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HREENRE SN ER N ER R - AR E A (s

MHEARHRE R (B - S & 1 2 R aRtas - AR

(—) FJE(Breast Cancer) * EFEFLAREAYFIHAAETN ~ FEBEMA -
AR E T AL -

(=) FH¥E(Hepatocellular Carcinoma) : FIIFHERIMERICAITEZ 77
#r ~ TR B TR 2% T HAVIFSE -

(=) KBGHERGHE(Colorectal Cancer) © 445 ELRGH%AY HER2 $H8 ~ RAS
By A RUBERS M AE RS EL IR — SR B T ISR -
(PU) PG 4% 2088 (Primary Central Nervous System

Lymphoma) * %17 fHAE S &0k ES R Y 3 AR AN SR A S DT T Y T

g2

(F1) HADESESIS - A0 - UNEE - BRAE - e -

R RAE AL - AP AR EBE S AR B -

B4 > REEYIA (1iquid biopsy) ~ B4R ERF (single cell sequencing)ZFER:
Mt St e EhEL 2 — o
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Development of INER-PP-F11N as the Radionuclide Theragnostics Agent against
Cholecystokinin B Receptor-overexpressed Tumors

Ping-Fang Chiang', Ming-Cheng Chang’, Chy Tang!, Che ia-Yen Huang?#, Ying-Cheng Chiang’$

5 Department of Obstets
6Department of O

Purpose:

We a!med to .eva\uate an a.lbumin affinity structure- I N E R_P P_F1 1 N

containing radiopharmaceutical agents INER-PP-F11N-

1 and INER-PP-F11N-2 for diagnostic/therapeutic the Lt - -
CCK2R-overexpressed cancers. eXh | bItEd SU pe FIOF pOtentI a I
Methods: =

We developed the radionuclide labeled In-111/Lu- asa theragnostlc agent for
177-INER-PP-F11N radiopharmaceuticals in -

comparison with the current PP-F1IN to investigate chZR-overexp resslng cancer

the radiochemical purity, SPECT/CT imaging, bio-

distribution, and therapeutic responses in CCK2R- patl ents com pa red to P P_ F 1 1 N .

expressing tumor xenograft mice.

Results:

* The radiochemical purity of In-111/Lu-177-INER- e ow

PP-F11N radiopharmaceuticals reached more than Furthermore, INER-PP-F1IN could  Figures:
90% after 144 hours of labeling. significantly inhibit growth of the -
s Both INER-PP-F11N increased cellular uptake and CCK2R-overexpressing tumors in SV 5 VS

internalization 27% and 11% in compared with PP- mice.
F11N, respectively. In-vivo SPECT/CT imaging
confirmed INER-PP-F11N could accumulate in the
tumor site of mice in 24 hours after receiving those
two radiopharmaceutical agents.

* Bio-distribution analysis revealed a significantly
greater tumor uptake and reduced accumulation of
INER-PP-F11N in kidney in compared with PP-F11N.

W 5
Days afer tumor chatlenge

Cellular uptake of Lu-177-DOTA-PP-F11N, Lu-177-DOTA- g e " Na usPEcr/c‘l biodistribution and anti-tumer effects of Lu-177-DOTA-CCK2R
INERPPFLIN L and Lis 177-DOTAINER PP-F11N 2 structure of CCKZR-derivatives with different linkers. (092071 - 7%

W T E RS BT AE 2 B 285 (Cholecystokinin B Receptor)i#
FERIEAINER > bTe8 1 MBSt i i - 111 B3 -177 #Y In-111/Lu-
177-INER-PP-F1IN JRCHH PR HF [F A2 i) - MBS HY PP-F1IN ZE9)
LLER - HET T BER4E 5347 ~ NanoSPECT/CT B85 ~ AEW05341 LA S B HE58
ER AR i

HERGE SRR > In-111/Lu-177- INER-PP-F1 1IN U M2 sy 48im 144
NI Z AR A BSEE(Ty R 2 E] 90% LA L - B PP-F1IN AHEE » INER-PP-F1IN HY4H
FER AR E 43 AR A0 27%F0 11% © NanoSPECT/CT S48 &£ ¥ 47 In-
111-INER-PP-F1IN-1 F{l In-111-INER-PP-F11IN-2 RfEHH 1280 24 /NI
% AR/ N B RGO AL - B oAt > INER-PP-F1IN AYRE R
Hd PP-F1IN #0800 - HARE B avis R - A1 (ERER NG
flislBad » 457 INER-PP-F1IN mJHARAHIHIHERUT4HZR B 2 Hoa [ R
A&

BAFIIRHTAE SRR A TR 41 INER-PP-F1IN B 281 e B

F1HE



Hi R B ARG R R H A RS2 BRI B H ATHY PP-F1IN > H %% HE
ERHIRITE /N AF R AR KRB S 2R B 2 Ra i R e ARG
B FHEEE S E RATETT -

F8H



|1l

/
e

(— ) FimEH

sre B T U HEE R B4 £ 10 F] (Rakuten Medical, Inc.)
HREGE TREFE CE0 = AR S 5 AR Sl iR 2 AR R il 2 28 - B NGE &
W E AR R 5 - (EA S RIS E BB LA RIRT » S —(EAE S =E
CUHYELES - TSR RPHT ISR AR « RO IR SR S - sl BEEIRE
FEERBIRR B R B RREE - DAL R 328  BRiGT A
Alluminox™ E-EMHE - BB ERIEH A (photoimmunothe rapy ) FEEE &
FHEEY) - B tas M RO RHRE S0 S 4H R FTAH R - FH DARRSE Y AR EEY) (R
YA d PR B 0704 - BEYAH A B SRS - 445 &) (ant ibody - dye
conjugate) » BRI EL T HOCIRERL - AT S FEOLARET TR B ERST - £
FRIROT 45 8515 - SRV A ARGSR B R AR R 15286 (epidermal growth
factor receptors, EGFR)4E& @ FHiE# 690 nm AVITALIMNCE S tigs -
4] IRDye®700DX » AR [EFA /76 (photodynamic therapy) B A
/% (photothermal therapy) 72 PL H 745 4l B 5 1 09 B 8 & (cytotoxic
singlet oxygen)EBCENAE AR ARG » MI/2KF IRDye®700DX HY i ] e fir B
(axial ligand)ff#E 1% » (HEEYIH S REBUK M N S RERUKME - HhaEi2 AT
BRI S AR - AT AR A (B ) ; HME TR E R
JEME4I BB SE T (immunogenic cell death) - BE#& 2 & bR = B 41 A
(antigen-presenting cell, APC)BET] » fRENGHRHVRER - EROGRIERRE
TE38 G A1 25 MR S AE S B PR B S R0 a e R (B)0) -

FOH
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Nearinfrared
ight

JU Alluminox J&¥%

Alluminox Treatment: Drug & Device Combination with Red Light

Antibody Conjugate INFUSION ibod: jug Tumor illuminati Cell membrane
Light activatable dye binds to cancer antigens with red light permeability disrupted
g ly

lllumination and tumor necrosis -2
~ 5 min light illumination for each treated region

Intravenous Infusion over 2 hours

Pre-treatment

A& et P RE (SR SRR SR SR A B AR RO AR G B - LUK R
Ay o WARECRARTHIER - taESa ¥t & A LR & -

()P -gevE e

HEEAREENEZEERE Next Therapeutics AYAIME A FE CEO
Anthony Tolcher » M E L2 E] T Hife - g4 & %8 (Antibody Drug

