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#JEmaE (oncolytic virus, OV) AJRIELTT R GLE, TERAMIEEIT T RANBAY
#F G, B RBIGRFAARA LR ERR, BATCA % K Biotech & & & Tk K XIEMF,

(=) &8 Fa & 77 F K

TR E T RSB AR ) LT R AT g 6 — Rom A, AR R A T AE G A a9 45 ik
wAF, ERFGEF@LGHILT, RFWEEINBALFENB MmN KE LF, KL
B E, BREBEHEMGTRREREREAMLGITB @I, BN, BB@mRATE, WEm

BAMBAARIR, BFLFMNBLARL, BIEARETREQTLIBIEE.,

BEN: BT8R AT 691 R AL

# Oncolytic Cytokine
virus receptors
Release/ .
secrete <&
Cancer cell

* Viral proteins

NK cell

CD8* Teell

Cytokine
receptors -

= =" QL2

(&}
5 I
.v:_A.- M\
0 @ CD4* T cell

Antigen
uptake

* Viral genome

) Release ease

PAMPs DAMPs. Cytokines

* Viral capsids * HSPs s Type | interferons

« Viral DNA * HMGB1 = TNFa

* Viral dsRNA/ssRNA = Calreticulin = IFNy TCR
« Viral proteins * ATP e iL-12

* Uric acid

O o Type | IFNs @ * Type | IFNs < DAMPs/ HC
¢'@ < DAMPs/PAMPs @ - Cytokines ¢ PAMPs

@C < Viral antigens + CD80/CD86

e e. TAAs/neoantigens * Chemokine receptors ) )

Antigen presenting cell

A AR Nat Rev Drug Discov, # FFufik#Z
BIE A B R RIEAAGI B e, — AR RIE R BiERR (REAF
FolPI8) M ENARY KRR R Ia Aok K RIRR L, ARG — AR mAe . B4
B Bmie T RELH, EMBMARARAT. BRRERES, BmititXALaARA (ER)
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Fo G A VT A R G R RS o AP RS F BEME A (ROS) 9 _LifAedim A mie BT 2 A
Frds. ROS Aol F, 4672 | B-FHE (IFN), MAE R J 0995 a0 of 25000 k5 Rl 7%
fo (R E#miL, CD8 + T @A g ARA A4S (NK) min), )G, BB mEsIRER, BillkEs
B, REAIEXS TN (PAMP), AKX 5T X155 (DAMPs) Aeifig4a X 4u/2 (TAA),
QAEH IR mEEROGBERAEE T BB RENRI. PAWP (dmERFAkmm) 4 DAMP (d75 £
O& Gk ) BiLfk Kik4e Tol | B4k (TLR) 89FE T ARRRIK I IE R oo LT A6 %
RIMIABE P, TAA Fodf LR AR 2 18 M I PO, X F L B F B AT A & R F 0978

R0 F T RO 8 = A, VARAT ST AR J i tm e L 64 TAA /37 50JR 89 ARk I8 B o

AT &R kB AMBRAEE, WEBAEES., FRARDNFST@OHNY, L ANK
J .

BB REA LA E A F| EE, A RNA ] DNA, AR ARFF LR %ERE, WMAHRA
T%T RN ERRBEREGT PHREE, BATZALANALRBERER. ARREHEE
80 Atk RN IG M ) B R R R B i, BAREANREZ., AP RmEAL LR REY
B B tAets B0 R EWRA T RF AR mE.

