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' Porustobart (HBM4003):

s F—UfCTLIA-87, B hREIE AT RE% =S

MOA1 MOA2 MERRRE ¢
o [ 2 S ]‘\ ~ [ T oq B8 ]‘\ a

Antigen
Presenting Cell
BT

IEBADCC, iBMERIETETHRE

HOMBFRIAREE, RMEEGRIFIILZEM
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Enhanced
4 ADCC

BERGAITIIEXRES

Proliferated CD8+ Teff

Treg _
(CD4+CD25+CD127low/-) (CD8+Ki67+)

Treg CD&+ Teff " m Fredose
({CDE-FoxP3+) {CD8=) CD& Tm - 02021 G
1504 o 75.6% 44101ds 35 foide E0folds 187 folds 12,4 folds
-+ 54.6% 1092 5 7 folds o )
- | £ =
E 400 g 2 @
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S 207 baseline
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fp dp"’ oF & ) N R R ,\9 P [N o O &
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. Porustobart (HBM4003)
8 BIFMR S MR SAIRINET Y
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o EUFMTHSIE
FfEPorustobartia 7 iBX AR &MY AT =E E]E
BKEBR%PLHNsE/MIINES T
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. Porustobart (HBM4003):
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HBM4003 + Toripalimab ZERZPD-134i TR G XES

HBM4003 + Toripalimab EHE R B XEHEEH

NCT03545971. ESMO 2021 Abstract 1086P. L2

EPERRAN RRILT sx A PR e R 2R
Best Overall Response by RECIST 1.1, N (%) ORR and DCR of various treatments in Chinese melanoma patients
Pts with tumor assessments 15 (100%)
CR 0 (0%) 90 B CR+ PR (%) SD (%)
81.8
PR 8 (53.3%)
80 73.3
ORR (CR + PR) 8 (53.3%)
70
SD 3 (20.0%)
60 57.5 20
DCR (CR + PR +SD 11 (73.3%
( ) ( ) S0 54.5
Tumor reduction 9 (60%) 50
| waterfall plot — 40 38 . 2
20 waterfallplot 3 1 . 7 32 40.2 26.5
Color by:
2 m?ﬂ If "Melanoma”, please ..
S s s 0 21.5
. Som 20 234 23.8
- 16.7 17.3
s
., B m
‘E S ! i 1 & N 1 Dacarbazine Ipilimumab Pembrolizumab Toripalimab IBI310 (lpi LBLOO7 (anti- HBM4003 +
g biosimilar) + LAG3) + Toripalimab
g 40 Sintinimab Toripalimab
: = *  Preliminary data of 4003.2 study (NCT04727164), PD-1 naive melanoma pts treated with
“ RP2D (HBM4003 0.3mg/kg + Toripalimab 240mg Q3W) in Part 1 and Part 2
* 17 pts treated with median follow up of 105 days (range: 11-138 days), in which 15 pts had at
= § & & g § §g & &8 g § &8 8% 8 & least one post treatment tumor assessment
Subject name or identifier
HAR B 1. NCT02545075. https.//www.clinicaltrials.gov/
2. Keynote-151 study. Si et al, 2019.
BIOMED Data cutoff 27 Jun 2021 3.  POLARIS-01 study. Tang et al., 2020.
4.
5.

NCT04640545. ASCO 2022 Abstract 9538.


https://www.clinicaltrials.gov/

. Porustobart (HBM4003)

g 1EF|2023F3H6H, EELSPD- 12948 R&EPD-1/8T (IR E EENG !,
- PN BEFEESIXR80%
- PUAFEAE R ES

pp-1 naive Conort [NEEEEESS

3 month survival rate 0.93
4 month survival rate 0.93 8
5 month survival rate 0.87 ?
6 month survival rate 0.8 E
8 month survival rate 0.8
Median Survival (months) NR &~

Timeeto 0os [m;nths]
HIEEE 202353860, 17EHIRHEEE
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® Porustobart (HBM4003)
B BRRHER D BT ENEX

iieit (KD EEHRERASLERREREETRRKEX
/" HBMA4003 0.3mg/kg + 4§51 SITEAIN 2a0mg \ o \ o
Cohort1 | nefle SMERISIMAA0ME L M URER SN SR 10%20%, TS
Moo POBBINENNS S
""" HBMA4003 0.45me/ke +F PN L S A 0me . ‘ . s —
Cohortz {  "OMAO0B0@mels MEIRBRISIN 200ms L b S SRR SR AT R ST
S - CERERERTAR
Primary endpoint: =2y n ZETL LA 223744 22> 0 H
- BT FRNBARIKESHT AEEIMNZER18%, E1F7HA
ORR R 7.64 B
Secondary endpoints: L . o .--.
DOR, DCR, DDC, OS, PFS, safety * TregBIBESRAIIRIRELADWIMEFEFE
FEIGFRAREHRE
v’ Q32022 STRRANE
v EIEATFR, YIRS RIRRIaRERE (5 AAC_R
v SRR DIERE RIS 2 R AR Amer .
merican Association
v FHREIEEFAACRH AR for Cancer Research
HAR BO U R NEN: neuroendocrine neoplasm; NEC: neuroendocrine carcinoma; NET: neuroendocrine tumor; pNET: pancreatic neuroendocrine tumor;