E10H



Conjugates, ADCs) FYBLARFIBKEL - ADC /2 HHIE R H /4 BB 244G 1
Paul Ehrlich FriRtHAVELS: » A E— e A — AR D+ » Il
H T R A Ve R A 2 A RIPE AT -

ADC HI = EZHE ST © BARDUAG (monoclonal antibody, mAb) ~ &ff
BRI TEEY) (cytotoxin » BEfE Ry payload) DLR R M Y LE2 I 32
F-(linker) - fFRIHERZ BERE RS S BLRE AR IR E TUR S & - SENEME
FI(endocytosis)#E AFEAMREE - BRHEEY LIS Ra 4T -

H AT 44A 278 ADCs #7 FDA StAE IR ERIRER A (B L) - BOYA
400 ZAEERG IE/ERAS T - H AFVEE S B G HREEE S BRI EEY#HES ©
B HATA 20 fEEt ¥ TROP2 HYDTAG &Y B G (EAE RS of » (HEAYREEE 20 f&
WE 7 [N Ry s L BN 2 B iR 48 e R (1 B - ARV G LRI BEYI AT - PR DA &
TR - (HEECE R AR AT R R R E E Ry T R -
7 S RIMTIH TR B R IR T B R O BB IHE -

JU FDA #fbfe Z TG EEy s

Agent _______lindication(s) _____|Target ________[Payload |
Mirvetuximab Soravtansine  Ovarian Ca Froa Pos Folate Receptor alpha DM4 (Maytansinoid)
Tisotuximab Vedotin Cervical Cancer Tissue Factor MMAE (Auristatin)
Loncastuximab Tesirine NHL B Cell CD19 PBD Pyrrolbenzodiazepine
Belantamab Mafodotin Myeloma BCMA MMAF (Auristatin)
Sacituzumab Govitecan TNBC TROP2 SN38 (Camptothecin)
Trastuzumab Deruxtecan HER2+ MBC HER2 Exatecan (Camptothecin)
Enfortumab Vedotin TCC Urothelium Nectin 4 MMAE (Auristatin)
Polatuzumab Vedotin DLBCL CD79 MMAE (Auritatin)

Inotuzumab Ozogamicin Lymphoma CD22 0Ozogamicin (calicheamicin)
Trastuzumab Emtansine HER2+ Breast HER2 DM1 (Maytansinoid)
Brentuximab Vedotin Relapsed HD CD33 MMAE (Auristatin)
Gemtuzumab Ozogamicin  AML CD33+ CD33 Ozogamicin (calicheamicin)

s W T — OB R REENPUG - 2218 & H% LBIOL([E+) » /2
Centessa HY LockBody - & FirBr & 0T A4 VU (B B R S MU B S iilfe
WA SRS - BEWI{E CD47 domains > AFHERI{E PD-L1 domains
BT -

E11H



-+ LB101 45H%

Innovation That May Transform ADCs

LB101: Novel Conditionally Tetravalent PD-L1xCD47 Bispecific Mab

LOCKED UNLOCKED

1. Constitutive
Fabs drive tumor

of IgG-derived
hinges in tumors

|
enrichment , 3 y \
2. Natural cleavage

Peripheral Stability: IgG1 hinges Tumor Unlocking: 1gG1
naturally resistant to cleavage hinges susceptible to cleavage in
in serum diseased tissue by various natural

Lockbody® Courtesy of Centessa

(D47 B—HERIANIEE M E R E - "11F K % i & B (immune
checkpoint ) DA 50 FH EWRAHAR I SR8 T 4MAE - (AR R /R T =
THL (DAT - RIS Ry B dHRE fy 1 kit e 2B (R MR 528G - &
{£F] LB101 % » PD-L1 domains & EARERIAMARZREAY PD-L1 454 - HlIfHETE
(e ke - Ti#HiR% (D47 domain £ PD-L1 domain fY linker HIl&{ERERIHH
F o 5 2RI - AR S (D47 domains HYZHAE » SE{EAY (D47 domains AJ4E
FHPEERT CD47 BHEHSEHERE 9 o (signal regulatory proteina, SIRPa)
GO EAER AR B4R AR E > A= - T AR AR - 5
B 3 o PR P T (R s [ B4R FR3 Y CD4T 15 [EEAY 24 BIE A (Bl
.

E12H



T WP - SRR SR (E R RS

Innovation That May Transform ADCs

L

Q i receptor-positive tumor cell i click-cleavable ADC

inker ADC Delivery

trigger

receptor-negative tumor cell

“Click-Cleavable” Linker

Yo + o ~ Voo« Opens ADCs to
e e S e 4 o gl NON-Internalizing Targets

ADC i.v. injection & Trigger i.v. injection  Drug release & Cell killing
tumor binding & reaction with ADC  cell penetration

Courtesy Tagworks

eI RN AR E O Bh=EE M - B R LR R - Bl At
AlER EEEREE AR T AIGGET RS R - & A TR E.4E FDA HE/EHY ADCs
e E LAY payload BB ([EI+ ) ? BUGREEEE R LIS K » B83H C
Monomethyl Auristatin E J&fF 54 5% (E+=) > BlfEEE 8 -
Monomethyl Auristatin E R —MEHIAKIHEY)(antimitotic agent)
F&HPHERT S B E (tubul in) B A SRR RIS (RAE G2/M BAEE4HASE
T NHE SR AE IR S B BTGP e G e ] - — B
HEREAHAE - Wb & o AR SR BB V) EREL - (T SR AR 4 -

FI13H



T SETEM A A ADCs #Y payload

Multiple Choice Question:
What is currently the most common payload used in
approved ADCs

A. Maytansine

B. Exatecan
C. Monomethyl Auristatin E
D. Pyrrolobenzodiazepine

+= HEBREGER

Multiple Choice Question: What is currently the most common
payload used in approved ADCs

54.5%
18.2% 18.2%
I ' M
A.Maytansine B. Exatecan C. Monomethyl D.
Auristatin E  Pyrrolobenzodi

azepine

(LR B B E - MEZR ADCs B iE) Bl A nI B3 e /)
{EREE R EIFS UG R T IEEY)  EMEES  HIE ARG REH TR
K> RAC ADCs SEUIBRAY 3% JEe 7 ANy BT LT B RE 2Pk - BN Hoy
HERDUR ~ e S ReSEYRIEEs] - ERE AP - BRI A
B linker HYEERERES > HIDIAZIRS PRI SEPIHHE B > T
EPRHE SRS A SR R BB RSN IE SR

