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Metformin and the oncolytic HSV C-REV combination promote

antitumor efficacy in a bilateral pancreatic cell cancer subcutaneous model
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EEIFERER % pivotal study & LT2020F 12 BICRERTABRB NS LIN. 2021 F6AICAARY). KIBMEMHE
BEZHRELLEDE L TEEFRIO VAN AFERMDP AR SN (REROHRM) . Filizst> 6 ROMESZNER
ERRREDEM THD I Eld. BRRFEIEDQEARIEDS ZEZRATE /e, SHE. AIRMEPDIC2ZTOEFDAIC G4T
ADEREIAT DI EZBIET.

BLIZESIC. GATADT /) LORICEBDBIGFEMAAA T, [HMBGRADAKEERIET DA BEMA HSV-1
ZERTHEMERTSH. E b2 2—OA4 F12RRBDPAREA HSV-1ZANT, BUERBEZHRICLEE] I
HEMETERREED TS, ICE I TIELEEMMEDARER HSV-10REZIT>THY . BELDRMAZEET .

BAFEDTAIINAEEE. BEDVAINAERNT, PLELBVHROBRFARDEATE Y. KMiICHHRE)—N
LTWB., VA AEEREIL. PAERICEGZE/5TDHAEET. BADEEE L TORRDPBAFIND,

28



IS-1 Next-generation vaccinia viral platform for
oncolytic virotherapy

OTakahumi Nakamura
Division of genomic Medicine
Department of Genomic Medicine and Regenerative Therapeutics
School of Medicine, Tottori University Faculty of Medicine

Vaccinia virus, once widely used for smallpox vaccine, has been genetically engineered and used as an
oncolytic virus for cancer virotherapy. The therapeutic index is successfully enhanced by stricter tumor-
specific viral replication, stronger oncolytic potency, and optimized induction of antitumor immunity. Two
viral proteins VGF and O1 contribute to viral replication and spread by activation of EGFR-dependent
MAPK/ERK pathway. VGF- and O1-deleted vaccinia virus (MDRVV) inhibited pathogenic viral replication
in normal cells without impairing therapeutic replication in tumor cells. Recently, fusogenic vaccinia virus
(FUVAC) was discovered during plague purification of the MDRVV. Whole-genome sequencing identified
that FUVAC has a nonsense mutation in the viral gene K2L, in addition to double deletions of VGF and
O1L. FUVAC exerted more potent antitumor immune responses by modulating the tumor microenvironment
than non-fusogenic vaccinia virus MDRVV. Furthermore, simultaneous expression of immune-modulating
genes in FUVAC augmented the antitumor activity via inducing potent and durable antitumor immune
responses following viral oncolysis. Single-cell analysis of tumor microenvironment revealed new insight
to therapeutic response of the armed FUVAC. Taken together, the combined properties of next-generation
oncolytic vaccinia virus have the potential to overcome oncolytic virus-resistant tumors which limit the
clinical benefits due to tumor heterogeneity and the complexity of tumor microenvironment.
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IS-2 Potentiating oncolytic adenovirus using
nanomaterial-based delivery systems

(OChae-Ok Yun
Department of Bioengineering, College of Engineering, Hanyang University

Clinical development of oncolytic adenovirus (0Ad) has surged recently, and considerable progress has
been achieved. Still, there is margin for further innovations to maximize the therapeutic benefits of oAd. To
this end, nanomaterial-based delivery systems has the potential to improve the effectiveness and safety
profiles of oncolytic virotherapy, since nanohybrid system can exert complex and diverse functionalities
that are difficult to achieve using either biological or synthetic system alone. Nanomaterials enable either
locally or systemically administered oAd to evade host immune recognition, prolong blood retention,
enhance antitumor activity, and restrict nonspecific shedding to normal tissues. For local delivery,
magnetic nanoparticle-based oAd system show high level of accumulation and prolonged biological
activity in tumor tissues. Similarly, systemic delivery of oAd using nanomaterials has been shown to exhibit
promising pharmacokinetics and biodistribution profiles. Collectively, nanomaterial-based oAd delivery
systems have shown promising safety and efficacy profiles over conventional oncolytic virotherapy,
making them promising candidates for future clinical trials.
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IS-3 An oncolytic recombinant measles virus, rMV-
SLAMblind, is a promising candidate for cancer therapy

OChieko Kai? . Tomoko Fujiyuki” . Kanako Moritoh” . Shunji Takahashi® .
Kenji Nakano? . Fumitaka Nagamura® . Hiroki Sato” . Misako Yoneda®
1) Institute of Industrial Science, The University of Tokyo
2) Cancer Institute Hospital of Japanese Foundation for Cancer Research
3) The Institute of Medical Science, The University of Tokyo

An oncolytic recombinant measles virus for cancer therapy (rMV-SLAMblind), that we previously
generated from a wild-type measles virus by introducing genetical modification, is unable to use SLAM as
its principal receptor and thus lost the MV pathogenicity. It infects cancer cells via Nectin-4 and kills them,
and therefore target the Nectin-4 expressing tumors. Nectin-4 is known as a tumor marker that is highly
expressed in various types of cancers, particularly malignant tumors. We have demonstrated its in vitro
oncolytic activities and significant anti-tumor effects against various types of tumors in xenograft mouse
models (Gene Therapy 2012, Oncotarget 2015, Scientific Reports 2016, Cancer Science 2016, Mol Ther
Oncolytics, 2020). Its anti-tumor effect was the most pronounced in breast and lung cancers. In safety-
tox studies using experimental healthy beagles and monkeys, rMV-SLAMbIlind neither caused measles-
like symptoms nor proliferated in any organ, demonstrating its safety. It was also clarified that the therapy
with rMV-SLAMblind has an ability to induce anti-tumor cell-mediated immunityby using immunocompetent
mouse models. Therefore, it is expected that rMV-SLAMbIind is a novel viral platform for cancer therapy.
Based on those studies, we are conducting phase | clinical study of the rMV-SLAMDblind in patients with
Nectin-4-positive solid tumors for future practical application. | would like to introduce the overview of the
translational research and the current status of clinical study.
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I1S-4 Oncolytic VSV virotherapy as an immunotherapeutic
approach in hematologic malignancies

OKah-Whye Peng
Department of Oncology and The Virus and Gene Therapy Toxicology and
Pharmacology Service Lab at Mayo Clinic

Voyager-V1 (VV1) is an oncolytic vesicular stomatitis virus encoding the immunostimulatory cytokine inter-
feron beta (IFNb) and the sodium iodide symporter as a reporter gene.

The virus is currently being evaluated as a single agent monotherapy for intravenous infusion in patients
with hematological malignancies of multiple myeloma and lymphoma.

In particular, preliminary clinical activity in patients with relapsed refractory T cell ymphoma is especially
encouraging.

We are excited to share the phase 1 dose escalation trial data and the follow on expansion group in
patients with T cell lymphoma.
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IS-5 Oncolytic virus therapy using G47A for patients

with prostate cancer

OHiroshi Fukuhara® . Tomoki Todo?
1) Department of Urology, Kyorin University School of Medicine, Tokyo, Japan
2) Division of Innovative Cancer Therapy, The Institute of Medical Science,
The University of Tokyo, Tokyo, Japan.

G47A (teserpaturev; Delytact®™), an oncolytic herpes simplex virus type 1 (HSV-1), was approved as a new
drug for malignant glioma in 2021. G47A is a third-generation oncolytic HSV-1 that has triple mutations
in the gamma34.5, alpha47 and ICP6 genes. The preclinical studies have shown G47 A to be effective
in several malignancies including prostate cancer. The phase | clinical study for patients with castration
resistant prostate cancer (CRPC) was performed from 2013 to 2018. In this single-arm study, patients
with prostate cancer that had not received prostatectomy and recurred after hormonal therapy, with or
without prior record of chemotherapy and with or without remote metastases, are included. Nine patients
were enrolled, and this clinical trial was successfully completed. Intra-prostate administration of G47 A
was well-tolerated with minimal toxicity.