B£2: 3 &058%mEEE

Herpesvirus Adenovirus Vaccinia virus Reovirus Coxsackievirus Senea Poliovirus Measles virus Newcastle Vesicular
Valley virus disease virus stomatitis virus
Model
1 By o~ 7 P 3
- 1w Q & ks % 49
AT \
- ~ Y JOE
Genome dsDNA 150 kb dsDNA 36 kb dsDNA 190 kb dsRNA123kb  ss(+)RNA 28kb  ss(+)RNA 7 kb ss(+JRNA ss(-JRNA ss(-JRNA 15kb  ss(-JRNA 11kb
75kb 16kb
Capsid Icosahedral Icosahedral Complex Ic Ic Ic Helical Helical
symmetry
Virion Enveloped Naked Complex coats  Naked Naked Naked Naked Erveloped Enveloped Enveloped
Replication site  Nucleus and Nucleus and Cytoplasm Cytoplasm Cytoplasm Cytoplasm Cytoplasm  Cytoplasm Cytoplasm Cytoplasm
cytoplasm cytoplasm
Methods HVEM, nectin-1,  CAR, CD46 Receptor- JAM-A CAR/ICAM1/DAF  Endocytosis CD1s5 SLAM, CD46  Sialic acid LDLR
of entry nectin 2 mediated
endocytosis
Blood-brain -
barrier
penetration
Advantages Large genome to  Feasibility of Fast, efﬁdent Good Good Nonpathogenic  Clinical trial  Clinical trial  Nonpathogenic  High-speed life
insert large i virus; il daptability for  in human experience  experience in human cycle;
fragments and high viral titers; hlgh speed life  for intravenous nonpathogenic
multiple ease of genome  cycle; up to 40kd intravenous injection in human
transgenes; drug  manipulation; large gene injection;
to shut-off inherently potent fragment displaying no
Iytic activity insertion; dose-limiting
enough toxicity
knowledge due
to smallpox
Disady g ity; tissue  Path ity Rarely gene-  Pathogenicity; Clinical trials Highly Pathogenidty Rarely gene- Clinical trials
ubiquitous nAbs  tropism editing ubiquitous nAbs were not entirely pathogenic editing were not entirely
satisfactory in neurons satisfactory;
of rarely gene-
the human editing
dsDNA doubk d DNA, dsRNA doubl < RNA, SSRNA singl d RNA, HVEM irus entry mediator, CAR (oxsack ie adenovirus receptor, JAM-A Jun(l onal adhﬂoﬂ molecule A, ICAMT
intercellular adhesion molecule 1, DAF dt(ay-a((eleml ng factor, SLAM stgnal ing lymphocytic activation molecule, LDLR low-d y lipoprotein receptor, nAbs

HAHEK: Sig Transduct Target Ther, & -FiFiEiR#Emw
& ZE 2023.04, BATARTIKM I RIEBHRES 5, 2 60 A EREmELTIE KK
B, P17 S e P EFRERRE. 2RETEBREHMORER L URBE. Lbs
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FBAE], BEWNTT REZT ETXEE, AMNBEETRA D, ERRAI. BOLAF R K&K
ANBRGFEFT, 2RAT BEBGRESLT LT HARLE D HRRY G,

ARG I M AF I A LA, 2021 5, ARIBBRELT HHTHERLE 0.610ET, 2%
IR BT AR A BRI IE K, Tt E] 2025 F4- 2030 F, FTIHEEA L5 A
KB 67.9 1L £ LA 247. 9 1L £ 7T, 2021-2025 “F69 B &SF3E K £ 4 233. 2%, 2025-2030 F49 £ &
SFHKENH 29. 6%,
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B&6: wBmEHRE N LA

B £7: 759855542 PD-1 5 B A B & Wh R 52

Radiotherapy -
=c =@
e -, (‘Pr (.&q\-’{‘r 24! u;x‘r
®
Toell Tumour cell Oeotyeriuses ;"mw'
- *
K—/ N ¥* *
a\f A *

Hot Tumors Cold Tumors
Immunostimulatory TME Hypoxic and acidic TME

4 .. 8
' I Vascular collapse 2 ¢

CAR T and adoptive T cell therapy ) 5 -

X
Epigenetic modulators.
(Bosci)
1

o0 o

2200

® 0Vs normalizing tumor @ ovs infecting
vasculature: tumor-associated
oHSV+ trichostatin endothelial cells:
A+BEV, G47A-mAngio, JX594, G207, VSV,
RAMBO, ZD55-VEGI-251, VB111,
E10A, etc. OVV-CXCR4-A-hFc, etc.

® Nccell @ Teel o veeF M M2 XX ov

{® hottumor cell @ cold tumor cell @ immune inhibitory factor

HHFR: Nat Rev, & -FFiEREw

RIGTT ECRANIE LT R BTk,
Prig ey g i " & A, W 4 i5i8 A3 7T 13t . J%

THE VARG EEE IC AR, ARBBBREPD AR BARE-NELHRET A,

E A RE 44 2019 53] 3 CG0070 /2 7 E X 4977 & . #)3& B 7 LA A, 5FF 2022 5 11 A,

HAHERK: Nat Rev, *-FiFiERER

ICl & %% mfaizid A e AP 8% A RE £,

IND H A 3k, B ATEALZ4&A 5 (HX008) FF /& FE Fl /475 NMIBC 4948 % X35,

BALA XL L4 BBREGTEEER R, AT RELDH AL, RAEERH.