FE14H



(=) O iR S i R EE)

e e K B AL A e R FT AT BRI 1 - 2 SRR AE IRV R A2
— EEgE EEN S TS R EGRIARE AT R et o s 4
SR IEAE e AL e R M s {E 7 (agonis t) -ALPK1 (Alpha-kinase 1) e
N HE RE P7 E 2 W aos [R RS Y EE DI 5 [ 35 5 SR S T - DI AVIHER 2 BS
4(toll-like receptor 4, TLR4)REHH 5 R DG P2 M4 B 4 MEHY T2 2240 A ER
5yHE 2 (Lipopolysaccharide, LPS) > TLR7 HEHEERERRE RNA » H4NEH
cGAS-STING SZFERETE(cGAS-STING pathway) » iELLEL SRR R IE %
4 BRI ABA 3 R S e R R SR Y T R » (7 SR 8By I s vy il
FEEEEFEN -

st I ZE BB FE A [E 7L TLR ~ cGAS-STING pathway HY ALPK1 SZJEES
€ » ALPK1 2 4 B '&8 N HY — 7 % B (kinase) - J& ¥ PRRs(pattern
recognition receptors )’ AR HFaEL ADP- B (ADP-heptose) » ‘& /24l E
A& B 75 A 25 B Y JEORE » 88 I s Ji 86 A B > T 12X (Pathogen-associated
molecular pattern, PAMP) » & ADP-heptose B ALPK1 YN s &2 1% @ (&
G54 TIFA EEH WA NFE#kA 5 NF-kB(nuclear factor kappa-
light-chain-enhancer of activated B cells)/&(bili5 |22 BEATEE %
S HE (&P - 357282 TRL ~ cGAS-STING pathway A [EHIS FEREAE - HEH
FERF ADP-heptose JEA/NEAGA » IR 5 [/ N 2 5 38 38 S » 6T AR/ )N
EEVRS PR 5 3% HTHALTIRE S 2 (proinf lammatory cytokine )3 » fFil40 IL-
6~ IP-10 ~ MCP-1 A= 7 % > Hrf CXCL-10 F1 CCL-2 FMEH S > B
WA e 8 {1 R (chemok i ne ) 58 Ko BE 5 [ 38 B g o0 9 S (181 1+ 70) > 7E
BI6F10-0VA BB 2R/ N R RERa HAt B h - P DA 22 51 HA RO e e
A RAVAESR -

F15H



V0 ADP-heptose J&i{b ALPK1 SRS HI1E Rt

e LETTER 1
55t 1, g (PRR)
N kﬁ Alpha-kinase 1 is a cytosolic innate immune
* * Y—{ ADP-heptose receptor Tor bacterial ADP-heptose (PAMP)
/ B. cenocepacia Extracellular space
> Y. pseudotuberculosis
W X C bc: O (H. pyroli)

ALPK1

! a9 ‘D231 @10 - Cytosol
¥ a7k *  an
3 b R T g, 5238 \
£ 2o ! K233 N
) ¢ v B I ADP- heptose
Y H
R116 ;
il =% ~"R15: "2‘55
a5 R150 a7 © g4
ALPK1

(active)

ALPK1
Crystal structure of ALPK1-NTD in )
complex with ADP-heptose (2.6 A) Zhou et al., Nature 2018

71 ADP-heptose J&{b ALPK1 SZ#G5 138/ Nl o5 S e

80 CXCL10 800- CCL2
o
£ 60 :geoo- o
> £
o D
S 40 5 £ 400 3}
5 o S0 o
(8] o oo [§)
%20 e {0_ :%: -%; O 200 . "
) o oﬁo
o 0 3
0 5 20 100 500 0 5 20 100 500 Hg/mouse
ADP-heptose (Intravenous) ADP-heptose (Intravenous)

CXCL10 (IP-10) & CCL2 (MCP-1): known to induce antitumor immunity

B16F10-OVA tumor model (requires ALPK1 in mice not tumors)

2,000
né,soo- WikFEe .‘ ’ ‘ ' . . | K X
51.000- WT-ADP-Hep. ‘ e @ 6 © 0 8 0o
g 500 Aka1KO-PBS‘. .‘ '..'.'

DayO-O 5 10 15 20 25 ARy kerbEhep ‘ . ' . " . .

—~— WTPBS  —+ Alpk1 KO PBS . 5
~=— WTADP-Hep. —— Alpk1 KO ADP-Hep. WFW“”'”””“”W oo
2 E 4

€ 7 8 o 0 49l ORI

¥16H



Hi® ADP-heptose BA H FH#E AT ABNIAMREAYAEE TT - U Kb 2%
e e R R e e RITR B RS U704 o (R RS 1A 500 TEHY
ADP-heptose HINTAY) - B AVBZEEIRBH S 1 n] (e B4R Z E R UL
SEY) PTT-936 » FEARURAE (ECo) ELJFAAHYT ADP-heptose(ECo &Ry 11 nM)
= 200 15 > &S CIARAGEE - BIEEREHA 0.3 mg/Ke 5% 3 wg/Ke» 1y
ATEA L BV SR SOHE - 22 H] DURFEER anti-PD- 1 77 [E {8 A DB HOSRe5K

R BRI R S 5 3 DU RSB R A ey - 140 CXCL10
CCL2 ; {HA A EL4MASE > B40 1L-6 F1INF- a > &5 [FE4HAREE R IBEE]
E A - B R4S SR B R FHELHA TLRT K STING JE{ETE] > PTT-936 S AERE R CXCL10
HYRIE - HEMEAE CD8+ T 4 S Ll R R 4R - RILHERR PTT-936 /F
Ryt O ey G R B A B Y T e AR R (181 -H7X) « H AT PTT-936 E5¢8
AREEPRATEN YIS BB AR RA ST - W FHETE S AR 5B S P BB i T35 — 1
HbgE PRE SR -

—+75 PIT-936 ~ TLR7 B2 STING A A% 2 Az 40 (PBMC) Z 4RI+

SR

PTT-936, compared with TLR7 & STING agonists, shows a larger window (anti-tumor
cytokines CXCL10 vs toxicity cytokines TNFa/IL-6) in human PBMCs

PTT-936 TLR7 agonist-1 TLR7 agonist-2 STING agonist, ADU-S100

2 2571 = cxcL10 2 5907 & cxcL10 2 6097« cxcL10 £ 30007 + cxCL10
gzoo -+ TNFa . g + TNFa g g -+ TNFa g -« TNFa
5 150 > g 1,000 g 400 s 2,000
=3 o ° .
S 100 3 S S
2 2 50 2 200 2 1,000
= 5 = = & =
] ° ] . ° ®
3 ol g 2 o & o Z o —
10 10° 10" 10?7 10° 10* 10 10° 10" 10?2 10° 10* 104 10° 10' 10?2 10° 10 10 10° 10" 10?2 10° 10*
Compound conc.(nM) Compound conc.(nM) Compound conc.(nM) Compound conc.(nM)
g 60,0001 o CXCL10 7 30,0007 - CXCL10 F 20007 - CXCL10
) -+ IL-6 El -+ IL-6 ) -+ IL-6
= . £ 1,500 .
;40,000 ; < 20000 b
g s € c
g 3 § 1,000
2 20,000 £ 10,000 2
-} £ £ s00 "
2 s s
o 0 (5} 0 o o0 ry
104 10° 10' 10?7 10° 10* 10 10° 10" 10?2 10° 10* 10 10° 10' 107 10° 10 10 10° 10" 10?2 10° 10*
Compound conc.(nM) Compound conc.(nM) Compound conc.(nM) Compound conc.(nM)

Summary:

» Discovered and developed a potent agonist of a novel innate immune pathway (ALPK1).

» Active (by oral administration) in mouse syngeneic models (as monotherapy or in combination with ICI).
> Better therapeutic properties than TLR7 & STING agonists in preclinical studies.