Based on this safety POC, a phase Il trial in patients with metastatic prostate cancer started in 2022. In
this study, patients with metastatic prostate cancer that was newly diagnosed are included. Intra-tumoral
inoculations of G47A (1 x 10° pfu) in the prostate are performed on day 1, day 8 and every 4 weeks
thereafter, up to 6 times. Patients are concurrently treated with androgen depletion therapy, the standard
therapy for prostate cancer at the same time. The primary endpoint is the one-year failure-free survival
rate. The treatment has been well tolerated by the patients, and no severe adverse events attributable to
G47A have been observed so far.

Disclosure of COI:

There is no COI to disclose.
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IS-6 Retroviral Replicating Vectors for Gene Therapy
and Immunotherapy of Cancer:
From Bench to Bedside and Back Again

ONoriyuki Kasahara
Departments of Neurological Surgery and Radiation Oncology University of California,
San Francisco (UCSF)

Retroviral Replicating Vectors (RRV) replicate tumor-selectively and stably integrate into actively-dividing
cancer cells, enabling efficient transgene delivery throughout tumors in a wide variety of cancer models.
Toca 511 (vocimagene amiretrorepvec) is a clinical-stage RRV expressing yeast cytosine deaminase,
which intratumorally converts the prodrug 5-fluorocytosine (5-FC) into the active drug 5-fluorouracil (5-
FU). Tumor-localized in situ production of 5-FU Kills infected cancer cells and adjacent myeloid-derived
suppressor cells, thus activating anti-tumor immunity while avoiding systemic myelotoxicity. In multiple
Phase | dose-escalation trials for recurrent high-grade glioma, Toca 511 + 5-FC resulted in objective
radiographic responses, mOS 14.4 months, 21.7% durable response rate, with all responders in CR and
still alive at median follow-up >47.8+ months. While a Phase 3 trial failed to meet endpoints overall, highly
significant survival benefit was seen in pre-specified patient subgroups compared to matched randomized
controls. Further efforts are on-going to pursue biomarker-targeted patient selection, and new combination
therapies to enhance potency.

Biography

Dr. Kasahara is Professor and Alvera L. Kan Endowed Chair of Neurological Surgery and Radiation Oncology at the University of
California, San Francisco (UCSF). He is an internationally recognized pioneer in gene therapy, the lead inventor on core gene transfer
and genetic engineering technologies currently under clinical development, and scientific co-founder of Tocagen Inc., a San Diego-based
biotech venture. After obtaining his medical degree in 1986 from Tokyo Medical & Dental University, Dr. Kasahara completed his
clinical residency in Laboratory Medicine at UCSF, where he also received his Ph.D. in 1994 for thesis research with Professor Y. W.
Kan, a pioneer in genetic diagnostics and recipient of the Lasker Award. Dr. Kasahara was previously on the faculty at the University
of Southern California (USC) and the University of California, Los Angeles (UCLA), where he was a tenured Professor and Director of the
UCLA Vector Core & Shared Resource facility, and at the University of Miami, where he was Co-Leader of the Viral Oncology Program.
As a Board-certified clinical pathologist, Dr. Kasahara was also Associate Medical Director of the HLA Laboratory for Eurofins VRL
in Los Angeles, a clinical reference lab for OnelLegacy, the regional organ procurement organization (OPO), and served as a member of
OneLegacy’s Board of Advisors and Chair of the OneLegacy Histocompatibility Committee. He was previously a Visiting Professor at
the University of Oxford UK and Waseda University in Japan, and is now a Designated Professor at Tokyo Medical & Dental University.
Dr. Kasahara's current research program focuses on: 1) translational development of tumor-selective retroviral replicating vectors (RRV)
for gene therapy of cancer, currently being evaluated in a registrational Phase III clinical trial for patients with recurrent high-grade
glioma; 2) genetic engineering of mesenchymal stem cells for cancer gene therapy and immunotherapy; and 3) genetic engineering of

allogeneic cells to reduce immunological rejection and enable selective in vivo expansion.
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DOHPEICH TS HTLV-1 EEEIEB2H AL LEHEEI N, —BOF v ) 7HBOH TFEARERA T HEEMLE) >/\
BE (ATL). HTLV-1BE&EEREE (HAM/TSP) . HTLV-1 RESERK (HU) DELRBZEBZRIEY 5. ATL IIHBDTFER
RT. tFREDBEBRIEITBESOERTIFEAERZIN TR, HEKAEREDHIEP. RIZHRILICE DR
Em) AT F ¥ U7 DREERFRENNEZOHIUDI B THS.

B4lE. 2ESHRD SEBREZ T EBRREEBRLTETINEMRIC. KIBELEBNA IV ABIREERL. BRT—
REMET BHIET. BEMICESMAROR LR, BERBOREA D XLOHEMRA. FIFSRIENDFORE. 3
E A VFHEEDORFE. ZHA TS,

INETIC, HTLV-1 BREHPROZEBERPABERZHANSZIET. TEST/ LREDEEM (Cancer Cell 2012;
Blood 2016; Nat Commun 2021) &am&iEai& L THEME (Cell Rep 2019) ZERMARH SR L7z, ATL I& EZHA
EEZH2 DEFRFMHAMICEDEA M H3K27 b X FILL (HBK27me3) AEFEL TH Y. DPAMFIEETFEORER
HFIDFIEE D FREICEBOTEETHD. 7 7—A M U5 AEZH1/2EZE valemetostat (& ATL D3 FiRREIC
M LR FIRHETHY . BRERATLICH L TEW TH B I ENPREINE. S SICHKIA. valemetostat BREREHER IC
e L 7=MEFEFEICE VT, B, (EAHE. REZDHEROMECESEEICDOVWTHARMREZR/ . A VRIY
LTI, PADIES ) LAREODEEHISIE L. RFOMARRPSEDOERZEICDOVTRBA L.
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[HN=RTIET-hIL120E b TORERZBEICIRFTT D, TOLTHEIHR/N— P TIE, BERBEORELECHD
M PD-1HAICERE LT T-hIL12%2&5 L. T-hiL120FMEERET HRET YA LTS,
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ERRARBINDICEDTLED. AEIRODEISLDBIDSEDOREEZASNTVS., COREERRI B/,
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BRI HHEFRFEHAAT I EICKY . BHFFERNICHREARA - MREEET 2B KR CESAZME HSV
(RR-0HSV) ZRFE L. ZORBROBBHRERE Lz, AMFETIE. 0D RR-0HSV DigFshR%E & 5I1C{LY 7z,
R0 ZREMPRM K EFET S syn £E%Z RR-oHSV (CEA L7zZEMEFAE RR-oHSV (RRsyn-oHSV)
EZERL. £ MDPAHRIKODEDNAT I AETILTORBENRZFMRO RR-oHSV R IEEHIRRTORIEICKELBEIR T &
R&% LIHIBRIBIER! OHSV (CR-0HSV) ELBT B Z&ICKY . EDERMZFHE L7z, BRDEZENIZS TORETIE.
RRsyn-oHSV 3Z< 2 & (10 pfu) THERZTLICRES . FEO RR-oHSV D105 U LDORRER Lz, EHIC.
HRIDEFRARSICKY . EXLIERZ OTR2ICORMEESES I EEDBD TRNBIEBIRZEFKE L. IhSDREMRIZ.
BICHARDPEA TS CR-oHSV. E5ICIEZEMBFMAE CR-oHSV (CRsyn-oHSV) &HEBLTHIEDDICHED
THY. ENOER—REEITHLLEL )T THBEEAONz. ZOEHBLIHEBHRICIE. ORI - @ syn
EEOHADPHECTH 7. BHIE. RRsyn-oHSV OHERK(ICHIF /=B EAEEDH TS,
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BEMIRBIELINCE ZIRIECERIRBRDEA TS, FHRREISAREOBES L. BRIIEELR EDESM/INRIE
DHETREF TV IRA> MEES (IC) OFHUEDPROND EVDREDDHY . ChOZERRT B7HICGAT AZH
UNERTHBRERE - BRIC T D MRSRES R ED R Z 85T L 7.
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0o1-2 Combination Therapy of HSV-1 based Oncolytic Virotherapy with STING
activator 2'3'-cGAMP Synergistically Amplifies Systemic Anti-Tumor Immunity

