Final Results from Phase Il of Combination with Canerpaturev (formerly HF10), an Oncolytic Viral Immunotherapy, and Ipilimumab
# 1365P in Unresectable or Metastatic Melanoma in 2" or later line treatment.
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Canerpaturev (C-REV, formerly HF10) is an oncolytic, spontaneous mutant of HSV- Safety (N—ZS) Table 3: Correlation between perS|Stent mfectlon and the response (N_ll )
1, and is one. °|f t‘_mm”rl‘DOth‘I?r?piTS t:‘a;_ Com_bi“‘i direct} tumor cell killing W(;”: Table 2: Summary Incidence of Study treatment related > Grade 3 TEAEs (N=28) Table 6: Summary Table 7: Survival period
immune modulation. Preclinical studies in tumor-bearing mouse mode . - -

_ _ , & m Treatment-Emergent Adverse Events (TEAEs) TEAEs TEAEs Detection of Survival veriod l CREV DNA DCR (% Survival period
demonstrated that anti-CTLA-4 antibody with C-REV showed a higher rate of PatientID| C-REV DNA p** SR (%) — mean (davs)**
complete tumor disappearance and significant improvement in the median overall ~Any grade TEAEs 28 (100 0%) Hyponatraemia 3(10.7%)  Lipase increased 1(3.6%) at Dav 85 or 169 (days) 100%
survival compared to either monotherapy. The Phase Il trial of combination Grade 3 or 4 TEAEs 14 (50.0%) Adrenal insufficiency 2 (7.1%) Malaise 1(3.6%) 1401-003 + irPR 446 Yes (N=5) (irPR=1, irSD=4)
treatmenht Wlt]:c C-REV ar:jd |p|f||mum?b (Ipi: antl-CTLhA-4 antlbod(;/) was de5|gtr:|ed t0  Any Severe TEAEs 16 (57.1%) Colitis 1(3.6%) Wireeul B el s 1(3.6%) 1401-002 + irSD 458 No (N=6) 33% 251
assess the efficacy and safety of patients with pretreated unresectable or _ _ 1401-005 + irSD 294 (irSD=2, irPD=4)

. . Grade 3 or 4 C-REV + Ipi-Related TEAEs 10 (35.7% .69 .69 .
metastatic malignant melanoma. pi ( 0) Amylase increased 1 (3.6%) Nausea 1(3.6%) 1401-010 N i'SD 143
Grade 3 or 4 C-REV-Related TEAEs 6 (21.4%) Constipation 1(3.6%) Toxic skin eruption 1(3.6%) 1401-016 + irsD 360 DCR of pts with persistent C-REV infection at the
M ETHODS Grade 3 or 4 Ipi-Related TEAEs 10 (35.7%) Hepatic function abnormal 1(3.6%) White blood cell count decreased 1 (3.6%) 1401-013 - irSD 369 ian:'.ectel;d site :.vas better;ch:r:\ 'Echaé V%’I'Et\r/‘OUt itt'_
1401-018 - irSD 269 is observation suggests that C- injection
. TEAE.s-ReIated death 0(0.0%) \iedDRAT) Preferred Term (ver:21.0) 1401-001 - irPD 184 contributed to prolonging survival.
Study Design ; Efflcacy (N=27) Fig.3: Best Change from Baseline Table 5: Subgroup Analysis 1401-006 - irPD 124 *Both baseline and post treatment samples of the
T o Ipilimumab 3mg/kg IV S g ——— — N = . 1401-019 - irPD 311 ini ' '
Key El I . . ] = injected lesions were obtained from the 11 pts.
eP»;tieliltzl\i\t?;Erlterla Table 4 Summarv t typo was corrected after ESM02019 F|g.3-1: Whole Measurable Lesion ‘ N 27' IrRC' 4SWkS) 1401-027 i irPD 750 *’: ) d 115t A 018 P
C-REV up to 5 mL irRC irRC RECIST v.1.1 - . . ut-off date: 31** August,
unresectable or : Disease Stage (AJCC 7t edition /
metastatic melanoma lpillmumameg{kqukasxd |rRl:,c‘n1WHO 12, 1i3, 24,125 s.im wkls - ORR [(”-)CR - (”-)PR] 2 (7 4% 3 (11 1%-'-) 2 (7 4% 100 - 181G 1y f/ll( . X (20 )O/) " (66 7/) SU M MARY OF RESU LTS CONCLUSION
. 75 i , V- a .0% 7%
(Stage llIB, llIC, or IV: g = DCR [(ir)CR + (ir)PR + (ir)SD] ~ 15(55.6%)  15(55.6%)  11(40.7%) RESULTS:
A AJCC 7th edition) < :lFlc!lxlto TE:IDS-D!mLIT lwkxdwks then kaslu] I:oldls-lvlltsl S (@) L IV_Mlb 2 O (00%) 1 (500%) o
o, Injectable/ e, “ e - >} BORR 25 * From March 2017 to December 2018, 28 pts were enrolled.
m jeemen e A - = o : IV-Mic 10 0(0.0%)  4(40.0%) |« pisease stages were IlIB (7.1%), IlIC (28.6%) and IV (64.3%)
~8 measurable lesion =gl Primary endpoint: = =3 irCR/CR 0 (0.0%) 0 (0.0%) 0 (0.0%) g 1%), 6% .3%).
~8 - Adequate organ ~J - Best overall response rate by irRC at week 24 = c i . . . = Subtypes * Acral lentiginous was 39.3% and mucosal melanoma was 21.4%.
i function = Ifey;egondarz enldpog-]ﬁsz = ol R/PR Q) el 2l o : ALM 10 2(20.0%) 7(70.0%) | * Anti-PD-1 antibody was previously used in 89.3%.