» Preclinical studies have been finished and phase | trial will start at the end of 2023 in US & China.
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() Ry L 2EY)

it e R BN E] (AMGEN Inc. ) & EREfHEEEI4R#, Carolyn Britton
& ERIR B A YR R B (R R S SRR Y T —(E B R R -
TESR=ZEEA > B EEE Mlti-Actives) ~ BEEEEY)
(Tetherbodies) A1 T4HA (Mat chmakers) - H] LU C AR ARIREH A [R5 A%
FICE A1) o Flan Multi-Actives B DAEIBF&E & E R HEMZ 8
Tetherbodies BEHEMEEY )& S ERRHVARARAYHT E HUG AL - Matchmakers BEAF
WAt ST A FI PR E— VPTG F B BTG &S & Rl Ry —(E T B HAG 4%
an > A [ERFERE R 7y DASE = SRR s R 1 B S

1o T AR M EE YRy — RS

Three major classes of bispecific medicines

TYPE Multi-Actives ‘Tetherbodies’ ‘Matchmakers’

CHALLENGE

Biological Redundanc Low Therapeutic Index Undruggabilit
ADDRESSED g i i peRegaTy

Disease drivers Drug Cellular Effector

L g ‘e

Drug
MECHANISM o I N
OF ACTION _ @twieen &
Target Cell

Disease process Target

Multi-targeting antibodies - Antibody drug conjugates - Induced/sustained

EXAMPLES proximity agents

(PROTACs, RNATACs, etc)

Deshaies RJ, Nature 2020 T-cellengagers

BISPECIFICS ENABLE US TO OVERCOME CHALLENGING TARGETS

T 4HAEAT FEDUAR (T cell engager, TCE) 3UH# & %s BME P
(bispecific antibody) > B> Matchmakers Hy—FE - f&— T B G2 52
% FIHERTEJABLEN EHGES » 8 F 62 RN F R4 S
(binding domain) » BIAN4EE R FEEIHUR » 02 E—HUFEAYAR EHURR
FEfi (epitope) » R&EGEMIEAGHIURE MBS SRE HMAIEL e
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AP SN > HASCR IR G B (8 F A SR DU AG S an A AR TE] © SERr ST
AR ZUIRE 28k Blangs & T ALY A 7>+ CD3 AIFEREAHEE HUR ( tumor -
associated antigen, TAA) > ’KFEEG T dHAfEREEIHREANAE PR o 28
il - b T SHHRG: A8 % 2R i R AR R e > EYD TCE s (e e T AHiAEsg
A= (/) - HRTEA7NEEE FDA # AT TCEs - ARSIV RE R i A R
CEREHER (L)

+/\ T dHREE bR

T Cell Engagers (TCEs) Are Biologic Matchmakers
Linking Endogenous T Cells to Tumor Cells

Anti-Target
Antibody ) Serial Lysis of
/ Tumor Tumor Cells

Cell , ' Apoptosis

Redirected ’ T-Cell
Lysis Activation

of ‘ .
Proliferation
o TCell of T Cells

Baeverle PA, et al. Curr Opin Mol Ther. 11:22-30, 2009;

-+ 1. FDA #%4 TCEs %1|3=

TCEs with FDA Approval as of 15 Jun 2023

Agent ____|Manufacturer |Target ___Disease __ ________________

Blinatumomab Amgen CDI19 MRD+ CD19+ B-cell precursor ALL in 15t or 274 CR1-2;
Relapsed/refractory CD19+ B-cell precursor ALL 23

Tebentafusp-tebn Immunocore gp100-HLAAD2:01  Unresectable/metastatic uveal melanoma in HLA-A*02:01 patients4®
Teclistamab-cqyv Janssen Biotech BCMA Relapsed/refractory multiple myelomaé”
Mosunetuzumab-axgb  Genentech CD20 Relapsed/refractory follicular lymphoma?®?

Epcoritamab-bysp AbbVie-GenMab  CD20 Relapsed/refractory DLBCL and high grade B-cell ymphomao11

Glofitamab-gxbm Genentech Relapsed/refractory DLBCL or large B-cell lymphoma arising from
follicular lymphoma'213

KantarjianH, N Engl J Med 2021 [TOWER ftrial, R/R ALL]
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3 28 TCE JAREZEH1 > 40 Blenatumumab A1 Tarlatumab > 437
$134 CD19 #1 DLL3 » 1S RS  HUS A $5AV4SE S © #r—1R TCE AYskatEHE
RS [E T AHAR D URE (Dual Targeting TCE) ~#Eilk T AR TIRE (Masked
TCE) BAKz 2+1 T-cell engagers %5 B LAY EEYaea 1 S S [ A HE
A AR (Bl —+F) - Dual Targeting TCE gE#w&ESHEBEMHRADUR » 2
SL R A A IR AR PR - (EAE R TP A BGOSRV HEEZREE | Masked
TCE RIlZ o] DAE R Th A TA R (-09/E(E - TCE YR & 1 R fi R B
& EAESECE N pH ERVEM LM AR ERRR © 2+1 TCEs A2 —7# TCE &
W (I B R — PR AR BRI LR S S i - v 1 B T S iR R R R 4 A
LTRSS

-+ ¥r—{RHY TCE &5

Next-Generation TCE Molecules are Designed to Improve
Therapeutic Index in Solid Tumors

Dual Targeting TCE Masked TCE 2+1 TCE

Protease
Anti-CD3 cleavage %_% L
= Core BiTE structure /,—A'nti-
k T S
> Pl

cel
&% L D3 Mask v
% Second BiTE

_ ) Preferentially targets tumor cells with
Bind 2 tumor targets for high potency Designed for conditional activation at tumors high target antigen expression

BITE, bispecific T cell engager; CD3, cluster of differentiation 3; CRS, cytokine release syndrome; Fc, fragment crystallizable; TAA, tumor associated antigen; TCE, T cell engager

BT SRV SRR TR A BT A » v AME 58 0 A BT RE E R B
REJT - (HiELLEEYth n]gE G 5 e —LREIEH - BILNAHRE R R B RUE (= B
(cytokine release syndrome, CRS) ~ %y 4 Bt AH B8 Y 1 48 55 fF 5% BE
(immune effector cell-associated neurotoxicity syndrome, ICANS)Z >

BT MR -
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(1) 8 A EREE P v

st e ACH Dana-Farber JEEWTFERTHY Patrick Ott {4 /réd 7 {E A
{ERERE eS8 - JEETE e NMERES A ORI A By B T 4R
J& > B a] DI sRRE A RIS - MHE A RRRE R 2 T 4HREAY it - iR 42
DU (neoant igens ) #we Ry BEREAY T F i PR R RE S [RE A S DL RE g o/
2 > B R e R 22 - (B RS B AL DU AN 2R R R e
B EAG HEYRE - IRIEE R BE AR JT7% - Bea T A BV E i i e — (R
e - HWEBGSEOITTANTNEE - FlanesNE T ER (Whole exome
sequence) * RNA f41[534T (RNA-seq) LUK HLA THMIRUEAD - BRIK L HE fEHE
HEEE T TR BRETEUAN - (B H A i R S T B REREE Bl S Y RE R AR DU -

axa AT R R E S B EIRMR S - ESERRERAR > ARE A
bz E PR AR S —(ERE RN Z - TCHAEER R E - BUSH RIRUARE
Er AR AR 8E 152 > ANAL i BT R S & o AEaE T ARSI A b s R[]
- AT TR EEE  ISGE B3R WA o] LIEE s
TR IR T DUE SRR SIE - HA S B AR e A SRR TN HoAt
HERE  DIRAR I i KB - (ERAESRHIIRIL T A AR T
REEJER DA I DA T % Ry (- PEEE B R SRR TR e 480 BB S (A g
HrAEDUR - AT DASE FH RN R i A s S e e e/ Y T SRRSO RE - DURE
REA(E =) -
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o BREHE e R AR R BRI