OPatricia Angela Sibal'? . Shigeru Matsumura® . ltzel Bustos-Villalobos?® .
Mohamed abdelmoneim'24 . Mona Alhussein Aboalela’24 . Yoshinori Naoe®" .
Maki Tanaka® . Hideki Kasuya®

1) Cancer Immune Therapy Research Center, Graduate School of Medicine, Nagoya University, Nagoya, Japan..
2) Department of Surgery Il, Graduate School of Medicine, Nagoya University, Japan..

) Department of Microbiology, Faculty of Veterinary Medicine, Zagazig University, Zagazig, Egypt..

) Medical Microbiology and Immunology Department, Faculty of Medicine, Zagazig University, Zagazig. Egypt..

)

3
4
5) Takara Bio Inc., Kusatsu, Shiga, Japan

Recent researches have demonstrated that oncolytic virus (OV) therapy remodels the microenvironment of
immunologically cold tumors, making it a promising strategy to evoke anti-tumor immune responses. Since
OV infections activate the STING pathway, which serves as the principal cellular host defense system
against viruses, it was expected that the use of STING agonists would potentially enhance anti-viral immune
responses. Consequently, the combination of OV therapies with STING agonists has not been extensively
pursued despite the reported potential of low-dose STING agonists to boost anti-tumor immune responses by
enhancing Dendritic Cell (DC) maturation. In this study, we have demonstrated that the combination therapy
of an HSV1-based OV, C-REV, with a natural non-cell permeable STING agonist, 2'3'-cGAMP, significantly
reduced tumor burden in both treated and non-treated distal tumors. Even with the addition of a cell-permeable
STING agonist, DMXAA, the largely defective STING pathway of tumor cells rendered tumor cells incapable of
inducing IFNs thus permitting efficient C-REV replication. While 2'3'-cGAMP alone had a marginal impact on the
recruitment of immune cells to tumors, combination therapy with C-REV effectively stimulated the expansion
of both the proliferative KLRG1-high PD1-low CD8+ T cells and the activated dendritic cells populations.
Additionally, combination therapy induced higher numbers of tumor-antigen-specific CD44+ CD8+ T cells
in the tumor-draining lymph nodes. Finally, combination therapy-treated mice that successfully eradicated
primary tumors displayed resistance to secondary tumor rechallenge experiments. Collectively, these findings
provide strong evidence that the combination of C-REV with 2'3'-cGAMP synergistically enhances systemic
anti-tumor immune responses.
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Oo1-4 Combination therapy of chimeric antigen receptor T cell therapy and an
HSV-1-based oncolytic virus expressing the tumor antigen for the CAR T cells.

OMona Alhussein Aboalela'2® | Mohamed abdelmoneim'24 | Yoshinori Naoe" .
Shigeru Matsumura® . Patricia Angela Sibal” . Hideki Kasuya®
1) Cancer Immune Therapy Research Center, Graduate School of Medicine, Nagoya University, Nagoya, Japan..
2) Department of Surgery Il, Graduate School of Medicine, Nagoya University, Japan..
3) Medical Microbiology and Immunology Department, Faculty of Medicine, Zagazig University, Egypt..
4) Department of Microbiology, Faculty of Veterinary Medicine, Zagazig University, Zagazig, Egypt.

Pancreatic ductal adenocarcinoma (PDAC) is resistant to traditional anticancer treatment modalities;
therefore, developing new therapeutic strategies with a robust antitumor effect is required. Chimeric
antigen receptor (CAR) T cell therapy is one of the targeted immunotherapies approved by the food
and drug administration (FDA) for treating patients with B-cell malignancies. However, CAR T cell
therapy showed limitations in solid tumors due to heterogeneous surface antigen expression patterns
with partial or complete loss of the target antigen. Furthermore, solid tumors, especially PDACs,
have an immunosuppressive tumor microenvironment with a low penetration rate of T cells due
to dense stroma. To overcome these limitations, we planned to use oncolytic viruses (OVs), which
deliver target antigens to tumor cells' surfaces and simultaneously stimulate the antitumor immune
responses. Here we engineered an attenuated oncolytic herpes simplex virus-1 (HSV-1) by deletion
of the neurovirulence viral gene ICP 34.5 and replacing it by insertion of human mesothelin (hnMSLN)
gene (HSV-hMSLN). The HSV-hMSLN virus has a cytotoxic effect on pancreatic tumor cells in vitro in
a dose- and time-dependent manner. In addition, the virus can effectively induce hMSLN expression
on the surface of tumor cells in a dose-dependent manner. The hMSLN-targeted CAR T (hMSLN-CAR
T) cells are activated with high IFN y production when co-cultured with HSV-hMSLN infected tumor
cells in an MOI-dependent manner. Moreover, the virus showed an antitumor effect with safety in vivo.
Lastly, the combination of HSV-hMSLN and hMSLN-CAR T cells enhances the antitumor activity in the
subcutaneous pancreatic tumor model. Our findings may reveal a potential therapy that allows the
combination of OVs and CAR-T to improve CAR-T cell antitumor responses in solid tumors.
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2. BBEO (iRl PEREINZ, AETBREPZRRE. RREERELRLE. SHRLEREZETSEEMERICHLT
TAINADREBIREDNLENDBIRIC. TAINAREERIRICECDERIE. ARICBITZ2RELEEELYES., Thi
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nEBEMRER Lz, —A. BKETIICEWVTIE. MSC/RRV B T3 RRV BHILENER S J FIVRD . AHREFHDIIHE).
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kA elastin motif 27T LTRSS NIL-12881 DDXTF RELTHRBRENS—F. T-mIL12-IRES Tld. IRESEFIICK D
THBEINZ2D0Y Ty MRILICHRER L. AN THEN IL-128485,

In vitro Tl&. T-mIL12-IRES LB LT, T-mflL12(%. &5 L2 TOMBK TERENPHIESIRICEEEZRD
BH27—A. IL-120FEEMDRIZERICEVIEPHBA L, In vivo ICEWVWTH. v AMESFHMBAEMA Neuro2a
BXOYT AR TRAMP-C2D 2 BEDBERY VAR TESET I TESANICEELLHE. T-mflL12(&
T-mIL12-IRES KW HFRICHEVRESBMRZR L. 51 T-mflL12 38R IL- 12 DEBERERPERICE <.
T-mIL12-IRES &V &RV RRNESRERSEERL L.

INEDRERIE. IL12Z 1 DDRMERTF RELTHRIRZ LB HED. HWENIL129F e KVEEESER LD,
T1Zy hERILAICHRERE LD HELVEBATVWSZEZTRL TS, ZORRZEIC. BERDIL-12Z%IBT
HE b IL-12%BRB HSV-1 2R L. RE. BUERBEZHRICE [ / THEMEERBRIETLTVS,

02-4  GEVNBEECFREIIYYF—U1INAREDRHF

OFXR ®¥E’. #iR =R?. F#k B> . RT #Hk" . ks .
m B . B FB=R? . NB BTV
1) RREESENAE WEENEMRtY2— BHEELEMITEN.
2) RRAY TEELEDRFEMAN ALA SThERATEEIF.
3) WRAZ EELGHZMAN 2 FREERELEEMFTIBR

HAMRMERESA\OMBRAREORE - EARREORETDHS. "F. VAIVADRKRET HillfeBEEEzFALL
TAINAEEE. REFEONBHESEEBNT. CONRESFEREFIZE LRG> THYHLaREE L TCEESH
TW%, BLABINETICIYTAVAIINASBEICOVWTRESMREZIERE LAY ) -2 J%70\. FTHIY
YyF—T/IABEIE (LI CVB3 L) (SihfE. FRE. AEICT 2NESERARORESREFEEICENT
WBZEZALDICL. EHIC. RIRNAZHE LBEFREZER. RAEF TEHABEEFHEK CVB3-BHP DR
REICKTHL. ReEHELImELL.

