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Efficacy and safety of RP1 plus nivolumab in patients with advanced anti—-PD-1-failed acral melanoma
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Background Results

» Acral melanoma is a rare and aggressive type of cutaneous melanoma (2%—3% of all melanoma Table 1. Baseline demographics and clinical characteristics  Best percentage change from baseline for each patient is shown in Figure 3, Safety

cases) that frequently occurs on the palms of the hands, soles of the feet, and nailbeds; acral : : and the kinetics of response for each patient in Figure 4 _
melanoma often has poor outcomes, with many patients presenting with in-transit metastases’-3 of patients with acral melanoma * Most treatment-related adverse events (TRAEs) were grade 1/2; the most common

Patients, n (%) N =18 * Responses were seen in both injected and non-injected tumors (Figure 5) TRAESs (any grade) were chills, pyrexia, fatigue, injection-site pain, and nausea (Table 3)

— This melanoma subtype is typically not related to ultraviolet exposure and has a low mutational

burden and programmed cell death-ligand 1 (PD-L1) expression:2 Age, median (range), y 62.0 (31.0-81.0) Figure 3. Best percentage change from baseline — Grade 23 TRAEs were reported in 2 (11.1%) patients

 Acral melanoma typically does not respond well to available therapies, such as immune Sex Best overall response I PD I SD M PR M CR
checkpoint inhibitors (objective response rate [ORR] of ~20%—40% to first-line anti-PD-1 # anti— Male 11 (61.1) 2 7 Table 3. TRAESs (any grade occurring in >1 patient and all grade 23;
I - I - 4-6 © 80
cytotoxic T-lymphocyte antigen 4 [CTLA-4] treatment) Ster:ale 7 (38.9) g related to RP1)
— Following progression on first-line therapy, aside from targeted therapy for a subset of patients = : : : :
with BRAF mutation-positive tumors, few viable treatment options exist’-° IIB/IIIC/IVM1a 9 (50.0) L Patients with antl—P(I:l-1—:g;led acral melanoma
(1] =
 RP1 (vusolimogene oderparepvec) is an oncolytic immunotherapy expressing human granulocyte- IVM1b/c/d 9 (50.0) qé’ ACIECE G, U (70
macrophage colony-stimulating factor and a fusogenic glycoprotein (GALV-GP-R-) designed to BRAF status < All grades Grade 3/4
enhance the local and systemic anti-tumor response through increased immunogenic cell death'° Wild-type 17 (94.4) % 201 Any TRAE 14 (77.8) 2 (11.1)
 |n a registrational cohort of patients with advanced melanoma and confirmed progression during Mutant 1(5.6) g -40- Chills 5 (27.8) 0
anti—PD-1 £ anti—-CTLA-4 treatment from the IGNYTE trial (NCT03767348), RP1 combined with LDH level g -60- | '
nivolumab demonstrated an ORR of 32.9% (15.0% complete response) by blinded independent LDH <ULN 15 (83.3) W -80- Pyrexia 5 (27.8) 0
central review (BICR) using Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST LDH >ULN 3 (16.7) i 100~ Fatigue 4 (22.2) 0
1.1; primary analysis, data cutoff: March 8, 2024)" Baseline PD-L1 tumor expression . Iniection-site pain 4 (22.2) 5
Positive (21 %) 4 (222) One patient was not evaluable for response. Patients
Negative (<1 %) 13 (72 2) CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease. Nausea 3 (1 67) 0
ObjeCtive Undetermined or miSSing 1 (56) Flgure 4- ReSponse prOfIIe Best overall response NE ®PD SD M PR B CR Decreased appetite 2 (11 1) 1 (56)
Priortherapy A A A A — — — = ——— > Headache 2(11.1) 0
@/’ To assess the efficacy and safety of RP1 plus nivolumab in an ad hoc analysis of patients Anti—PD-1 | Vomiting 2 (11.1) 0
with anti—-PD-1—failed acral melanoma from the IGNYTE clinical trial Anti—-PD-1 only as adjuvant therapy 3 (16.7) . A of ular fai | (56 | (56
Anti—PD-1 other than as adjuvant therapy 15 (83.3) - ’ - cute left ventricular failure (56) (56)
Anti—CTLA-4 N zg Asthenia 1(5.6) 1(5.6)
Anti—PD-1 combined with anti—-CTLA-4 9 (50.0) % & PR Hyponatremia 1(5.6) 1(5.6)
« The IGNYTE phase 2 registrational cohort enrolled patients with stage 111B—IV cutaneous Anti—PD-1 treated with anti—-CTLA-4 sequentially 2 (11.1) K A CR Left ventricular dysfunction 1 (5.6) 1 (5.6)
melanoma and confirmed progression on anti—PD-1 £ CTLA-4 therapy for 28 weeks as the last Received BRAF/MEK therapy 0 i EE . M it 1(5.6 1 (5.6)2
prior treatment (N = 140) Unique prior regimens for advanced/metastatic disease i T:tmentongomg yocarditis (5.6) (5.6)
- RP1 was administered intratumorally into superficial and/or deep/visceral tumors at 1 x 108 1 9 (50.0) ——— Long-term follow-up Sinus arrythmia 1(5.6) 1(5.6)
plaque-forming units (PFU)/mL initially, then at 1 x 107 PFU/mL once every 2 weeks for up to 2 4 (22.2) > Study ongoing Tricuspid valve incompetence 1 (5.6) 1 (5.6)
7 doses (=10 mL per cycle) with intravenous nivolumab (240 mg); nivolumab was then given >2 1 (5.6) There were no grade 5 TRAES.
alone (240 mg SN 2 weeks or 480 Nk, By 4 weeks) for up to 2 years, with further RP1 Anti—PD-1 resistance category (IJ 6|0 1|20 1£Iso 2!10 3(|)o 3(|30 4£0 4e|so 54|10 6(|)0 6(|30 7£o 7e|30 84|10 gcl)o 9(|30 10|2010|80 11I40 12|0012|60 13|20 13|80 14|4o15|oo 15|60 16|20 ;%rﬁcfe :16 rammed cell death protein 1; TRAE, treatment-related adverse event.
allowed if indicated (Figure 1) D tud i i
Primary resistance? 13 (72.2) ays on study