Choice of vaccine platform

1
Neoantigen-pulsed Assessment of
dendriic cells Repeat ) vaccme-mduced_
sequencing of | | T cell responses in
Tumour DNA tumour DNA | | blood and tumour
lysate-pulsed
dendritic cells Peptides Viral \ /
~ vectors Prime Booster
RNA L~ dose dose ﬂ
Time to manufacture Tumour biopsy
Shorter Longer Disease
recurrence
Vaccine dosing regimen
Timeline Route?
Combination therapies i
Pre-vaccination At vaccination or post-vaccination
Promote baseline immunity Boost vaccine-induced immune responses
(e.g. FLT3L or GM-CSF) (e.g. anti-PD-1, anti-PD-L1, anti-CTLA4 or

anti-CD40 antibodies) )
Blass, Ott Nature Rev Clin Oncol, 2021

st e HIBTFE B XA 2017 SERHEEHT R DR 5 NeoVax > iEiE—TERA
ESHERR > s5 &2k poly-ICLC DARZ MES 4SS > $HE e R 2 =
VOsE g R EE HE A e s TR RS N ZslE > VU B4R R
FEARES  SNRALR BIE SR HHEZ anti-PD-1 2596 fR A 1 351y
[ > sBRi RS T e sy e M R a7 > BUE BRI A BB E AR
REERITIERE IR ~ RS F (' =+ ) -
AT e ARHER - S R e R R

fﬁ PL1 [ P2 PL3 12 weeks after initiation of
b A\ L After completion of vaccination anti-PD-1 therapy
L
20 AN . r 1 1
100 ,,/\ < b R 4 1
S00F pt, 4 PLS PLE N Pool8
400 « Pool D
300} A -+ Mock

N Ay ,

0 4 8 1216 20 24 0 4 8 1216 20 24 0 4 8 12 16 20 24

mroor 1 mroot tl

Prime Boost Prime Boos Prime Boost
Weeks following vaccination initiation

Key

e——a A S—) O

NeoVax Recurrence anti-PD1Ab  Clinical
after vax response
® ¢
Stage Pt.2 —_— A )
IVM1b Pt.6 . ) e i

1 1 1 1

1 1
0 3 6 9 12 15 18 21 24 27 30 33
Months post-surgery

Ott et al. Nature 2017
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mRNA K Moderna F1 Merck AAfi—IHEE —HHERPREERIVEDS - fE55 2
Uikt E el BeE R 25T o b H 8 AL B EZE nRNA-
4157(V490) & ff MercK F pembroliumab 3% [E &% - H1 B % i H
pembrolizumab J&HZ Z A PEBIARME < mRNA-4157(V940) 278 mRNA HY#T
TG  EARB B A DNA P8 R B A ala T AR A ARSI 1%
GERS P TR AR C AN B AR R 2 5 SRR
P (adaptive immunity)AYEEFESESR 5 pembrolizumab AIlE—fEERETIRE -
8L PD-1 45 G G PHECEL PD-L1 IACEMER - f2m A RS TIE R4 DA RE
FEATAE - 75 107 2B B2 7 mRNA-4157(V940) & ff pembrol i zumab J&¥
FIMNIE 50 2 HEEEZ pembrol izumab BESEIATE - GO GRAR 22.4%07FE
F(n=24/107) HEAGHEIET » ifiF#Z pembrol izumab BLMERFAAIEEEIE
CTHRANE 40%(n=20/50) ([ —+=) - {E4ERER AR - SOFERAEETR
EESETE R EMEER BTN - 5 B R A S 8 B A e > DU
AR AT A AR S E A AR - B0 N
A -

—+= BHEERARRGE R

And now a randomized Phase 2 trial: mRNA-4157 (V940) + pembrolizumab vs.
Pembrolizumab alone

100 4 12-month RFS 18-month RFS
' '

i
%0 - 1 83.4%

:
:
178.6%

80 4

70 1 77.1% E
'
60
= 62.2% ,
£ 50 [
&£
< 40 A
' ' Events Hazard Ratio
30 i H (n/N) (95% CI)®
' '
20 4 ! y mRNA-4157 (Ygd(]j + 24/107 0.561 IC‘}C(';I.QUI
I pembrolizumal b P=0.0266
10 4
Pembrolizumab 20/50
0 T T T T T T T T
0 20 40 60 80 100 120 140 160

Time From First Dose of Pembrolizumab (weeks)
Number at Risk

mRNA-4157 (V940) +
Pembrolizumab 107 ] 85 73 49 2 20 8 1
Pembrolizumab 50 42 40 37 28 13 6 1 0

Khattak, AACR, 2023
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{E AL e e i M AR HUR FDA A7 A8 - (HEEHUS 17—k > HAnim
T2 PREY - B0 AR EHIHI R A4t > TE ST AR DIE S R
J& IR AR (R RN > SIE R ] RS AIE 57 AT s R AR
REGEIEEIRTRERE - A5 S O R AR R BI R R T REELERSy - B2
T R RRE A RTINS N © e m A AR AR [ - H AR %
T RIET At B FERYAH S FRA RN -

(75)FIFH CRISPR A BE R I 2 JRL I R i gt

sEE R K EZFAF] Turin K Nicolantonio - » 7 M4E40{ 7] FHEE
PRAIAY CRISPR EfiZE - &R 88 R HE TR Y 2 RN MR DL R TR e IR S Y e e
AT EEM: - CRISPR/Cas9(Clustered Regularly Iinterspaced Short
Palindromic Repeats/ CRISPR associated protein 9)E4HE RIZ 24
HY— PR - AT DLECIR & & ATLAYIR S » AT N2 EHE R 55 BT
PR - BRI R ST E TR — M TR E R B DNA AV
RNA(programmable RNA guide)# 48 Cas9 NAZELES (nuclease) ¥ HAZEA
DNA #ET T BT > AR ] {58 A 3R Rl 243 (non -homologous  end
joining, NHEJ)SZ[EJEE F{E{E (homology directed repair, HDR)#ETT
DNA fE18 » BB ERVEREE - nI AR T/ a R BE THIVT B0  CRISPR/Cas9
£l £ 5 0] HIHY B IR (CRISPR - knockout) ~ &R 7% 2 F 67 (CRISPR
interference) L xFERIZE885] A (CRISPR activation) (& —FPU) -
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—_-P4 CRISPR/Cas9 HIFEH

Single-guide RNA-mediated editing Transcriptional Transcriptional
repressor activators
B sgRNA Q
Protospacer | i ,(:\)
Q = E
\ = E3
U 1 " m L—
ﬁﬂg,‘ L >