F7=. CVBI3DREZIIIE/NEBIHE ICH U\ THIREREAD Calreticulin D XERIFE & ATP DR EFEL. REREEH
FagEICHE L HMGB1 ONET2FE T 2 ZBASPIC L. 512 CVB3-BHP &1 PD-L1 kD HAIE. ¥
AEBETIVICET CVB3-BHP DEMIRSE LR L TREBZABICRES €. £FREXE <MLL,

RIS, BAISERRFER (AT T CVB3-BHP OFAERELEXRDRFEZHA. —BREDOI/OVY NI ZT7 1 —ZRW 1L
ARBEEDRREICHKTI U, RELHBYZROTEDRR. ERRITRRELUSEHAREERE L 2HER. E0K
BRICBOWTOHBRYERSICE D —MREBOREIROSNEH . FERKABRDOHERDS. CVB3-BHP ZERKIEH
TEBHEREMED TR EIN. S PMDA &£ DEZHERMEKICERADD. CVB3DEN B RERIHKEZLED L /zHt PD-L1
NAEEDHBREORREZEDDTFETHS.
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02-5 | #H#RENEETFHHZET SR ABEA HSV-10
RS R G

OonsE #®X". B8R &2 . BE R
1) RRRZERZEMAFMERERMAT € X2 — KRDABERDEF.
2) BEMARZELIH R R

FE=HADABEANIANZATA I (HSV-1) G47 A (teserpaturev) [SHFRTHSH THREEBEDBEEE L TH
BEINLZTAINAEERMTHY . SEBRLABDPARICHT DEMIBADPRAFTIN TS, G47 AICRRIN S ICPGIE
EFaERBLIEDPABEBHSV-11E, RELLICPOHEZRET 2EENAMBED ) RX I LA+ F METER (RR)
EHEICEDEREDKTI B, BRRICIEIET DHLRDPAD—HBTIZRARDEEDIRDFOSNRVWAEEDHD.
ZITICPERIRICK Y FEON R eMERNRD k< BFICIBIET HRIUBHPA TRV ESHREFHLHIC. BL
13 GA7 A& EAKRBIKIC ICPEEIZFEENENF AT FHI S (0C) 7OE—% - PSES 7OE—XDFIHTICH L
2FEDBEEFHEBEA HSV-1. T-OC HXUV T-PSES ZER L7z, AIMLBRPARRNLTOE—LTICP6ZHIHT S
EICKY . BERMIIBRDPAMBED RRIERICEKFETICEICBVIMNIIVABREZRET D EEX 5N,

T-OC & T-PSES 3t MRTIZBRDAMBKA TR L NILD ICPE6FERERH. b bJJF —<H#IBAKRATIE ICPE IR
ZROBED DIz, ZORMUBPARENL ICPERBRICKY. b MILERNPAMA DU145AT T-OC KUV T-PSES
BFaAr bA—LIAIVAICH LERICEVWEREZR L, BERYVADE MNIZBRPAKR TESZET LTI T-0C,
T-PSES (3> bA—LIAINAEKBLAERICEVAESMRERL. —ATENTUF YR TFESETIVICHL
32 bO=LIAINAERFORESHRPFRIEFS Nz, BRICET T BRUBRDPAICEB VAR RERKIET S 5k
HSV-1DRFEIE. VIV AREDRALZEICIBET 5 EHFINS.
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PO-1 [ EHOHIENC KB HBMERRD A DERE Bis LIz LiES

BRRET I ZT I I ADRF

OfJil  ®Y . R KBV, Bl &Y. & BEX?. ki &RV
1) BRAZEZBEZR 7/ LBEEZBE 7/ LERZDE.
2) BuUDAMAELEZ— MERF BYERERMER

DATAIWNAREESD AT Z2BIRWICHIET 2 VMV AZAWEHRDAREETCHD. ABFETITAERTVAIL
AL BEZBEREZTNICHES DPARRDOBREICH OTESREDOFEEND 2DODMERICK Y EVEFRIREHKET S.
NETHARRARD TV FUKTHB VI =774 IV A%ZEIC. MAPK ZBOTTEICEEHS VGF £ O1L ZR1R
SEEBRRNICIEIET 2RET V274 A% MDRVV £ L THIIZLTWS. 7z MDRVV DPREEMEORE
MEZ%T L/ZBREEMFUVAC ZH#H/2ICBIII L7z, FUVAC I3 MDRVV £ L TSR TOREEAFRZES .
REMFEORESH/NRIEZWNE LNESREDFELZRT ZEPALSHERODTND, SOICREERMERTRTIL12
& CCL21 z & L /=1 LA Fuvac-IL12/CCL21 ZER L . £FDHAICKH T DRBICE EIFEI LD I LTI LT,
ZD—FHT. EAUDPAD—DTHBEMED A ZREMFIEOESH/NRIRICMABEORARPEELRFEICEDONATL
BIETHREVAINADESE - CREDPEESNDLDICHALBRBEIRDPBIONBVAIRENEDHBD. TITEREPAD
BEOHEICH T THEDPADBUEEICEET HEEND7IOVERICER LTI ORI ERER PH20 2E# L
7= FUVAC-IL12/CCL21/PH20 & E® L7z, 7 in vitro ICEVWTTV I ADMREER L7 OVEBOSEREE
ZIREE L7z, FDFER FUVAC-IL12/CCL21/PH20 I3 7OV BO D EEEZFDOEH DD, FUVAC-IL12/CCL21/
DsRed CHB L THIREEENPET T2V BEEDPH SN, RICin vivo ICBEWVWTE ~DOEED A DREDREET
HBHEEEBRTHVIAREBD AWM TH D KMPCODKE T#IEETILICHLT FUVAC-IL12/CCL21/DsRed &
FUVAC -IL12/CCL21/PH20 DEEB AR5 21T\ EEZEIR L REMEBIFEREBEIT /& IS5 FUVAC -IL12/
CCL21/PH20 TESHEHENDEEUNS KUBE O TV,

PIEK ) ERED AN T DIIROET A ABEICK ) FEHAREEDSRIN. PH20 DEHFERV I ADIETEE 7L
AYVEROZRE. LREHROEBBADRBLEDESLDBEHEED TS,

PO-2 | v ABBIEE >/ EEEEIC T BTN B7-1 R
D ABBRAERMALANZY A LR | B ORREHEOIME

OFHAABK'? . AfE BRKXY . B R0 Bl HKF . SHEMNFY.
A . HHP FY.R®R BEY.BEE Bi®
1) KRKRZXRZREAMAR  FREREOENBLRE. 2) KRAZEZATMERRE S=RUaRE.
3) RRAZEMZMAMN THRERMA LY & — RHDABESE.
4) BEMKZELE UREBRIFERE