MINEN: mixed neuroendocrine non-neuroendocrine neoplasm.
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' HBM1020 (B7H7/HHLA?2)
@ PD-L1ZHPB7 RIS E R E bR ISR

]
-()- 0 X3 2=k
O

O B7H72ZBKFirst-in-class HELr, EfVEERRERENS —KEEER \\\ ”’ g:l\ ﬁxu\%rt_gg\:-\';:
O FEARM/NRIERE P RIMEEEIZAERT, T WSt SRy EsTr B3t N & B7H7) /IHXH LA2
0 BafF PD-LL BB PDL/PD-LL MEA MR B E IS AE a* EEEHLA
Q ImAR1IEBAE T 20235550 “

B TR B NK SR RRTE 2 BRI AR B ip R AR R FN RO ey 3

MHCI  TCR - PD1 Breast Cancer Human PBMC Model

Tumor — @ — = T cell - s
| | ce |
\ cell B7I_-I7. E >\— y @ Zzz_ -+ PBS,.p.BIW x 3 weeks
B7H7 4 u&\& \ / 2 5004 & Ab1,5mg/kg,i.p.BIW x 3 weeks
. b e g -+ Ab1,10mg/kg,i.p.BIW x 3 weeks
Antl-B7H7 Ab Anti-B7H7 A 2 :zz: + Ab1,20mg/kg,i.p.BIW x 3 weeks
5 ~+- Keytruda,10mg/kg,i.p.BIW x 3 weeks
O 200-
) 2 100-
| ‘*. Blocking Antibody Targeting g 0 —
|\ NK cell | Novel Immune Checkpoint 2 0 5 10 15 20 25 30

Days after tumor inoculation

/
\ ) Ab1 represent HBM1020
\\‘7_/
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l HBM1020 (B7H7/HHLA2):
s SHELBERZHLESP0-LAES

SHLMERZHRIA & 5SPD-LIREAES

=} EERMEEE BREBLEE 2 ERSERE SHInE FLRRA=

FFRREETE RibTeE

PD-L1BAE/ME A B E A PD-1/PD-L1 B BX S RYIGTTE D

- - . Spearman Rank Correlation = -0.23 D E
z 2-sided p=0.053 HHLA2 [HC PDLl'IHC
- | =
- Q
o .
el
N 2T
- & /
N . . S gy .' ! : »I"'_,v';_’
B7H7 > e — — -
ccRCC ccRCC
s s
SiZERRREPB7H7 B PD-L1 RYRIX = %
Cancer Immunol. Res., 9(2): 156-169, 2021 [F—BrERB7H7 I PD-LIBIRIEER
BIOMED

63%
B/ NHRERHEE
hRIA
47% B7H7/HHLA2
PDL1-/HHLA2+
16%
PDL1+/HHLA2+
PD-L1- / HHLA2- PD-L1+
PD-L1+ / HHLA2+ PD-L1- / HHLA2+
NSCLC
) pRAbEERB7H7 B PD-L1 BIFRIE
WO 2019204057A1
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= HBIMI7022/AZD5863: HBICES %2+ 1 R RREHTTR IR S S EEG RIAFT

O T ARBOUR @ AstiaZencca

0 RASFRICLONT8 2RNESERINMICD345H, 1 U
RESRGIENER, FREEETRRORS ﬂ% R

QO K0&EFchn, BXRERF =, MEFCAERAADCCINEE

MM/M

Anti-CD3: Tandem anti-CLDN18.2 VH:
* Optimized anti-CD3 for less CRS * High avidity binding

* Monkey cross-reactivity * Heavy chain only as
* Fully human HBM7022|IE,$BU§Q;E
NuGca IM95 Mean Tumor Volume # SEM
0 201 1400
* HBM7022 ® HBM7022
= Reference Antibody 1007 o Reference Antibody r'm J
Fc domain: = = gl
. .. 3 E3 %E(I) T y =i
* Eliminated FcyR reactivity g g i A 1
* Knob into hole C © - e i, ) g
£
.............................. F A
......................... — e
o 1) 00 10.00 0000 i u n u B
Ab Conc. (pM) Ab Conc. (pM) ulyoan
17
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E HBM7008 (B7H4x4-1BB): HBICE® /NS 1Eid

HARBOUR 4z cull?nan

ONCOLOGY

!
-O- ERHERES BIOMED

No B7H4 Expression Primary MOA Secondary MOA
Tumor Cell Tumor Cell Tumor Cell

a %?H BICE® :IZIA:TJ:FEEI‘J%A;ER R%E’rgij:ﬁ{zlg Unable to. 'T'r?glz:eTr:?rgerization B7H4 MHC-peptide | —