Cas9 dCas9 dCas9

PAM
CRISPR knockout CRISPR interference CRISPR activation

Shi H., et al., Nature Reviews Immunology | Volume 23 | June 2023 | 363-380

TR E T — R R AE Nature [BE R AT 9 4l i 3 00 B 2 429
lenvatinib HLEEMERYITFE  lenvat inib & 2 B HERIHIEIFVIEEEY)
AT DRI A R E 24 - £ — 40 G FRIRHATFEHY REFLECT 3K % Hul,
F=IAERPREER T BEZR Tenvatinib AYFERIZBISRARAR 24 1%L sorafenib
Y 9. 205 45 > BAT 8OBHYATFE L 5H lenvatinib JEREHER - NIELHFE
FIA CRISPR/Cas9 HYBHREERMT » FERTEAIAER SNU449 rrde B RR R B E
BIEEEN > AR PR R AN S B2 E AN S Tenvatinib AYBELMERSID -
A& T lenvatinib Z1& > ST HHEE N ELIREELBIRi g % - Bhads
SREEHR > K5 BGFR HYZEAIIE S AMAE e b & B S AT A S Tenvatinib
B - ERHE/ N EEESR T o SEREBUREIH BECFR JE MRV EEY)
gefitinib JFHIREM SR lenvatinib HHHEAINEHEERLIE A - T BRG] HE
FE R (B 1) - biFeiE—20388 > EmEARA lenvatinib > &7 ATHEA
¥ lenvatinib EADIEEMIEN RBATEEAIIE & 55INE(L EGRR el
B3 > IRELiEfE TSR m] DU 8 (R RHI] 55— (1 EGFR BLLACH -

BHEVIFVERER A ERR TR AR TTEE RS -
RO T (VR AR GRS - BB S fFE A lenvatinib Al EGER f4EHT
HIH] gefitinib AREAPTEEMERYRTE - 87K CRISPR £UiGERTFE 487 a7 |
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ANETD > DA AI i B AR IR 4 BB 2B 5% S A SV EEY ) 2

“ 7 EGFR HYEMERH] lenvatinib BHHEHTREN

I =
g 2 S PP
oA M EGFR activation limits the response
oy SNUA449 cells
GeCKO library = - -
of liver cancer to lenvatinib
‘:g ;’ Puro selection
— e Control (n = 6) ]3 % 3
Control B Lenvatinib ~=— Lenvatinib (4 mg kg™'; n = 6) R!:IO, B
Rt ¥ N i o —~ Gefitinib 80 mg kg;n=6) ST %:|§ é
s X T I;jglam -+ Combination (n = 6) R Sld ?] S
h:¢ T L
T v’g 1,500
— —— Lenvatinib £ 1,250
R—ecovﬁNA barcodes by deep-sequencing qE’ 1,000
- Non-hit *EGFR § 750+
o 2 S Gefitinib 5 5004
5 e el g 2507
5 F o7
5 3 ) 0 58 1215 1922 26
? 5 :' Combinatioh Time (days after treatment)
0 ? 2 = # Jin H et al., Nature. 2021 Jul;595(7869):730-734.

log,[Intensity]

A CRISPR ERESRINVHAARRIEEEARE —HAMRREERE R
(BI=+7K) - STEFERIZEEEEY) lenvatinib & 0F EGFR 12EEHNHIE] gefitinib
BRaRARAFERE 2 ZE2ENEWE - 5 12 & EGFR &FKEZAT

AR lenvatinib JAEMEE - SAPHA lenvatinib A gefitinib BYH
BRE MRBENEY AR KR IERBRREN 2P 4 BEEEOIERE (partial

remission rate, PR) ~ 4 B&JRIBIZE (Stable disease, SD) ° S&{EH F2288 1
CRISPR ERETE R EMBURMEANMEM FENERERERE - @diEEh
% R A BRI LG BB BRI RAVEYHES » T BELERERPIL
E— R MIERRERARAET -
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B

78 &ff lenvatinib B gefitinib FHEERIR G

Responses of patients with HCC to lenvatinib
plus gefitinib therapy

a Biopsy IM-T1 IM-T2 IM-T3 b

b ! | :
Lenvatinib plus £
Standard 4 Lenvatinib plus @
treatment ?‘;“:;‘Lb(“a" dose)  oefitinib (full dose) §
1 £
g
AFP-T1 AFP-T2 AFP-T3 I e
End of treatment §
® Progression G_
® Toxicities
® Patient withdrawal ABeD gatren?IDH Ldile b
c Lenvatinib

1007 +TACE
E T eTu

5 80 =TL2

® * TL
g 60 3
g
S 40
3 20
E
g 0
IM-T1 IM-T2 IM-T3
e

— Lenvatinib
€100 MWA i
£ * —— *TL1
= 80 =12
2 «TL3
)
g 60
g 40
3 20

ol

IM-T1 IM-T2  IM-T3

Jin H et al., Nature. 2021 Jul;595(7869):730-734.

CRISPR Eigfs 1 & I s B e R yAR N > I A e bR e B
> ] DU 5 00 i i A R B Re R IR A B s R, - iR e 7
T a R AR (S TR 1S - DU A {a] {50 A Ak DR B 88 TRUOHI S S B /Ry S e
Sl HHWR L R ) 838 5 ] AE o A 0 e R 2 O i R BB RN M s D 1 B
AV BB SRR AR

(E)REVI A
A E B Macquarie AEHY Helen Rizos HEEHE N —RBAHER T
(multiomics technology)HVREEVI A (1iquid biopsy)#E{TRES T » BEENE
FERERE DNA(circulating tumor DNA, ctDNA)H FifYFE R & EEEAYHEEE o
DNA —MEEFAEARIEA - E4HAESET - DNA EERIREIIR T - PR
#E DNA(cell free DNA, cfDNA) » MRIRERRIAFTEEE - & RERAHREIE CEit
& R ¢ fDNA IR o > 72 25 DNA 52 B3R ffyBE DNA(circulating tumor
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DNA, ctDNA) » af#E—20HER Sl E (polymerase chain reaction,
PCR) B¢ K HAE - (next -generation sequencing, NGS) » 3irAERE R 5
o BURGEE R FER ST U] R FR AT EUS SR E o EfEE
ARl ¢ tDNA HYFLlT - #8 R RE&YIFH (Liquid Biopsy) ©

10 ml AYIMUREBEATERRETR 4 /NFPOETTHEE Lol - RETAIFSE] 4 ml
AYMmAE (plasma) > MAFFEIEAR cfDNA > &EHHIEAEREASE K (agarose gel
electrophoresis) it FTLAEZE] cfDNA SiE R b » {6 ¢ fDNA AR AR
T &Y 16 or#EE] 2.5 /N - EHUARMATXEEES - & AT iR - Ao
FIE B R © IE5 o fDNA V& 847 10 ng/ml > (ARSI Z &AL ¢ TDNA 14

o BIANEERE - Bt - EEECE R (B 1) -

= 1ER DNA Al

BE B

10ml blood draw yields ~4 ml plasma .