AERFELEREICK LTI, FiREZzF0E LEEZERDITONS. L LERERY > /\EiE 23k UERIE. O
FEFERARTHY . BEHEARICENT. BRELCHAGFEDPVNLEEIND, IhETICOIbIIL, E=HRDOHA
AR HSV-1TH% G47 Az OREDABRICISATNIRE 21T 2 TE k. AMETIE. YU ARFLREMRIATDH
% KLN205-MUC1 #fifa 2 FAL /= DBA/2 Y VT ADERETIICEWNT. GA7T ALRABROD=FZRZHFT 2 T-01 HLV
NIAREB7-12RKRT D T-B7-1 DEENRERT Lic. ZOETIVOREIZ. SBER >/ NEEHBICHE O TR
BB ERZL. OREOERRREEULRBZWUDIR/THD. INETOMAT. G47 AZEDEBRNICEREST
BE. GAT ADEPHICETRY VNEICBRE TSI EPHI> TS, T-B7-1 ZBEENICEEEET S ERRFICREFEED
ABRBPIBRZTVEDOFREBRI S L. T-01 2RELLHE SR L TEFPRRAERT DEAH A SNz, Z5IC,
T-01E7& T-B7-1 LiaFREZF T v VBRI E L TRKRICASN TOSH CTLA4GRZHALEZ S, UL AE
BIRSCHBR U TERRETFERMRZR L. INS5OBERIE. AN B7-1 DFEER VNGB RICH TS FBAER
DDBARERATAIINADBENRESED. E5ICH CTLA-4 EOHAD. ORERF LRERR >/ \HEEIcxddTd LY
BANBBFERREICEVED ZEZTRLTVD,
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PO-3 | MEEARREVAINAORDANRZEHEARS|ZH I MRS
ER & ZDREILD /=D DHAEE

O XZF. Rl &l -8 &L
BRAZEFHEFR 7/ LABEEFEE 7/ LEEESEH

TAIWNAEDBADREREE L TRWVWABDBATAIINAEETIE. VAIVAICKDEENLGER S CBHR UIEEBBEADHE
BREFEEVD 2DERICKVDAZEBERT 5. SMARETRERRARBDVIFUMRTHD VI ZT 74 IV A%EIC,
R ICHIRRM A 25| 2RI IHFRAERA VI A FUVAC ZREL T&E/. ZhET. FUVAC IZZDHamEER
ICKWHERDIEMER LY HRERMTOESAFREREZRY. BEREMNRIZEWET HIETLINDNESRE
FEERT EHPHBRALTWLS,

—7%. FUVAC IC& 5 HREm A ERIZ2 TOEMARRIC—RTII &R <. MHiERE LEUVERRADBRIRIIHZEHERE
Holz. BE LHVVEMRIITAVAIIVADEE LEMEmSEH Y. T AETEZIFHT S 1 B IFN OFEDRRI N
feo TZTARMETIE. RPAERPRENHIER G ESHRGERZFFD HDAC BER EOHAICK Y. V1L AEFE.
e, €L TRPANREERTE MR L .

HDACBEEHI ) OR&ZF > A (TSA) Zififagia LEW2 DD~V AEHlark CT26 £ B16-F10ICFmM L FUVAC
ERESELEZD. TSA IZZDREKFMIC FUVAC OffifgRt & &3R8 7. TSA IEFUVAC D1 IV AtBTEZE BRI
BMERTOED. ZOEMRIZHEROIEMEBTAIALRZIERFTH 27/, EHIC TSARIEBICKDEEFRERL
% RNA-seq IC&K W LicEZ 5. TSA (il OMREREERCFORREXKH LD IET. MRmaEEZS
BB ENTRRENTz, &REIC TSA &£ FUVAC OftREE%Z CT26MAIR TRIEETIVICEWTIRE LcE IS, TSA
+ FUVAC #5DABAEBOERAR SN, tOBEHRSPIEMEL VI A+ TSARSLYEERICEFHRRZIE
RE€L.

BlE&Y). HDAC FEEH] TSA ISFEMREOMAERICEL 2 ETFRAZHE T 5T FUVAC DfifgmEERZs
ORPARESIZHT EDPRENZ, LHAEEILZ FUVAC OMDAERZ ZHREMRNCRBI LML T T
A—F&RURF.

PO-4 Metformin and the oncolytic HSV C-BEV combination promote antitumor
efficacy in a bilateral pancreatic cell cancer subcutaneous model

(OMohamed Abdelmoneim'23 . Mona Alhussein Aboalela’2 . Ibrahim Ragab Eissa'? .
Yoshinori Naoe" . Shigeru Matsumura® . Patricia Angela Sibal? . Itzel Bustos-Villalobos" .
Maki Tanaka® . Yasuhiro Kodera? . Hideki Kasuya"

1) Cancer Immune Therapy Research Center, Graduate School of Medicine, Nagoya University, Nagoya, Japan..
2) Department of Surgery Il, Graduate School of Medicine, Nagoya University, Japan..

) Department of Microbiology, Faculty of Veterinary Medicine, Zagazig University, Zagazig, Egypt..

) Medical Microbiology and Immunology Department, Faculty of Medicine, Zagazig University, Zagazig. Egypt..

)

3
4
5) Takara Bio Inc., Kusatsu, Shiga, Japan

Pancreatic ductal adenocarcinoma (PDAC) is the most common form of pancreatic cancer, and it represents
the fourth leading cause of cancer death in Japan. However, limited treatment options, advanced tumor
stages due to late diagnosis, and the aggressive behavior of PDAC contribute to the disease's high mortality.
Recently, immunotherapy has been considered a promising approach to cancer treatment. One immune
therapeutic targeted agent with the potential against cold tumors is Oncolytic viruses (OVs). Canerpaturev
(C-REV) is a promising OV, which was originally isolated from herpes simplex virus-1 (HSV-1) strain HF as
clone 10 (Previously known as HF10). C-REV showed potent antitumor effects against various preclinical
models, including pancreatic cancer. Metformin is an FDA-approved, commonly prescribed systemic
antidiabetic medication for type Il diabetes patients. Recently, metformin demonstrated its cancer antitumor
effectiveness. We hypothesized that the combination of C-REV as an oncolytic virus plus metformin might be a
good option for pancreatic cancer treatment. In vitro, low doses of metformin, comparable to the physiological
concentration in vivo, did not affect C-REV replication nor the cytotoxicity of C-REV. However, in the in vivo
model, intratumoral administration of C-REV with the systemic administration of metformin led to synergistic
antitumor effect on both tumor sides and prolonged survival. Combination therapy enhanced the infiltration
of IFN- y + CD8+ CD3+ cells. Moreover, the combination therapy increased the effector CD44+ CD8+ PD1-
and CD69+ CD8+ PD1- subsets as well as decreased the proportion of terminally-differentiated CD103+
KLRG-1+ T-regulatory cells on both sides of the tumor. Besides, combination treatment significantly increased
tumor-infiltrating DCs (CD11c+ MHC-II+) on both sides. Especially, combination therapy significantly enhanced
XCR-1 expression on ¢cDC1 on both sides. Moreover, combination treatment increased the cDC1 population
in the TDLNs. These results suggest that combination therapy may modulate conventional dendritic cells
type-1 (cDC1) on tumors and tumor-drained lymph nodes. Our findings provide new insights into the role of
combination treatment in modulating immune-suppressive tumors.
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PO-5 | BMRDVPAICKHTEIMPBANINAGATAEREF T VY
A1 2 FEEROHHA

OE4ARE—'?2 | 118 HX'? . &HEMF . BR &Y. AK HFE?.
e BigY
1) RRAZERZRERERERMA L 2 — TRDARERDF.
2) RRAFXRZREARMAR MBRBINEFE, 3) EMKFELE BIREH

FZHRADPABERBANIANZATALILA GAT A (teserpaturev) [FEEMRBEDOHERE L TARINET1 I AFER
mChY) . BRE. FNLRDAPRESFMANER & TRIKABRDITHON TS,

G47 A IZBFTOFZMBRENRD AL S THEBEREOREZN L2 BEREZE T 5720, REEREZEORMENIEL
EEZAOND., BRUEBHESAEERENSEVNIEDPMON. REF TV IRA 2 MAEE (IC) IFGBREBH AR
BEO—RZE->TWDEDD. ENMUEDPRENTH . ZOEHD—DELT. BEBISRETS T #HifaH 2740 “cold
tumors” TIX ICI DHRDBZ LW EDEIFEND. GAT7 Ald CD4. CD8RRM T Mile & EBEMNICEE LEBEHM/INRIEAE
FRFHIC "hot” I[CEHT B Z EDIERRIK - BRAROEE CRBSNTE Y. ICl ZHARDLES I ETHRENROIEEDIHA
FEINB. AARTIE. ThETTRAETIVTHRILL .. BRIV ADRKGAICETZREDP Y ETHIEZBME L.