- ECOG PS 0-2 atety and tolerability 2 irSD / SD 13 (48.2%) 12 (44.4%)  9(33.3%) . | h 0
_ *  Objective response rate by irRC, mMWHO = 100 Mucosal 6 1(16.7%) 3(50.0%) Grade 3 or worse AEs related to the study treatment was 35.7 %.
* Life expectancy 2 criteria and RECIST (Ver.1.1) irPD/ PD 12 (44.4%) 12 (44.4%) 16 (59.3%) M S ey pym—— e Of 27 efficacy evaluable pts, BORR and DCR by irRC were 11.1%t and 55.6%, respectively.
aw - " Progression-free survival Fio.1: Kaolan-Mei Ivsis of OS 1 - - - - E— 907! (60.0%) " |, 6 pts (22.2%) were confirmed in durable response and had no deaths (follow-up period: 298 — 446 days).
blehcle(()j iigf:i'zzgt ZT:;:;; Ig.1: Raplan-ivieler analysis O Fig.3-2: Injected Lesion (Pts)  ssMm 3 0(00%) 0(0.0%)  « The median OS was 318.0 days (95% C.I. 211.00 — not reached).
abnormility © 107 _|—|_I_ — ] Others 3 0(0.0%) 2(66.7%) |+ Tumor biopsy samples (n=11) analysis showed that the difference of DCR and survival period for pts with
. (%) ) jver metastasis or without C-REV DNA detection at injected lesions.
RESULTS | 100 . 5  0(0.0% 0(0.0% | *Durable response: Patients with irPR and durable irSD longer than 24 wks
Median survival:
0.6 - 318.0 days (211.00 — not reached) ;Z No 22 3(13.6%) 15 (68.2%) CONCLUSION:
Analysis set, n Enrollment, 28 Safety ana|y5i5 set, 28 Efficacy ana|y5i5 set, 27* A “'“-'-I-“'“-““:-' --------- 25 LDH level (baseline) In tnelanoma, various |rr.1munotherap|.es and mo!ecmar.targe‘_:ed drugs ha\{e be.en apprO\./ed for treatment.
0. 4- 0 . . options, but there are still unmet medical needs in particular in pts who failed in the 15t line therapy. In this
*Did not have a post baseline tumor assessment; n=1 25 < UWN 17 3(17.6%)  11(64.7%) trial, C-REV did not show the exacerbation in ipi toxicity and patients with irPR and durable irSD contributed
Table 1: Patient Characteristics 0.2 S ULN < 10 0(0.0%)  4(40.0%) | to prolonging OS. Thus, C-REV plus ipi has potential to become a new treatment option for melanoma in
-100
Sex — n (%) Female / Male 16 (57.1%) / 12 (42.9%) -0, . . ' — ' ' ' < WeelEn L | 2ilears) | LD(EE Reference
B S Y 67 (31, 81) ! Beom 1 . 169200 . 200 400 200 pay) 1 5 10 5 20 2 Median < 14 1(7.1%) 5(35.7%) Table 8: Efficacy of Ipi monotherapy after Nivolumab in Japanese patients with melanoma
median rin ' Fig.2: Kaplan-Meier analysis of OS (Durable responder) Fig 3.3, NorInjected Lesior T et | swomast
Elderly— n (%) <65 / 65 < 11 (393%) / 17 (607%) 1.0 1 L1 1J (%) ] ircR
) 1 ] % 1r 0, o i
e — L Durabl der (n=6) iR | Yes 24 3(12.5%) 14 (58.3%) Number of Patients 60 9
JdolERD k) 073 2 2 (Bt 4 IS0 /11 (5060 s - PR rSD (not durable) (n-9) B | 3 0(0.0%)  1(33.3% > Grade 3 AE 33 (55.0%) 2 (22%)
i th aiti 0 0.8 -| L. — = irPD (n=12) 100 o] (0.0%) (33.3%) > Grade S .0% A
Disease stage (AICC 7™ edition) —n(%) -I—L i Medi vl B BRAF mutation status ORR / DCR / MST 2 (3.6%) /9(16.3%) /223 Days 0(0.0%) /1(11.1%) / ND
0, 0 0, _ ammwm edlan survival: _
B /INC/ 1V 2(7.1%) / 8 (28.6%) / 18 (64.3%) N _|_ ___________ E___ggg._9_ days (55.16-1890.36) ZZ ;;; Positive 2 0 (0.0%) 0 (0.0%) 1) Fujisawa Y, et al. J Dermatol Sci. 2018 Jan;89(1):60-66. 2) Sato M,et al. J Dermatol. 2018 Apr 14.
MO /M1a / M1b / Mic 10 (35.7%) /6 (21.4%) / 2 (7.1%) /10 (35.7%) ol Median surviva "l ) . — 2 | 50457 | 165555
0 0 0.2 90 o _ _
125 /1Yo 25 (89,556 /2 [0k 022) 75 Anti-HSV-1 ab (baseline) — Patients, their families and caregivers
SUbtypes N (%) 0.0 | | | | | | | | | 1 Seropositive 16 3 (18.8%) 10 (62.5%) — Dr. Yukihiro NiShiyama Copies of this poster obtained through QR Code are for
ALM / NM / SSM / Mucosal 11 (39.3%) / 5 (17.9%) / 3 (10.7%) / 6 (21.4%) 1 43 8 12T 169 200 300 400 500(Day) Seronegative 11 0(0.0%) 5(45.5%) | Study sponsored by TAKARA BIO INC. ggfnoiggilounsﬁgmyEg%rg%‘g%thgeaL‘iﬁg?%?cti?s“ég?%f
Adjusted for baseline LDH and baseline tumor burden 1 5 10 15 20 25 (Pts)
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