B

EEE ERE

Cell free or circulating DNA (Mandei and Metais, 1948. C R Seances
Soc Biol Fil 142:241-243)

gb\‘\ -Plasma

Highly fragmented ~170bp (length of nucleosomal \?‘
DNA and linker)

c¢fDNA half-life 16 min - 2.5h (clearance via
nucleases, hepatic, renal & splenic clearance)

cfDNA levels raised by various conditions (acute
trauma, infection, exercise, cancer)

AWTFEIEH ¢ tDNA 1] DUE RT A FEUAINE ES A P2 2 DB R Z AR H RS S JE -
IS R REA  ABIRE TROE R BRI BRI T Y ctDNA &
B R HNE - HAF AR EE R — iy nlAaoI 2] ¢ tDNA B s e > B4R
CFEN A BAERE 2 AR  BORAE R RS =R A Tl V) friE
A > M ctDNA & B EHFERECER S HIHRITE (B —+/0) > BUR ctDNA
A LUE Ry TR SIS HY B A YIRS -
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=1\ ctDNA FIATE RIS B T

Stage IV melanoma n=105

B 100+
ST P TR :l Undetectable ctDNA on treatment
gl |
i. Group A
-~ et Group B
% 60 i+ Group C
g
§
6 Detectable ctDNA on treatment
20
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30

Lee JH etal. 2017 Ann Oncol 28:1130-1136

Stage Ill melanoma n=119

100
Group  Event/n 1Year 2 Year
CtDNA -ve 35/79 90%  72%
CtDNA +ve 27/40 72% 45%

Undetectable ctDNA presurgery

50+

D T —

Detectable ctDNA presurgery

Melanoma Specific Survival (%)

=i CctDNA -ve (n = 79)
wde ctDNA +ve (n = 40) Ty
p <001
0 L) L)
0 12 24 36 48
Time Since Surgery (months)

FER P RGET A — T Ryl R (4 2 e (pseudoprogression) HYER 52 -
& AOBEEERER BAEREZIBRHR » RN ARG R > AEEHENZER
Fori(bHY S A R SR E R R I BN B AT i - AE S 1 B (R i i
ZREEEE  HAETEREM T cDNA SR8 TR MR EHR
R E - (HIRGEIRRE S HNEEIER © (B EMm T ctDNA S&EH00 > 90%(&
EIRIEFFEEYE - FIREERBURNRERTI A fa & AME 1] DUHRRIE (L > 7]
FEFH B Pm A S T REME -

H ATEBAGHE A EAS BRI IRR AVERRAR TR 22 MRy B P
R > AR BT AR ¢ tDNA > G B R AT - THIERY
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i B SO E TR S 2 R P - B0V AR SR
BIARRASETAT B IERIBIENE AT AL RS -

()OO N LR BE AR 52 54022 (Rad iomics ) FYFE A

it e K H ZIEPRE Y Maryel len Giger ft > /e N B SAMEE
SAARHIIER] - U S AT 1B R R B N TR B B G h HUS 2
RHVERER S, - 2 R R RGN B R ATRE 52 TBIRZE - AT AL
IR i BB A A - BIAIFEREG S T o b e e 4RIy A A B0
SRS - Al FERTER S TS 2R EBRAY &5 - W 2 (E Iy
HRILELST) - GEREVHEER - PBRER - BAITRIEA - BAEERE
Bl ~ ERSSERNAEY MBS - RERRERMHE -

Al B2 SRaa i BB R E: - BB B A S (0 Xt
BRSET R R E ) M IR (AR GRS ) - T REAREN
BHErEA  DIMECREAYAFISRAI ST B A RS0y SR TEA R - S 20
PSSR R o B s B e AR B0 (G2 B G HI R B - & - S0
2 AT G TR 48448 (convolutional neural network ) EhfEEUS
B0 FEHYEHERH B AT SRt e 22 AT B B R - SE Rl AR AT
1% > BRI TR o W G R AV EIR SR ACETTHE - BL AT
TEPREES IEMERRERTHY ~ R FABHVEGE - 485k & o] AR PR DATH7 B B Al
T2 e e RS - [EI /e B SRR R - DB ER B AR R = 2y

LR RAVEE - RIS e R EREE - A5 Xt
AR EZE AR E T B GA B iR g E A R s A -
Al A]LAR B S SR i T BT R ALIR B R B IR - AT 1] LA
B F LR TR Bt Bh2 B R R A ] DU b HIH R P
] LUR VSR HRas Y s - BES1 - AT & n] DU DREmas B DB BT
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FHEE RIS PRI A28 © 2023 SE34RAE The Lancet Oncology HY—IHA
RIERPRIITE - I AT /\H 4 40-80 mRey2ctEszal# » DA 111 BEt TR A
HERAH ST IR > AT HERAH L AT BiteiR F HH— 2 AU IR TH]
Al o SUEAH U b R 4 TR B AR TR - 45 R B B A S B e A FH L
AYFLIEEHIER » DL AT T AL Enta i B RE S U R BBy TF & > 388
AT IR AL s i 20 B skl (| — L) -

AL AT AL B R PR s

CADe in Breast Cancer Screening

Artificial intelligence-supported screen reading versus

standard double reading in the Mammography Screening Al °°?;frlét:r:;g?:f$é;fa’;)spafa
with Artificial Intelligence trial (MASAI): a clinical safety

analysis of a randomised, controlled, non-inferiority, single-

blinded, screening accuracy study

Kristina Lang, Viktoria Josefsson, Anna-Maria Larsson, Stefan Larsson, Charlotte Hogberg, Hanna Sartor, Sol

Aldanaosso Al in breast cancer screening is
Lancet Oncol 2023; 24: 936-44 o A 5
reaching clinical levels as a primary
* Approximately 80,000 women; ungoing ral

reader

o e - ]

trial, women randomly allocated (1:1) t0 A. coppei ccvcoicnn
or standard double reading without Al (control group).

* Al-supported mammography screening resulted in a similar cancer detection rate
compared with standard double reading, with a substantially lower screen-reading
workload, indicating that the use of Al in mammography screening is safe.

i LA R R SRR E R TIEP A AL > 3R
SRR 96%HI N (B =+) °
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ASCO Breaklhrough

HOTEL RESERVATION AND EARLY REGISTRATION DEADLINE
June 28, 2023, at 11:59 PM (ET)

Shining a Light on Advances in
Cancer Care

August 3-5, 2023
PACIFICO Yokohama | Yokohama, Japan & Online

asco.org/btregister

#ASCOBT23

CoHosts

Jo

Japanese Society
of Medical Oncology

KNOWLEDGE CONQUERS CANCER
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ASCO Breakthrough will convene the global oncology community under
the city lights in Yokohama, Japan, and online, to create the brightest
moment in oncology of the year. With three days of education and
interactive experiences, we're illuminating breakthrough innovations
and research in cancer care—and you need to be there to see it.

+ Featuring high-impact, novel research put into real-world clinical context
» Showcasing oncology thought leaders and pioneers

» Brimming with inspiration, collaboration, and solutions

Peter Yu, MD, FACP, Lillian L. Siu, MD, FRCPC,
FASCO FASCO

Chair, Co-Host Committee Chair, Program Committee

(Asco) Princess Margaret Cancer
Hartford Heal thCare Centre

Yuichiro Doki, MD, PhD / Takayuki Yoshino, MD, PhD

Member, Co-Host Member, Co-Host
Committee (JSCO) Committee (JSMO)

Osaka University School of ) . { National Cancer Center
Medicine | Hospital East

Tetsuya Mitsudomi, MD,
PhD

Chair, Advisory Committee
(ASCO)

Kindai Hospital Global
Research Alliance Center

E35H



Program Highlights

THURSDAY, AUGUST 3

Drugging the Undruggable

CRISPR and Gene Editing

Special Session—How Science, Technology,
and Practice Can Be Enabled in Low and
Middle Resource Settings

Poster Session A with Welcome Reception

Welcome and Keynote

Novel Therapeutics

Precision Oncology Care With
Artificial Intelligence

Impact of Microbiome on Cancer Care

SATURDAY, AUGUST 5

Next-Generation Multiomic Technology

Virus-Associated Malignancies:
Case-Based Applications

Closing Remarks

|
|
|
|
|
|
|

Wednesday, August 2

Manuscript Development Workshop
atASCO Breakthrough

(sign-up required; attendance limited)