BHEOTIAE LV NEHAMBIKICK LT G47 A DREZEE - EREEAER. RilaRBRakT Uk, MEtkick->
TIVAINADER - BEREICEERDHDEDOD. LWIThE GATADFKMAEESNRDIRD SNz, RBIEEYTADBNARK
TESETIICEWVWT, G47 ADEBERNESH KU ICI DERIERES 21T/ 2 5. BRIEEZS KOHAREOVLTR
HDEWERLIZ, ESHICHARESETNENOERIEEE B LERICEVEEYRZR Uz, SRl rro—
YA MXM)—ZRBL. HRAEEICESEEDIRIEROERICH S RELEFEICDOVTRETZITD,

PO-6 | HMEICH T HIETEREEFHERABRMAINNZATAL IV G4T
AZRWZ71 IV AEE

Ol . SFEMT. BE B
RRAZ ERZMARR TiRERME L 2 — RiRHPABRDE

ZLOIMIEBEEDPHRRESNTOBICOHEDST . MEIMKAERICH T DDAREFERADENUTH D, HF. BREFIY
TRA Y MNAEREDEARICEVTERRREERLT KDICH LD, BREBOLVEMNGERRSHEFEL. £
MHEESREOMERBEREIN TS, £0AK. BREBERD 7 7O—FICKBHRBEEDREDI TR TH S,
G47 A, BEICKETRARERICAV SN B ARG FRBEX BMAIINXATAIIVA RO G2072HRT 5 I ET.
ESMRERNL VI ABREZMRER. BENNBBREDEENZIERT 5 Z EICHY) LILBIEFHEE X BN
IR N BN ATH S, AR ETINCEVWTHRABEREICH LEERAR7 7O—FERY DB IEPTEINTEY.
BEICRIALARAE. IReErfanE. BUMRPKELR E2XRE LIEROBRRABRDPITON TS, 2015F KRk L7,
BFEIIBREBFREEZNRE LT T —XDHEBR T, FREBFICEYEURERNRP RSNz BMHIEERY .
2020F 128 ICEGERFTARRFZITL. 2021 F6R ICERBERIF L 7.

SEBA IS, EROMEMAEKZA. in vitro XV in vivo ICHTS G4T ADHRZFHE L 2. #R. 2 < OHER
MICBVWTRDRBEEEE. BREZFHOIEPHEIN. TLHVEMIEMIREREINE, BICSEORKEAZEEL.
ST Ty VBEEREOHBMRICSOVNTS. YV AMERBHEET I THEL 2. ZDFER G47 A% PD-1HikE
HATAHIET. TRETNOEMBEAELER L TARICEFRRPERT 5 ZEDPREN,

INSDFEREY . GAT ADFEOIM IR ED—DERVTHEEALON. BICREF T v URA > MEEH CH A
BOETERTAHIET. KUBVEBERIRDEFEONS ZEDNRBREI N,
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PO-7 | REGAREMERZKE V1 IV AEREICHE T DRERICDEE

EADELE
OFBAET. BE M7T. hF 8. KOAZET. FENET
RRAKSPAEERMTAZEET

ESEARET VAL, VIV ADEMRICRER LR & ERNICHIRT 2ROEARECTHD. S OICKREBRENE.
TA W ABREDPBEHNRIRICRIEZS | EE T /. MEBREDIZREN LLERIIRD HD EHFINATVS,
B4ld. ARPOEEABMEMRBRIFFETAILA (rMV-SLAMbIind) O, fZEREDOREBRISZHERYT 578, EERE
FREXYVAETINEBIL LIz, €L T, rMV-SLAMbIind /& #H NK #ifa. CD4+ T #ilRD:EME(L & EBNRTRE
CD8+ T #ifaDEM/NRIENDEHEZFET 5 EZROMICLTE . ARAETIE. rMV-SLAMDlIind EREH 5| i
T REBERISHREDRICHET B ZRF L.

iAZzROTNK#fiRZ. CD4+ T#lifg. CD8+ T #ifaZ&prE L/BE~ 7 AIC rMV-SLAMblIind fE&EZITL). JAEE
DESZORRELBR Lz, TOFKER. CD8+ T #ifakrkED rMV-SLAMDIind EAERFZBEICTF. NK#ifakkE~>
ACBWTHEREDROETHEEI N/, rMV-SLAMDlInd EAEICHLVT. CD8+ T #ifa. NK #ifahamRICK
ELEMT DI EPTENz, ELEMABBSET IV ERAVT, BREZIERICHEITIZVAINAREZINTORVE
BOMKREHEE Lz, rMV-SLAMblind fEaEEZ (T BEICENT. VML AZERESNTRVERONRRKELEDEE
hic.

R, 25ZBHICBBTHIENTES. AMKET. rMV-SLAMDlInd EREISMERE R ZFE LAKRL &
DHEET . EREGENDEBFIREREET DI ENRENI,

PO-8 Coxsackievirus A11i3t MEMARRDAZTZERESES
BEAHREIAINVAEETHD

OBE &), #L @22, BA BT . FH B EA 8.
A w=m
1) RRKRZE TEEESPAMAR  ALA TiRERFEEHEIRM.
2) REAXE EFE WRHFARE,
3) BEEMKYE WAERFEMRtIE— BUESASEMALRN

JE/NRRERE A A (NSCLC) 1. HRMICHAREFRTCOERFERER > TS, EITLAENSCLC D&4FRZR L
EBDICIE. EFWRAREDPBETHD. TyTOTAINAEZAWEEREREETA IV AREIL. BERND A
ELTELELTVWD, REMDRELEFBOBRAL VAN AEEZRET 57D, BLIE28BEOIFOT71IA
MOBEBREENZFMEL. 27y F—J4I A ATl (CVAIT) ICEREYTL. CVAT1ORBEE. #®EFL7723D0
E b NSCLC #RM I RN TICE W T LELEMRAREEZ5 | EEI L. MREEESF -1 (ICAM-1) OFVRIRIE.
CVAIICEZMBREENAZ I ERMEL TV, AHAN—EREHZALEIn vitro BEFRE YT AZ>70OY k
ICKBTHRY (ADP- UR—R) RUXZ—+t (PARP) DigHICKY) . 7R M—=ZAD CVATTICKBHRasEMICc—
BEELTWBZEPREINIE, CVATTREFEIZES in vitro TOREFEMEMEEIE. AL T+« F21 U OKXIBEFKIR
& high mobility group box-1 protein (HMGB1) OEIC& > TR AR E Nz, 5T, in vivo Tk h NSCLC
EBBIERICCVAN ZEBRIAL TRELEEEZS. BELETRTOYIAT. ZELWGRERDZRHDS i<,
TEREREREPBOONZ, ZOBERIE. CVANZFALEFROA> IV T4 v 770 I AEEIF. £ b NSCLC
ICX T BBRTOBEEL) HEEMMELS . DRV THBEEEZRLTHEY . FICRBEREEOHEASHET. BKRRER
DB TEOBRBIRFAPBETHB =R LI
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PO-9 | E=#HRHDABEAHSV-12RAWVE. v AOERFELKE
FRETTIVICE TS BRI RORE

