruiting.

% Where can | access more information? « Substudy 5 of eVOLVE-02, described here, will evaluate the safety and efficacy of volrustomig as monotherapy in patients with Ev:jdenge 9 IiEEel '“Clg?]mg ac _tlvg tubhe rculc_)§|stIV st i 15 ey well cenielipe, eeive napaiis
This is an ongoing substudy of the global eVOLVE-02 study and no results are available yet. More information about the untreated unresectable PM. and active or uncontrolled hepatitis B or hepatitis C.
e\./(_)LVE-OZ_ study can be found at clinicaltrials.gov/study/NCT06535607. You may also speak to your doctor about Any concurrent chemotherapy, radiotherapy, investigational, biologic, or hormonal therapy for cancer treatment.
slimiezl Sielzs. Prior exposure to immune-mediated therapy including other anti-CTLA-4, anti-PD-1, and anti-PD-L1 antibodies.

(o}
@ eVOLVE-02 (NCT06535607) phase 2 study: Substudy 5

@ Background
\2/ S « Substudy 5 is an open-label, single-arm study: @@ Study status
Pleural mesothelioma (PM) is a rare, aggressive, and difficult-to-treat cancer, often linked to previous asbestos exposure.’
Most patients with PM generally present with advanced disease, and even in early stages, curative intent surgery to achieve Study population: / . _ \ Canada
margin-negative resection is often not possible.23 Overall, approximately 75-80% are diagnosed with unresectable ' . Primary endpoint: - Germany
disease.34 * Newly diagnosed unresectable PM Volrustomig (IV) *ORR
The median survival for untreated PM is approximately 4—12 months-5-7 with fewer than 5% of patients surviving to 5 years.” \g/:t:ot]nz\g:hZ'l?;?;?gy (epithelioid until disease progression, Secondary endpoints China
. . . ., . . ) unacceptable toxicity, : ,
iLrJnnrtrl]Iurne:i?]’iyg; I;ii?&;?;ungefssectable PM was pemetrexed plus platinum (x bevacizumab); it has since evolved to include « WHO/ECOG PS 0-1 sonsent withdiamel include: $ ‘
i = * Measurable disease per mRECIST v1.1 or maximum treatment "PFS, 05, DoR, TTR’-[_)CR N
Phase 3 studies have demonstrated significant improvements in survival outcomes for patients receiving anti-PD-1 therapies (pleural lesions) and/or RECIST v1.1 duration is reached * Safety and tolerability
in combination gither with an gpti-(_)TLA-4 the_rapy or vyith chemotherapy, versus cherr_mtherapy alone; the greater benefit has (metastatic non-pleural lesions) * PK and immunogenicity ‘
been observed in non-epithelioid disease, which may inform preferred treatment by histology.®-11 \ /
Recommended 1L treatment for unresectable PM includes nivolumab + ipilimumab or pembrolizumab with pemetrexed and ) Enroltlrper;t |s.planned atsites in 8 Taiwan
platinum-based chemotherapy, regardless of histology, while pemetrexed plus platinum (£ bevacizumab) also remains a countries/regions.
preferred option.26:8  Tumor assessments: every 6 weeks (7 days) from the start of study intervention until Week 48, and every 12 weeks (7 days) - Currently recruiting; approximately 75 Australi
. . . . . . . . > v g . . . . . . ustrailia
There is still significant unmet need given the ongoing poor prognosis; further study is needed to optimize dual checkpoint thereafter until radiological disease progression, with a confirmation scan performed =4 weeks after initial progression, if applicable. participants will be recruited. *
approaches across histologic subtypes and refine regimen selection. » Survival assessments: every 8 weeks (x2 weeks) after the 90-day follow-up visit until 3 years after the start of study intervention,
and every 12 weeks (2 weeks) thereafter until end of study or death. /
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