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Response analysis for injected and non-injected lesions and of the safety and efficacy of superficial and deep/visceral RP1 injection in the registrational cohort of anti—-PD-1-failed melanoma patients
of the IGNYTE trial
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Background Results

- Immune checkpoint inhibitors have improved outcomes for patients with Patients Table 1. Efficacy by injection type by BICR using RECIST  Figure 2. Kinetics of response in injected vs non-injected

advanced melanoma, but the majority of patients experience disease A el P it - | - 1.1 (patient-level data) lesions from RECIST 1.1 responders
progression on anti-programmed cell death protein 1 (PD-1) therapy-6 * A’real-world” anti—PD-1-failed melanoma population (N = 46; lesion-level data)

Safety in superficial and/or deep/visceral injections
« Patients with deep/visceral (x superficial) injections and patients with only superficial injections experienced

. . . . was enrolled (N = 140; data cutoff, March 8, 2024 ' iCi -
» Outcomes following progression are poor, with a median overall vedian ( ) 5 (2191 ) Deep/wsc(er:a_l ;I:6)superf|0|al comparable rates of treatment-related adverse events (Table 3)
i i i - Tat i~a’,8 o viedlan (range) age was — ears — = . . :
survival (OS) of approximately 1 year in real-world clinical practice AN9e) a9 4 Table 3. Safety by injection type (most common TRAESs related to RP1 or nivolumab)
o There is no genera”y established standard of care foIIowing ® The median (rgnge) fO”OW-Up at the time of the Deep/ e Individual injected lesions = — = o
progression, and available treatment options are limited by primary analysis was 15.5 (0.5-47.6) months N— Superficial | visceral plus Deep! £ eep V'SC(ﬁri‘ 3_6§uper Icia
Suboptlmal eﬁ:lcacy and/or hlgh tOXICIty9-13 @) DuetO the I’eCIUII’ement that patlentS mUSt have BOR, on|y SuperﬂClaI Vlsceral Only § 2:: : .
 RP1 (vusolimogene oderparepvec) is a selectively replication-competent confirmed progressive disease on an immediate n (%) (n = 104) (n = 14) (n =22) : ] sunerficial ol Deep/wscfe_ral Iplus — LT
herpes simplex virus type 1-based oncolytic immunotherapy that prior anti-PD-1-based therapy, most patients had 1 HR SRS ‘ uperticial onty superticia eepivisceral only
: : or 2 prior lines of thera CR 21 (15.0) 18 (17.3) 0 3(13.6) : R (n =104) (n = 14) (n = 22)
expresses human granulocyte-macrophage colony-stimulating factor P Py 2o \NNER e >
and the fusogenic GALV-GP-R- glycoproteint4  Patient clinical characteristics are summarized below PR 25 (17.9) 13 (12.5) 6 (42.9) 6 (27.3) £ oo “}‘\: N ~ TRAES, n (%) All grades | Grades 3/4 | All grades | Grades 3/4 | All grades | Grades 3/4
* In the registrational cohort from the IGNYTE trial, patients with advanced o Sixty-eight (48.6%) patients had stage IVM1b—d Total 93 (89.4) 15 (14.4) 12 (85.7) 2 (14.3) 21 (95.5) 1 (4.5)
anti-PD-1—failed melanoma were treated with RP1 + nivolumab: disease SD 31 (22.1) 19 (18.3) 4 (28.6) 8 (36.4) o % . n Fatigue 33 E31.7g 1(1.0) 6 E42.9; 0 7 E31.8§ 0
.. : Pyrexia 31 (29.8 0 3(21.4 0 9 (40.9 0
o The objective response rate (ORR) was 32.9% by blinded o Lactate dehydrogenase (LDH) levels were above PD 54(38.6) 46 (44.2) 3 (21.4) 5 (22.7) Chills 30 (28.8) 0 5 (35.7) 0 10 (45.5) 0
iIndependent central review (BICR) using Response Evaluation Criteria the upper limit of normal in 47 (33.6%) patients? 00- Nausea 22 (21.2) 0 3 (21.4) 0 6 (27.3) 0
in Solid Tumors version 1.1 (RECIST 1.1) o Seventy-nine (56.4%) patients had PD-L1-negative ORR 46 (32.9) 31 (29.8) 6 (42.9) 9 (40.9) . vt ren e esions Diarrhea 14 (13.5) 1 (1.0) 2 (14.3) 0 4 (18.2) 0
o The Complete response rate was 15.0% tumors Eight (7.7%) patients in the superficial only group and 1 (7.1%) patient in the deep/visceral plus superficial group were not i, n \I_/Ioeglclltal‘gﬁe 143]' Eiggg 8 i g;i; 8 j Eigg; 8
: = = - valuable (discontin rior to the first effi ment). D . . .
o Landmark OS rates at 1, 2, and 3 years were 75.3%, 63.3%, and O Slxty-pne (436%) .patlents had prior ant|—PD'1. EIgIg?glﬁléizﬁzd;pl(;idd:ntoc;gt:glerevsié\?v; é?)cg,absessetssve(raaltl)response; CR, complete response; ORR, objective response rate; E Influenza-like ililness 13 (125) 0 2 (143) 0 10 (455) 0
548%’ respectively; median OS was not reached combined Wlth ant|_CT!_A_4 and 4 (29%) received gilzégégg.;resswe disease; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable g n Injection-site pain 13 (125) 0 3 (214) 0 5 (227) 0
bOth theraples Sequentla”y . . . . . . ;—‘s; -40- TRAE, treatment-related adverse event.
- Most patients (92 [65.7%]) had primary resistance Table 2. Responses in injected VS non-injected lesions ==
o to anti—PD-1 therapy® from RECIST 1.1 responders (lesion-level data) RP1 lung and liver injections
/ » Evaluate the efficacy of RP1 + nivolumab in injected and ALDH level was unknown in 1 (0.79%) patient, "PD-LL tatus was undetermined or missing in 17 (12,19 Number (%) of measuE:ngl |eSIiDCg}SNfC1f4|'\éEC|ST 1.1 responders . e  RP1 injections to lung and liver lesions were feasible and resulted in responses (Figures 4 and 5)
@ non'aneCted lesions Eelajt[(intt;é::&rﬁary resistance: Progressed within 6 months of starting the immediate prior course of anti— ( 0]} y — ) 0 3 6 9 2 15 18 21Momhsz4 27 30 3 3 3 4 45 o Among 7 patients with |ung injeCtionS, pneumothorax events were reported in 5.8% (3/52) of injections
 Assess the safety and efficacy in patients receiving superficial Injected Non-injected S | o One event was grade 1 and two events were grade 2; these events self-resolved, and further RP1
and/or deepl/visceral RP1 injections Efficacy in superficial and/or deep/visceral lesions lesions RECIST 1.1, Response Evaluation Ciiteria in Sokd Tumors version 1.L. injections were given without additional events