OWtE &KX" . FAREKRY . A HEY . XX Rig2 . TE HF.
TR OB, FE R0 B BV, BE B
1) RERAZEKF b2 W ST SRR E O RESV B B EE
2) RIRAFEXZEAMFRI SRR QEEIER =,
3) RRAZERFMAFRTHRDABRDF

OiERTLERE (LT OSCO) 1. EDRRLIZHFED SEPHICEABNZBE L. £FEROETOAHKRS5Y . Fliemat
BFOER R EDIRARAER D quality of life DFELWMET 25, REMELY A MDA 2 THB IL-121&. in vitro
IEBVWTHBEMROMLZINFT S IEPRESNTVD, AMATIE. HFRNOBEBFREOEHEREL L TRLSNT
WBE=HADAREA HSV-1THD G4TA ERFOMREFD T-01. BREOEVICYIVAIL-12ZFKIRT D LD ICREFE
SN T-mfL-12Z2B0VT. YU A OSCCERHET N ERANT. BRBICT2MERNIREu CT ZBUVTEHEL .
b~ OSCC#ifaThH 5 HSC-3%ZX— RV ARG FEETICIRET 5 &, FRIEEBICRESBKT 5 CHICERFRICERE
EXRY, ZOETICKHLT. mock B LLIET-01%5.0%x105 pfulBBEANICIRET D E. u CT ICTHERARERBET
FIZREBHZ, £z ¥V A OSCC #ifatk Tdp 2 SCCVIl & C3H Y7 ADKRHNEIET B £, TEHENDZEDRAL
ICHEATL. REREROSEESRAEREILBB%ERT. In vitro TIE. SCCVIINIZXT 2 T-mflL-120D5%HRaz RIE. T-01
EBEFTH /2D, ARBERBETINOESEET BRIC. THREBREEIC T-mL-12%F 7 T-01 (5.0 X105 pfu)
ERELEEECA. TmMiL-1228%E5 LTV ADEFREIE. T-01 2R/ELEYTVALVEERICRS. £u CTD
B TIE. T-01 £ mock DETIRBERER B 2ZHDD. T-mflL-121F mock LB L TERINEBEICHE L 72,
INSDOF/RMPS. F=WMADAREA HSV-1. BICHRED T-mflL-12(3. OSCC NFEERHZIHRENICHFH TS
MRAREC R UED ZEDPTRRI N,

PO-10 éﬁ;éﬂ_ﬂj%lﬂﬂﬁlﬂﬂ@t:ﬁ@‘é%Eﬂﬁh‘ﬁiﬁﬁFﬁ HSV-1D%13R

omO =V, ®\|R AP, Ak AV, TR OERY . NMEERFY.
AKX FEV. BB B . BE B
1) RRAZEFE BREBFL 2) EMKRZELE BREBE.
3) BiANAMELY Z—MFH FODAMESEF.
4) RRRZEMZEMAN KRDABRDE

(Bf] B=HADABER HSV-10 GA7TAZHSOBEXDAICENTHY . ABROTAINAEEEE LT20214F
[CEBHMRBREICKHT L TERRBINE (FUERS N T —i4 teserpaturev). REIRBIEAROEMEDSEN DT
WZBEDBEN THNSRBARRD T LA AN—EBDREMEDH DD FVERBOZICHEMH 2[R\ ED/N—
RILERY TR BIREIEBRENTUOEL,. AWFIE. BEHRNEMRZRAVD T AL AREOMRERET L.

[HE] GA7 A ERFOWREFDOEBRAVAINATHS T-01 2Rz, BRIPAMR LY XR—ARATER S NZEE
HRAREMR (HEmAME. ROCLHME. FRMAaNAE. CIC-DUX4 PIRE. ERUHAME) EXtRIC. V1L ADEREE
EEBGEABR. in vitro DFHMIREMIR. YU AR TESET IV ERV/ESHE/INIRERET L.

[fER] ERELBEBRTIE. VWThOREMRICEVTE T-01 IFRIFREREEZTR U7z, in vitro DFARZN RO Tl
T-01% MOI 0.1 TREZED E4BBICIZZE2TOREMRDITE Uiz, HEIERECRMRNED2ET. YIAK
TESZETIVOBRSEET o/, BEENS mm ELOLEBRTIVANINAZEBERRE LIcEIS. T-O1REHTIIESZD
STEHRERD (day 458 R CHEIUAHNAEILS/BI. FAMARANAEILS/10MLAHK).

[#&:/] DABERA HSV-1 D T-01 1%, EHROB[EHRAEMRRICH L THEREGNESDREZR L. AMTHERIE. B
BICHT 271N ABEDERRZEBRNEES 1 DORAELR D, VI AFTEE. REICHT BHLBRERRELD
Ry IVaBT 5.
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PO-11 | #XEREFAHREREZVM1IVA, rMV-SLAMblind-deltaV,
DIEZIR

O MF". KAXEFY . MR B2 . B BFY. @K TF".
mEEr]mT . g BEY . BEMEFD
1) RRAZEERMMAERN. 2) RRAZERZWFERR

K4 INETICHBTAILA (measles virus; MV) ZRUVzERREOEEEZED TE R, MV OREERRICIER
EHIRARE EOZAR SLAM 2N LR BHIAANOBENUETHD I END. HAlE SLAM EDFBEIBRDO1 7/
RICERZEBATHIEICE>THHLLIEAETAILA. rMV-SLAMblind. Z{EH L7z, rMV-SLAMblind (Z5IDZA
A THB Nectin-4 ZN L TAD A DA, KEBEDA. BEDAEWVDTERABREAEDAICHRT HHFIMKICES L.
TMEBSIRERETHIEPHALS L ER DTS,

rMV-SLAMDlind D&REMZES5ICHDHB7H. BLlIEMV OREERRICTSTHEMONTWS 77T —&2 2N
VEICEBL. EO—DTHDV EVNIEZRBELEWVTAILA, rMV-SLAMblind-deltaV. Z#HICfEHELZ, &
B AR DREE M LA R 215 L /ER. DB ARADAICHEKT ZMEkICx L TIE rMV-SLAMDlind-
deltaV EFMFRITRZFDOHNRER L. —H. KEBDPAMBEKOFICIE. rMV-SLAMblind-deltaV |2 &3 3&HREZIR DR
HONBOTMMRDPEFELZ. ZOMBEMKTIE. FikKYE MV-SLAMblind-deltaV O L AEFEHEL . &mATA I
AHEEED > 7.

Pl ED#ERD S MV-SLAMblind-deltaV [EfDARILDAICERAE TH S I EDNRBRE N, BEIC. KBDAICIE
KHMDIBMMEX D ZALDEFET B EDPTRE I N/, rMV-SLAMblind-deltaV 2R\ /=8B EDEHEHZILKY
7=HITIE. OB TOMEREORBAEZDV 2NN BEDBEEEDORADSURBEEZ DND,

PO-12| ARREMMFEMARICK T HMEIRAKE T I ADRESIIR

O #WF? . BF X9 s A7) . ZREEE7T) . BRiEx FBiEY.
£ R . RE M . BEMERFD . KAXEF?
1) RRAZEERMMEAAR - £RREFI. 2) RRAFEERMATAER - EEFREBF.
3) BAXRZEYE RAMREZNRENLARE

ADRFEME (CPLC) 3. BRBREDN L FEARTHD. BAIEINETIS. MEVAINADELRBARTH
% SLAM &ED#ERBEZ RIBES /MBI ME 1 LA (rMV-SLAMbIlind) 2R L. fEH~—H—Tdh S nectin-4 5t
DERBLTA XOHBAMBICK L THREBESRERT ZEZASNICLTE Iz, AMETIE. RAHEMEKICHTS
rMV-SLAMblind D#REB IR ZIRET L 7.