BNKE: 1) FRLL: REAY; 2) /8% CRO: HHEEL, frttdh,

W40 18] 32 IE L2 09 T S A

%R B IBHIRIE P, B, S EB A
F AL T AEF PD-1 Fo PD-L 69 R 5, T A BERERFEE IFNy S 4, B, BBREF
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400%
350%
300%
250%
200%
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1 100%

50%
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102112 11/2/12  12/2/12  13/2/12 14/2/12 15/2/12 16/2/12 17/2/12 18/2/12 19/2/12 20/2/12 21/2/]12 22/2/12 23/2/12 24/2/12

AR : WIND, K FFE IR H

B &12: 2010 FEAEHEFITLBATLFRL

— RFERHY — L R —— A P R7
250 —AWEY —EHAE E 7 B —ESRS
200 F
150 |
100 } \
,\1
50 A4, h
",J"'\ ! ,\W‘ i : . »‘/‘\‘ A
WA on s AT A AN
0 1 1 1 1 1 1 1 1 1 1 1 1 1
10/2/12 11/2/12 12/2/12 13/2/12 14/2/12 15/2/12 16/2/12 17/2/112 18/2/12 19/2/12 20/2/12 21/2/12 2212112 23/2/12  24/2/1.
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1572. 49 1z,
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EPS PE BEH

e AR L Sk 22 23E 24E 25E 22 23E 24E 25E  24/02/23

300760.SZ AHEF  EAN 7.9 9.6 11.5 13.9 39.9 30.3 25.1 20.9  290.21
688114.SH £ Kk%i&  EAN 4.9 (0.4 0.2 0.6 22.7 (188.7) 424.4 114.8 73.46
688271.SH HHESF  EA 2.0 2.4 3.0 3.7 881 58.4 46.9 38.1 140.00
688617.SH Z R EJF FEN 5.4 7.7 10.2 13.8 57.2 54.7 41.2 30.5 419.69
688351.SH M A  EA 0.0 0.0 0.1 0.2 4191.6 574.5 233.9 120.4 22.73
300832.SZ #7 =k EAN 1.7 2.1 2.7 3.5 29.7 355 27.5 21.4  74.10
688575.SH TAE A, FEN 1.8 0.6 0.9 1.2 1.0 37.5 27.6 20.8 24.34
688293.SH H;#i4 FEN 1.3 0.7 1.1 1.5 80.3 59.1 37.5 27.4  41.98
688356.SH #E¥AtH  EA 3.1 2.7 3.4 4.6 50.5 29.0 23.1 17.1 79.35
603590.SH B RZhdk  EA 0.6 1.0 1.2 1.4 39.3 29.7 25.6 21.3  29.90
002262.87 B.4zh  EAN 0.9 1.1 1.3 1.7 27.5 221 17.9 14.2  24.01
002020.SZ F#7Zhdk  EA 0.8 0.8 0.9 1.0 15.8 13.6 12.1 10.2 10.58
688139.SH H R4  EA 1.9 1.8 2.3 2.8 335 18.2 14.2 11.3  32.32
300122.8Z k44  EA 4.7 3.8 4.9 5.8 18.6 13.9 10.9 9.2 53. 04
688016.SH "WAKEJ;  EA 5.0 5.8 7.5 9.7 381 29.9 23.0 17.9 173.08
300363.SZ AR EA 3.7 1.1 1.1 1.4 11.1 18.5 18.3 14.0 19.57
688238.SH f= A4  EAN 0.1 (0.0) (0.0) 0.0 240.9 (338.4) (412.5) 208.7  6.69
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FEN: AR 6AAR, MNABIT PR 300 454k Mg £ 15% A Lk ;

W MAARO6AARA, MLABRT IR 300 8K IKEAT 5%5 15% 4] ;
HA: M AR6AARN, ARABI PR 300 155K @A T-5%5 5% 4] ;
B T RK6AA AN, ARARRT PR 300 458 Tk M A T-5%5-15% 1] ;
F: A ARO6AMNAR, MNREARM IR 300 453K MK T-15% A T o
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