lesions (n =78) (n =119) E 3 R . iniected Vi | lesi - For both grade 2 events, resolution occurred within 4 days
_ _ _ T Number (%) of lesions with Igure o. Responses in non-injecte V'Sc_era esions o One (1.9%) lung injection led to pneumothorax requiring invasive intervention (chest tube insertion)
+ Patients with deep/visceral (¢ superficial) injections | from RECIST 1.1 responders (N = 46; lesion-level data) o All events occurred within 7 days after RP1 injection
had numerically higher response rates vs those who No reduction 1(1.3) 4(3.4)
received superficial injections only (Table 1) Any reduction 77 (98.7) 115 (96.6) .  Number of lesions Figure 4. Patient example: RP1 lung injection in patient with prior ipilimumab +
. ghe C/)RR Wals (40.0% (?'/1'5?) iln patierg[sl,_ receiving Best reduction 0% to <30% 4 (5.1) 21 (17.6) nivolumab
Screening Cycle 1 Cycles 2-8 Cycle 9 Cycles 10-30° eepl/visceral (x superticial) lung and liver injections ' 2 th 20.5 th A -
° P . P _9_ | | J Best reduction >30% to <100% 31 (39.7) 47 (39.5) Brain Months IS 52 lung injections Management of pneumothorax
H@ﬁ o o The median number of RP1 injections in the lung Lun in 7 patients Grade 1 pneumothorax
FY-9-5-¥ > RP1* > RI\'T&/’:T* > Nivot > Nivo? > 100-day and liver was 8 and 6.5, respective|y Best reduction of 100% 42 (53.8) 47 (39.5) g o@ Any redticgt(ijoo/n 18882;0 * No treatment was required G&
Any reduction 96.6% a0t < 02 | DZ “ « The event resolved after 13 days
LR . — — fo?l%fv?/t-)tljp o o CR, complete response; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1. <30% 24.1% l e | \- =eo ]8802 840 Grade \2/ pneumovthorax '
Anti—PD-1~failed 2 2 2 Responses N |njected VS non-lnjected =30% 10 <100% 1 31.0% : Pneumothorax events: . i ; i
cutaneous melanoma? Weeks Weeks Weeks _ . ] o o 100% 41.4% ' , 3/52 (5.8%) The patient underyvent a chest X-ray and received
(N = 140 patients) lesions Figure 1. Depth of response in injected vs non-injected . + Grade 1: 1/52 (1.9%) nopodanagese .
10 lesi ’ t'J t I Jd by BICR (N = 46; patient- and lesion-level data) Pleurs ° e s " Grade 23:0 + The patient was treated with chest tube insertion,
y RFF.>1td N /}ie:( T)Iigii)ilfityl d @b PrSirr;atry Ot()jje;:;ive S €S10Ns per patent were analyzea by =490, p Any reduction | 100.0% [\o AW >30% to <:88°ﬁ) 83'840 o tshilrgpy, an analgesic, an opioid analgesic,
*First dose = 106 m v =| Anti-PD-1-faile « Safety and efficacy using m c i <30% % =oue o i and a
**S7ubsequent AoEEs = advancectl)lmﬁl_anoma.\; by BICR (also assessed by RECIST 1.1) . Among RECIST 1.1 responders (N = 46)’ robust N >30% to <188;0 ‘ 50.802 Q )\\3 100% 0% o THS ST s ae) e 4 days
% ;O PRUImL adequate organ Secondary Objecives — responses were observed in both injected and non- : 100% | 50.0% + The patient continued to receive lung injectons
ivo nction: no prior . investigator assessment (m © . . . . © i -ini withou u u
1240 mg (Q2W) for 8 cycles oncolyi therapy; SR, R s o 2 oy injected lesions (Table 2 and Figure 1) io O Injested © Non-injected "
1480 mg (Q4W) for 21 cycles ECOG performance investigator assessment, 1-year and 2-year OS . . . . g 2 . . . L . . . . . .
status 01 o There was a 230% reduction in 93.6% (73/78) of % ol Figure 5. Patient example: RP1 liver injection in patient with prior pembrolizumab
. ) 0 e §
The primary analysis was conducted when all patients had 212 months of follow-up. Inje.Cted BElEns N 70 (94/119) ol el InJECted v Any reduction 100.0% ° Baseline 4 months 27 months
aConfirmed progression while being treated with =28 weeks of anti—PD-1 therapy, alone or in combination; anti—-PD-1 must be the last prior IeS|OnS 3 <30% 21 4%
therqpy. Patien_ts on prior adjuvant thgrqpy must have confirme_d progression V\_/hile being_ treated with adjuvant treatment (PD can be_ ) ] o o g 007 >30% to <100% 35;7% '
S Nl i T A o e e - UMl 112 (i o respaets w7 siilen i infesist v oo | zow P 48 liver injections in & paents
BICR, blinded independent central review; CR, complete response; DOR, duration of response; ECOG, Eastern Cooperative Oncology non-lnjected lesions (Flg ure 2) @ . No el qli
Group; mRECIST, modified REC_IST; nivo, nivolu_mab; ORR, _obj(?ctive response ratg; OS,_O\{eraII survival; PD, progressive disease; PD-_l, o _ _ _ _ 41004 e e R T e T P e e Total fucr)]g[ii\r/]atteestslver
oG ol eath oo 1 P, pogrosln o Sunial L) Mlague foming unt; Q2W, every 2 weske; QAW ety 4 weeks o Of the non-injected visceral lesions in responding + o ver or abdorinai
patlents’ 962% (50/52) Showed redUCthn from One patient was not included because lesions were not measurable by BICR. >30% t <§88250 ;gng cavity bleeding
baseline, with 65.4% reduced by >30% (Figure 3) apatient had a CR as a radical resection of all 3 lesions on the skin of the left foot confirmed full regression. *The sum of SR 1000/2 36:5"/2 events
diameters of 4 target lesions met the criteria for a PR. ¢Patient only had non-injected lesions measured.
BICR, blinded independent central review; CR, complete response; PR, partial response; RECIST 1.1, Response Evaluation O Injected
. RP]_ — injected into Superﬁcial and/or deep/viscera| tumors Criteria in Solid Tumors version 1.1. RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
o Superficial tumors: defined as those that could be visualized or Patients experienced numerically higher ORRs after receiving deep/visceral injections (* superficial) compared with superficial injections only. RP1 injections directly into the lung and liver were generally well tolerated and
palpated and accessed with standard-sized needles and syringes Deep responses were observed in injected and non-injected, including visceral, lesions. resulted in few organ-specific adverse events that were easily managed.