e The data cutoff date was March 8, 2024 Secondary reSiStanCGb 5 (278) CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease. Co n CI us i ons
aPrimary resistance: progressed within 6 months of starting the immediate prior course of anti—-PD-1 therapy. Fig ure 5. Patie nt exam ples Of res pOhSGS i n injeCtEd an d

bSecondary resistance: progressed after 6 months of starting the immediate prior course of anti—-PD-1 therapy.

g;’;ﬁ:léiléacry:go’;?x&cLleirESZ;)ﬁﬁﬁsng?r::li LDH, lactate dehydrogenase; PD-1, programmed cell death protein 1; PD-L1, programmed non'injeCted tumors [ RP1 combined With nivolumab demonstrated notable efficacy
g Firstdose 2 e ek 2 [ - A. and was well tolerated in patients with advanced anti—PD-1-
. RP1 ; Nivolumab ' .
Screening . RPL "0 P1Ff,,1rg,_ . u:nr;a reee Tgaw? Efficacy Left lower extremity failad acral melanoma

: PFU/mL | » Following treatment with RP1 plus nivolumab, the confirmed ORR in patients Baseli 6 th 14 th Baseli 6 ths 14 th

—PD-1- 240 mg aseline months months aseline months months : :
An:;i::31 100-day with acral melanoma was 44.4% (8/18) by BICR using RECIST 1.1, including f — The ORR was 44.4%, with a median DOR of 11.9 months
cutaneous safety 16.7% (3/18) of patients with complete response and 27.8% (5/18) with partial . i . _
melanoma Cycle 1 Cycles 2-8 Cycle 9 fgfé%ﬁ follow-up response (Table 2) * The safety profile was favorable, with generally transient

(140 patients)

grade 1/2 TRAEs

* RP1 plus nivolumab represents a promising treatment
approach for this rare, aggressive melanoma subtype, for which
effective therapies are limited

* Median (95% confidence interval) duration of response (DOR) was 11.9 (3.6,
not reached) months (Figure 2)