7. SEOKFEMAIM (CLAC. AZACL1. AZACL2) (C&T% nectin-4 DR\ ZMITLIcEISD. 2TOHRET
B LT\, ZhS3BOMAAKIC rMV-SLAMDlInd ZRBER I €5 . CLACHiRICEWLWTHIRETROE T 289 .
FITX—RYIAZRWT CLAC HMiFRDEERERERZT o>/ &2 5. rMV-SLAMblind OEEBRIREIC KV EEIETE
DPERICHH SN, £ rMV-SLAMDIINd #5EDOT T A 2V /NED S35 L /R Z#ER L& 25, NK #llfah
mEEEEN. £l CxclMOB KTV N 2a LNUDPHEBEH B L TERICER L TUV e, €2 TNKHMREHEEX— MY
T AERWERBRET o /e 5. NKiRaZ /2R UMEKRICE VT rMV-SLAMDlind OFEZMRDIHE S iz, Z5IC.
CPLCIREICHBITB VA IABIEE A > 82— 7 T OVEEEGFORRZURT S . V1 IILAEIES CLACHIRRTRO L.
IFN BB KU IFN [GE B F D3R IE CLAC Il THROHEWVL L NIV THo 1.

INSDFERICKY . rMV-SLAMblIind [&—&BD CPLC (Cxf LIREEMIRZR L. €D in vivo TOERAICIE NK #ifah
BELRREERLTIEPRAOHER O, Flew VAIINABREEOZMPADA > 2—7 T OVISEDENDY. ETOHE
BHRICHEZRITT ZEHTRE N,
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PO-13 | ##EEIL hOTJA AN Z—%RWcA XBERBICHT 2
RASERERDBA T 1 IV AFE

ORHEBESHET" . BH  #2 . 0O KB . TR H#zY . AR FAY
1) REERIAE KREFMFRH D FEEAEANM. 2) MFENATE Ml FCEMRE.
3) KRAMLKRFRER BREFMAR BRERFHRAMATIIN—T.
4) AT FNZFK-Y2 T2 AOMR - BEENEE - BERESSE

BHEERL O 1L AEEANS 22— (RRV: Retroviral Replicating Vector) (diEEMMAatsRayICmRRE - BEd 5 HE
Z#HD. RRV ZDHDIFHMREEEZRLLEVD. BREGCFZREIE. BEYBREAERETEHIEICKYESHR
RNaBFBITDIENTED. BLAIFINETICHRABRE MPARTRAETILZRWVT RRY MEENREH DODZIEERL
TE. FEEREEMERBEZNRELT. BRERTFY M UBE7 I /LB (CD) 218 L7z RRV Z AU ZERIK
HEMPENMEETITON. ZEUEBRLABZBOEFREAERICER LAEEVWOBELERIPTON TS, 1 XIE
E M ERRICEEESGORERSEML TEY .. MILBBAREODRAEIROSNTNED, M XEHRELEDPATAIL
AFEDRRISEA TR, AARTIIBEFEORK S 25D RRV ZAWVEHMSEBERMSA TN AEED A X ES
RIAETIICE T BEMEZERE L.

PO-14| BREICHTAIAI/YYF—TJ1ILABH#HIBEZRAWCIAILA
BEDFZRE

OIRT ##c” . B4& [/EY . @7 . R =2 . R B2,
A F=RE? . NE OBETY
1) RREESIEMAS BUEEQRMZTE.
2) RRAZEEELGHPMAN  ALA FTimERZH EEERRI

BREIBEEOBVERESOVOEDTHY .. AMICEVLWTIIHFHDPRIETRERIN. ARETURREOIEETE
RIEREASREDVFERIN TS, —AT. VIBRTEETHEEEREOEFHHPREIZISDAEFERTRTHY . T2h
RISEHETHD. EFETE. CFREEEDICHFRNEPREF TV VRS MNEZH R EDRROH Y. FRIFER
LTWBHDDKYIROBVFHLLBREDHEDPPRFEIN TS,

BLlE. INETICAI7Y Y F—71 LA BE#3H (CVBI) PEHDEMRICK LENRMRMREF O EEREL
T&. 612, HER CVB3(CVB3-WT) pHOBIERZRE S5 BT, E—HAETFREESS#FEE CVB3-
HP ICNA £ HABEEFRE CVB3-BHP Z1FH L. TDXReMZRENICA EZED ZEICHII LTz, KMFETIE.
CVBID@EISHAK Z 15 |- BiEMMRIC B T 2 MEBEH RO XL /2.

9. £ MEEMREHK10TEICKH LT CVB3BRAZRHTHS CARB XU DAF ORBREZMBFLIETS. INTOM
BIRICE LT CAR 5KV DAF OEBRPEH Shjz. RIS, Th SHlifatkic CVB3-WT KU CVB3-BHP Z#&E &£
fHRAREEERE L 25, 1 BREZREINTOMBEKICEVLWTHREREEESRBD SNz, TOHE. b bEEMRENE
ERVWHEEX— RYTAETIVEMERL in vivo ICBITBRESMRZRE Lic& 25, CVB3-WT. CVB3-BHP &
bHICEEREZREEZRDI, LUEDHERDS. BEICH LT CVB3ZRW T IVAREDEN TH D FIRERED TR
Ehic, SR CVB3HETHRERMMEISER U THEAEMA. BREICHTAHLLBREE L THEZEDDTFE
TH%.
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PO-15 %ﬁ; TV JRA Y MEERAFEBRERDANINAZATA A
.

OEHEMTF. BE B
RRAZENZAMFF KRERMTE > 2 — RRDPABRDEF

BHANIUANZATAIIWNA TR (HSV-1) BPABERICENGRREZ<AL. KICAIBMAZICEVTREINZE =
DHBARER HSV-1 THB G47 AlZ. ABHN=FZRICES > TRV REEEBRNLTERERAEZERL. HAICERT
TRERESZXNRE LLRKFREZRFE L. 2021 FICITEEMHERBIEICHT 2 BAOV M I AFEEE L TEER
FABEN, GAT AL KV G4A7 ABKOHERENINE RN A HSV-1 DRAD¥FHIE. BE LD AMRICKH T DHEN
RREBACERTDIETHY . COWEZERILTDIET. MPAREEZN LTI —RDAMRICK T DREBED
ZRTIENTED, BICHEMMERDA HSV-1DFREL T, BEHLEEZZNTETAIINADEZBRICH AR
TRRIZHOGUORIERZEE L/IOARERU S5, €I T, GAT AZERBRELTREF TV VR > MEE
MARBRTD A HSV-1% SBRIER L. TOMREMRLLIEOTHRET 5.
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WELEX - FId—8

T AT T ABERA S
7+ aRstt
M4t NPT

F>AYUANAF T 7R
Fv A ERIEMRASH
Cytiva
PAVER’ %

YT 7R
TILNUAY - NIVAT T - v IR =
E—=HHAEH
BATINA AR EHE
BHAELTEMRASH
RNEERA St
FTHZA T AIKREH
BACEMRN &1
BANX— > H—A 27N L &4t
JINIT 4 AT 7 =R SR
INA TIVERBIRNS1E
Ea1—~>24 70— Nk &4t
77 A Y A=t
TUARNL - RAYV—X RIA T4
T =N\ F T IR
Meiji Seika 7 7 L ¥ kN4t
AT+ Uy IR &

Yot T 7R E
dA—>—E—2v /UMK &tt
LA 7 7 =R

(50FIR. 2023F1084HRTE)
BIRIBARVANABREZRFPMERERET Dichcl) . LEERRSVICHED S ZHE. IdEERBY
Flfe. CDBEHEBY LU TRHFRL LITET . JHE. TXERICEVES ISWE L.

BARIBAY AN AEEZRFMES
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