o Deeplvisceral tumors: defined as those that could not be directly
observed or palpated and required imaging guidance (eg, ultrasound, CO nc | us | ons
computed tomography, endoscopy, bronchoscopy) to inject

= Visceral tumors are deep tumors associated with visceral organs - Both lesion-level and patient-level responses were seen independent « The safety and efficacy profiles of deep/visceral injections were generally comparable to - Liver and lung injections had a tolerable safety profile  Overall, these data support the safety and efficacy of deepl/visceral
o Both superficial and deep/visceral lesions could be injected on the of the injection status of individual lesions or their anatomical site those of superficial injections o No bleeding events were reported after liver injection injeptions and demonstratg the development of a robust systemic
same day (volume dependent on lesion size; <10 mL total/day) o Tr_\e overall response to RPl_was driven by the response of both o Numerically higher rates of response were observed after deep/visceral injections vs > Lung injections were associated with low rates of pneumothorax anti-tumor response following RP1 treatment
o Recommended needle gauges are 25-27 for superficial lesions injected and non-injected lesions superficial injections only events, which were typically of low grade and manageable * The confirmatory phase 3 IGNYTE-3 trial (NCT06264180) is currently
and 20-23 for deep/visceral lesions o Deeplvisceral injections can be safely and reproducibly performed underway (see poster TPS9599)
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