3-year follow-up from last patient enrolled

Table 2. Response by BICR using RECIST 1.1

Tumor response assessment: Radiographic imaging at baseline, every 8 weeks from first dose, Confirmed BOR, n (%) AI(INpatEIesr;ts
SR @B 12 WEES Gl SOmTENEN O [EEIsE  The IGNYTE-3 confirmatory phase 3 trial evaluating RP1 plus
CR 3 (16.7) nivolumab vs physician’s choice of treatment in melanoma that
Primary objective Key eligibility | | PR 5 (27.8) has progressed on anti—PD-1 and anti—CTLA-4 is currently
» Safety and efficacy Anti—PD-1—failed advanced melanoma (including acral), .
using mRECIST® by measurable disease, adequate organ function, no prior spD 3 (16.7) recrumng (NCTO62641 80)
independent central OnCOIytiC therapy, ECOG perfOrmanCG status 0—1
review (also assessed PD 6 (33.3 :
by REC(IST 1.1) Criteria for prior anti—PD-1 failure ( ) References:
o Confirmed progression while being treated with at least 8 NE 1 (5.6) 1. Fortuna A, et al. Front Oncol. 2024;14:1340408.
Secondary objectives weeks of anti-PD-1 therapy, alone or in combination; anti— 2. Mao L, et al. Front Immunol. 2021;12:680407.
* ORR by investigator PD-1 must be the last prior therapy. Patients on prior ORR (CR + PR) 8 (44.4) 3. Kwon MR, et al. Sci Rep. 2019;9(1):15894.
assessment (MRECISTP) adjuvant ’Fherap_)y must have confirmed progression while being oata wore contrally reviewsd by REGIST 1.1 (oor protocan Bocol 4. Bhave P, et al. J Immunother Cancer. 2022:10(7):e004668.
* DOR, CRrate, and PFSby  treatecuith adjuvant treatment (D can be confirmed by BICR, binded indspendont cenral eview; BOR. best oveal responiss; CR, complt response; N, not evaluable; ORR, objectve e 5. Reinhard S, et al. Eur J Cancer. 2025;220:115356.
central a”dt'”;’est'gatozj ) SD. stable disease. 6. van Not OJ, et al. Eur J Cancer. 2022:167:70-80.
assessment, 1-year an ' i 7. SiL, etal. Transl Oncol. 2019;12(6):828-35
2-year OS Primary analysis was conducted when all patients had Figure 2. Duration of response | . | 1206) |
>12 months of follow-u 8. Mori T, et al. Front Med (Lausanne). 2023;10:1229937.
= P 14 Median (95% Cl) 9. Nati : : : : _
o 11.89 (3.58, NR) . National Comprehensive Cancer Network. NCCN guidelines version 2.2025. Melanoma:
aAdditional doses of RP1 can be given beyond 8 cycles if protocol-specified criteria are met. 2 0.9- : + Censored cutaneous. Accessed September 10. 2025.
bFor mRECIST, PD must be confirmed by further progression at least 4 weeks after initial PD; intended to better allow for pseudoprogression than RECIST 1.1. O 0.8- ) ’ ..
CR, c|c|>mplete Irelaz‘;pDonse; DOR, dlération oth;%sqonse; ECOG,dEaSI,It%m C;]ooperati\qe ICD)I?goIogy Group; rPRECIST, rlnolglijidad IIRECISfT 1.1; ORF\:[, ogis\tlive resp:l)nse rkatel;:{CE)(S:,IST % y https://www.nccn.orq/profeSS|onaIs/phvS|C|an qu/pdf/cutaneous melanoma.pdf.
overall survival; PD, progressive disease; PD-1, programmed cell death protein 1; , progression-free survival, , plague-forming units; , eve weeks; o _
1.1, Response Evalugtiogn Criteria in Solid Tumor% vgrsion 1.1. i Pres P ° Y ; 0.7 10. Thomas S, et al. J Immunother Cancer. 2019;7(1):214.
c -
g 0.
‘s 0.4 -
Patients Z 037 Presenter disclosure:
2 0.2 . . . . . .
 Of 140 patients with anti-PD-1—failed cutaneous melanoma, 18 (12.9%) had acral melanoma S 1. g: recelvl\jd CE”:/I”“'”E;‘;GS fr;rrlij:stol llil/lyers Sq;'fbb’ EgIheITheraTDeutlcsl,:ICt)) B'OlieCh’ Maat
= arma, Merck, Merc ar ohme, Novartis, Pfizer, Philogen, Pierre Fabre, Regeneron,
» Ofthese 18 patients, 50.0% (9/18) had stage [VM1b—d disease, 94.4% (17/18) had BRAF wila- voo Roche, Sanofi, Sun Pharmapand Ultimovacs; received honora?ia from Bristol Myers gSquibb Merck
0 _ 7 . _ . 0 | | | | | | ) ) ) ) ’
t_)ll_piltur;\ors, and 72.2% (13/18) had programmed death-ligand 1 (PD-L1)-negative (<1%) tumors 0 3 6 - 9 - 12 15 Sharp & Dohme, Novartis, Pierre Fabre, and Sanofi; received travel support from Pierre Fabre; and
(Table 1) \umbor of patons a ek ime (months) served on advisory boards for Bristol Myers Squibb, Egle Therapeutics, Maat Pharma, Merck,
* Most patients (61.1% [11/18]) had prior treatment with both anti-PD-1 and anti-CTLA-4, and g g 7 4 2 : Merck Sharp & Dohme, Novartis, Pfizer, Philogen, Pierre Fabre, Regeneron, Roche, Sanofi, Sun
72.2% (13/1 8) had primary resistance to anti—PD-1 therapy o confid sl NR. ot reached (A) Tumor respo?se? intrr:on-injtecged Iccl)wer leg, I?gdslkin, ?nd foot lesions from a patient with injection to a lower leg tumor. (B) Tumor Pharma, and Ultimovacs.
, contidence interval; NR, not reached. response in a patient with injected and non-injected lung lesions.

N

‘}4’ The IGNYTE study is currently recruiting patients. To learn more about enrolling your patient, Acknowledgments:
/N contact clinicaltrials@replimune.com or +1 (781) 222 9570.

Study sponsor: Disclaimer:

This study is sponsored by Replimune, Inc. (Woburn, MA). Nivolumab Copies of this poster obtained through QR, AR, and/or text key

Contact:
The authors would like to thank the patients and their families for their participation in the trial, as well as Chris

Tucci and Tim Liu from Replimune, Inc. Medical writing and editorial support were provided by Claire Strothman, CEIEINE [ROIEI Seielie s i s e il was supplied by Bristol Myers Squibb. cc?des are .fOI‘ persoqal use only and may not be reproduced
Additional information can be obtained by visiting ClinicalTrials.gov (NCT03767348). PhD, of Red Nucleus, and were funded by Replimune, Inc. without written permission of the authors.
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Presented at the 2025 European Society for Medical Oncology (ESMO) Annual Meeting; October 17-21, 2025; Berlin, Germany
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