Y ¢ 4 4 8 8 ¥/ complex

O U RENEIER — EOIEERT (B7HAxA-188) Tf Y N ” | e X

O BRI, NSNS, (6 —HIHHIHY !jt f
B4 1BBETSIENEG, ES%ett 4 Y e Ynconagm |

Unknown
receptor

(chemo/radio therapy or BiTE

signal i
Co-stimulation Signal 9 can lead to TAA presentation
and enhance 1%t signal

No T Cell Activation B7H4-Mediated Clustering and T Cell Activation Overcome T Exhaustion
No Clustering Activate 4-1BB specifically in B7H4 positive TME to avoid Release T Suppression
No T Activation systemic and liver toxicity PP

B7H4 arm: B7H4 dependent 4-1BB activation and T cell stimulation Mouse Tumor Model Efficacy
Human B7H4 H2L2

HBM7008

r . 2000 @ higG1, 3mgko, BIW x 7 doses
“ antagonist mAb o B7H4 positive cancer cell + Tcells- . W HEMT008 Smerka B R T
= -4 HBMT008, 0 5makg, BIW x Tdoses
.q ‘ %D 600 - g = 1500 ¥ urelumab, 3mgikg, BIW x Tdoses
2 400 = #- urelumab, 0. . BIW x Tdoses
Fc domain: % - m ooerm 3 & urelu Smgrkg
LALA mutation to reduce - , = ..,‘; 1000~
systematic immune response HBM7008  Urelumab higG4 higG1 E E
by crosslinking with Fc and 4-1BB arm: — 2000 B7H4 negative cell +T cells 2 5004
ADCC effect * VH from HCAb, £ - o
* B7H4-dependent T activation b - oo o
~175 KDa = ' T Y v - 1
N oo 0 5 10 15 20 25
- Days after treatment (day)
HBM7008  Urelumab hlgG4 higG1
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E HBICE®: RISSRHH IS 9 TR

HBICE® - EFHCALHIBEHERE SIS RIEME

. 0 BTSSR TR RS S TR
WERERNEERRaEEE - O BIISTRY, MEsmtE
0 SAERFI, cvcEFFAMET

02 01 03
Tandem VH improve specificity, Flexible geometry adapts to 2 +1 format confers cooperative
accessibility and avidity crosslinking/clustering/dual binding to tumor antigen

binding/immune synapse formation

04 05

- Fully human from mouse, less risk on ~ Intact silent Fc extends half-life,

. developability and immunogenicity avoid Fc crosslinking and ADCC
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T Cell Engager <%

i NK Cell Engager

v

MO Engager '

TAAXNKp30
HBM7025

BCMAxCD3
HBM7020

IS4 84 B

®#HUALAN BIO

B7H4xCD3
HBM7004

CLDN18.2xCD3
AZD5863/HBM7022

AstraZeneca%

B7H4x4-1BB
HBM7008

cull?nan

oncoLoGy

MSLNx4-1BB
HBM7021

PDL1xCD28
HBM7024

PDL1xCD40
HBM9027

TAAxCD40
HBM7023

} /" Cell

ETCD3 FEXTFR

2+1’ HBICE

Immune )
Cell ~ Tumor

TAA

Immune cell
agonist

ET4-1BBXFR
} ‘2+2" HBICE

Tumor Cell

—Iiiti—

TAA

Immune cell : !
agonist @@ W T

Immune Cell
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. Harbour Therapeutics:
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moderna 53 dragonfly MYTHIC

THERAPEUTICS

Antibody
Targets cancer cells

Linker
Joins antibody and drug

Cytotoxic drug
Destroys cancer cells

% FIERCE KT BioSpace Qj, BioSpace

<4 Biotech

Moderna's appetite for Nona Biosciences Enters into HCAb Nona BIOSCIE?nce‘S Eﬂters INto
antibody tech spurs $S6M bet Based Drug Discovery Collaboration HCAD Based AﬂtlbOdy Dlscovery

on Nona's heavy chain only Agreement with Dragonfly Therapeutics Collaboration Agreement with

platform
S — Publshect Nov 21, 2022 Mythic Therapeutics

<

o~
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EH:EEEZB ® Clinical/Pre-clinical trial USDMI
m Employee costs re— = -
Others :
AR ANEE20215F12H30H LEFER107.185 ;
ETEINEEE 20225128308 IHFER135.185 107.1 i 83.6
550, EERTIKRIGAD B s 1E0. !
R A M 983, 6E T B I Tk i | 51.5
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2022 2021

IERENEFRME 23.1 41.5

i) T U= 209.0 240.9

!

MEFIRTER 171.7 216.3

e R 75.0 41.1

TRENEEF=%ME 133.97 199.8

IEmaNfA R 64.6 18.4

ESRER 92.5 222.9
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