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Background

» Colorectal cancer (CRC) is the third most frequently diagnosed cancer and the second leading cause * RP2 is an enhanced potency oncolytic herpes simplex virus type 1 (HSV-1) that expresses the fusogenic gibbon ape leukemia virus glycoprotein with the R sequence

of cancer-related mortality worldwide? deleted (GALV-GP-R-), granulocyte-macrophage colony-stimulating factor (GM-CSF), and an anti—cytotoxic T-lymphocyte antigen 4 (CTLA-4) antibody-like molecule
« Programmed cell death protein 1 (PD-1)/programmed death-ligand 1 (PD-L1) inhibition, alone or in (Table 1, Figure 2)

combination with other modalities, has demonstrated significant benefit in patients with microsatellite * RP3 expresses GALV-GP-R—, an anti—-CTLA-4 antibody-like molecule, and 4-1BB and CD40 activating ligands; RP3 does not express GM-CSF (Table 1, Figure 2)

instability-high (MSI-H) or mismatch repair deficient (d{MMR) CRC?3 « RP2 has demonstrated preliminary safety and efficacy in patients with solid tumors’ and RP3 has shown efficacy in a preclinical study?®

— However, these agents have limited, if any, clinical benefit in patients with microsatellite stable _
(MSS) or mismatch repair proficient (pMMR) CRC* Table 1. RP1-3 HSV-1-based TDOIs Figure 2. RP2 and RP3 backbone
« The first line of therapy for patients with advanced/unresectable pMMR/MSS CRC who had disease Clinical proaram
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across tumor types advanced MSS and pMMR CRC

TDOI, tumor-directed oncolytic immunotherapy.

Trial design Key eligibility criteria Key endpoints

Trial design 0 Inclusion Primary

 This is an open-label, nonrandomized, phase 2 trial (NCT05733611) . Obiecti defined H . £ nati

 Patients will be allocated to 2 groups and receive either RP2 or RP3 in 218 years of age J_ect!ve 'ésponse rate, defined as the proportion o _patlents
combination with atezolizumab and bevacizumab (Figure 3) . Histological or cytologic diagnosis of colorectal adenocarcinoma that is achieving a best overall response of complete or partial response

unresectable or metastatic (per Response Evaluation Criteria in Solid Tumors v1.1 as

« Treatment groups will enroll patients simultaneously; each treatment _ _ | modified for the study) among those that are evaluable for
group will consist of 30 patients (Figure 3) « Had disease progression or were intolerant to treatment protocols that response
— At clinical trial sites that have both groups open, patients will be Included irinoteca_n and oxaliplatin. Epidermal_ growth factor_ receptor or
automatically assigned by central allocation after screening vascular endothelial growth factor receptor—directed therapies are Second ary
assessments are completed allowed as part of the previous therapy If indicated. Other prior » Frequency, nature, and severity of treatment-emergent adverse
- . therapies are not allowed events and serious adverse events
igure o. study design + At least 1 measurable tumor of 21 cm in longest diameter (or 21.5 cm . Overall survival
shortest diameter for lymph nodes)

- RP2 IT Q2W for 4 doses then Q3W for 4 additional * Progression-free survival

doses o « Has injectable tumor(s) of 21 cm in aggregate total diameter .
. gevamfz%n;gb 13 mg/kg IV szwsséartlng with first _ ° Duration Of response
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- HOSES confirmed PD « Changes in biomarkers after initiation of treatment
« Bevacizumab 10 mg/kg IV Q2W starting with first ° MSI'H/dMMR dlsease ] d g b _ d h dd f /
dose of RP3 and continuing for 3 doses . .. ) . ) °
. Atezolizumab 1200 mg IV Q3W + bevacizumab « Known acute or chronic hepatitis B or C virus or HIV infection Biodistri L_Jt'on and she _ Ing o RPZ_RP?f
15 mg/kg Q3W starting with the fourth dose of RP3 . : .. : e ° Changes In levels of anti-HSV-1 antibodies
+ bevacizumabe « Presence of a systemic infection requiring intravenous antibiotics or _ R o
e other serious infection within 14 days prior to dosing * Antitumor response in injected vs uninjected tumors
aPatients must have had PD or were intolerant to treatment protocols that included irinotecan and oxaliplatin. Epidermal growth factor receptor or e Active Signiﬁcant herpetic infections or prior Compncations of HSV-1
vascular endothelial growth factor receptor—directed therapies are allowed as part of the previous therapy if indicated. Other prior therapies are not . ]
allowed. PAdditional courses of up to 8 doses of RP2/RP3 Q3W per course as monotherapy or in combination with atezolizumab/bevacizumab if |nfect|0n E I I t
protocol-specified criteria are met. ¢After completion of a course(s) of RP2/RP3, atezolizumab and bevacizumab treatment will continue Q3W until n r O m e n