— Opening Remarks and Keynote

— Rapid Abstract Session A

— CAR T-Cell and Adoptive Cell Therapies
— Colorectal Cancer: Case-Based Applications

F FRIDAY, AUGUST 4

|
|
|
|
|
|

Lung Cancer: Case-Based Applications

Rapid Abstract Session B

Breast Cancer: Case-Based Applications

Poster Session B with Complimentary Wine
and Cheese Reception

Welcome and Keynote

Rapid Abstract Session C

International Cancer Networks

MEET ONCOLOGY'S BEST AND BRIGHTEST IN PERSON

» Hiroshi Mikitani, CEO of Rakuten & Rakuten Medical, “Innovative Technology in Oncology”

+ Dr. Maryellen Giger, University of Chicago, “Artificial Intelligence for Radiomics in Cancer”

- Dr. Gilberto Lopes, University of Miami, “Access to Anti-Neoplastic Drugs in Low and

Middle Resource Settings”
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Featured Sessions

Drugging the Undruggable
Thursday, August 3 | 9:30-10:30

Pasi A. Janne, MD, PhD—Chair
Dana-Farber Cancer Institute

Kohei Shitara, MD—Chair
National Cancer Center Hospital East

Jonathan Ostrem, MD, PhD

University of California, San Francisco

Current Status and Future Directions in Drugging
Undruggable Targets in Oncology

*All times are JST.

Hitoshi likura, PhD
Chugai Pharmaceutical Co. Ltd.
Targeting KRAS G12C and Beyond

Filip Janku, MD, PhD

Monte Rosa Therapeutics

Developing a Novel Molecular Glue for
MYC-Amplified Cancers

Precision Oncology Care With Artificial Intelligence

Friday, August 4 | 14:00-15:00

Melvin Lee Kiang Chua, PhD, MBBS, FRCR—Chair
National Cancer Centre of Singapore

Maryellen Giger, PhD—Chair
University of Chicago

Grace Lai-Hung Wong, MD

The Chinese University of Hong Kong

Artificial Intelligence for Early Cancer Detection
of Hepatocellular Carcinoma

Junya Fukuoka, MD, PhD

Department of Pathology, Nagasaki
University Hospital

The Application of Artificial Intelligence
in Pathology

Anders Jacobsen Skanderup, PhD

Genome Institute of Singapore

Artificial Intelligence and Computational
Approaches to Understand the Molecular Basis
of Cancer

Alex Zhavoronkov, PhD
Insilico Medicine
Artificial Intelligence Drug Design and Development

Christina Curtis, PhD
Stanford University
Cancer and Big Data: Real-World Applications

International Cancer Networks
Saturday, August 5 | 13:45-14:45

Stephen Lam Chan, MD, FRCP—Chair
The Chinese University of Hong Kong

Myung-Ju Ahn, PhD—Chair
Samsung Medical Center

Quynh-ThuLe, MD

Stanford University

Advancing International Trial Networks Through
the NRG: Future Plans and Opportunities

Pierce K. H. Chow, PhD, MBBS, FRCS

National Cancer Centre of Singapore

Lessons Learned From a Successful APAC Trial
and Research Network

HerbertH. F. Loong, FRCP, MBBS

The Chinese University of Hong Kong

Using Real-World Evidence for Drug
Development: The Asia Pacific Oncology Drug
Development Consortium Project

Rafael G. Amado, MD
Zai Lab
Developing and Registering Projects Internationally

John Kurland, PhD
AstraZeneca
Developing and Registering Projects Internationally
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REGISTRATION AND HOTEL RESERVATIONS

asco.org/btregister

HOTEL RESERVATION AND EARLY REGISTRATION DEADLINE

June 28, 2023, at 11:59 PM (ET)

QUESTIONS?

Registration: btregistration@spargoinc.com
Hotel Reservation: bthousing@spargoinc.com
Phone: 888-788-1522 (within the U.S.) or
+1-703-449-6418 (outside the U.S.)

Hours of Operation: 8:30 AM-5:00 PM (ET)

EIRH

HEALTH AND
SAFETY

We are continuously evolving
our protocols to ensure the
safety of our attendees. Visit
our Health and Safety page at
breakthrough.asco.org for the
most currentinformation.
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Program at a Glance
Thursday, August 3

All times are in JST.

07:00 -18:30

07:00 - 08:00

08:00 - 09:15

09:30 - 10:30

10:30 - :00

100 - 145

11:45 - 13:15

12:00 - 13:00

1315 - 1415

14:15 - 14:45

14:45 - 15:45

16:00 - 16:45

17:00 - 17:30

17:30 - 18:30

17:45 - 18:30

Exhibits Open

Light Morning Refreshments

Opening Remarks and Keynote

Drugging the Undruggable

Break

RAPID ABSTRACT SESSION A: Trials and Experimental Therapeutics

POSTER SESSION A
With compilimentary funch

Meet the Experts Networking Luncheon®
With compilirmentary lunch

CRISPR and Gene Editing

Break

CAR T-Cell and Adoptive Cell Therapies

Colorectal Cancer: Case-Based Applications

SPECIAL SESSION: HOW SCIENCE, TECHNOLOGY, AND PRACTICE CAN BE ENABLED IN LOW- AND
MIDDLE-RESOURCE SETTINGS

Poster Session A (Continued) and Networking Reception
With complimentary refreshments

Poster Walks®

‘Open to all in-person attendees. Space is limited and is available on a first-come, first-served basis.
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Friday, August 4

(srpAvio IR LU Exhibits Open

yEe[sENe X0 [0l Light Morning Refreshments

ol:Felo el Feloll Welcome and Keynote

09:15 - 10:00 Lung Cancer: Case-Based Applications

10:00 - 10:30  R=IEELS

10:30 - T30 Novel Therapeutics

POSTER SESSION B

UED = TREEY With complimentary lunch

Connect 1:1 With Expert ASCO Breakthrough Faculty Luncheon”

11:45 - 12:45 _ )
With complimentary lunch

13:00 - 13:45 RAPID ABSTRACT SESSION B: Precision Medicine and Multiomics

ICE e R LEe sl Precision Oncology Care With Artificial Intelligence

15:00 - 15:30 Break

15:30 - 16:15 Breast Cancer: Case-Based Applications

16:30 - 17:45 Impact of Microbiome on Cancer Care

Poster Session B (Continued) and Networking Reception
With complimentary refreshments

17:45 - 18:45

18:00 - 18:45 Poster Walks®

Women's Networking Reception®

18:00 - 18:45 ) )
With complimentary refreshrments

*Open to all in-person attendees. Space is imited and & avadable on a first-come, first-served basis.

Saturday, August 5

el Bel: e[l | ight Morning Refreshments

l:FeloBlellololl Welcome and Keynote

09:15 - 10:30 Next-Generation Multiomic Technology

10:30 - M:00 Break

100 - M:45 RAPID ABSTRACT SESSION C: Artificial Intelligence and Clinical Insights

11:45 - 12:45 Complimentary Lunch

12:45 - 13:30 VIRUS-ASSOCIATED MALIGNANCIES: Case-Based Applications

13:45 - 14:45 International Cancer Networks

14:55 - 15:10 Closing Remarks
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