confirmed PD, loss of clinical benefit, or unacceptable toxicity.

CRC, colorectal cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; IT, intratumoral; IV, intravenous; MSS, microsatellite ¢ ACtive or hiStO ry Of Centl’a| Nervous SyStem metaStaSeS and/OI’

stable; PD, progressive disease; pMMR, proficient mismatch repair; Q2W, once every 2 weeks; Q3W, once every 3 weeks. . . .- . . - .
carcinomatous meningitis This study is currently recruiting patients.

Treatment administration  Macroscopic intravascular invasion into any large blood vessel such as To learn more about enrolling your patient, contact
. . . . . . ' i i i i i linicaltrials@replimune.com or +1 (781) 222 9570.
« RP2 or RP3 will be injected by direct (including via colonoscope) or the main portal vein, hepatic vein, pulmonary arteries or veins, aorta, or clinicaltrials@replimune.com or +1 (781) 9570
Image-guided injection into injectable tumors (including subcutaneous, vena cava
visceral, and nodal tumors) | | N . Sig_nificant bl_eeo_lipg eve_nt within the_ last 12 month_s that places_ the | @ Additional information can be obtained by visiting
« When RP2 or RP3 and atezolizumab and bevacizumab are administered patient at unjustifiable risk for bleeding from deep intratumoral injection ClinicalTrials.gov (NCT05733611).
the same week, atezolizumab and bevacizumab must be given within procedures based on investigator assessment or interventional c 7
+ 72 hours of RP2/RP3 radiologist assessment

Acknowledgments References Study sponsor

The authors would like to thank the patients for their participation in the 1. International Agency for Research on Cancer. Colorectal cancer. . NCCN Clinical Practice Guidelines in Oncology, Colon Cancer, This study is sponsored by Replimune, Inc. (Woburn, MA, USA), in
trial and Jaroslaw Jac, MD, for contributions to this study. Medical Globocan 2020; https://gco.iarc.f rltoday/data/factsheets/cancers/ version 1.2023. Available at: https://www.nccn.org/professionals/ collaboration with Hoffmann-La Roche Limited (Mississauga, ON,
writing and editorial support were provided by Lauren Hanlon, PhD, 10_8_9-Colorectum-fact-sheet.pdf. physician_gls/pdf/colon.pdf. Canada).

CMPP and Tony Sallese, PhD, of AlphaBioCom, a Red Nucleus . Andre T, et al. N Engl J Med. 2020;383:2207-18. . Kaufman HL, et al. Nat Rev Drug Discov. 2015;14:642-62.

company, and were funded by Replimune, Inc. (Woburn, MA, USA). . LiY, et al. BMC Gastroenterol. 2022;22:431. . Harrington KJ, et al. Ann Oncol. 2022;33:5926-7.
Marmorino F, et al. Cancers. 2020;12:2317. . Bommareddy PK, et al. Cancer Res. 2023;83:57:6639.

Disclaimer

Copies of this poster obtained through Quick Response (QR) Code
are for personal use only and may not be reproduced without B ﬂ

permission from ASCO® or the author of this poster.

Presented at the 2023 American Society of Clinical Oncology (ASCO) annual meeting, June 2-6, 2023; Chicago, IL, USA



