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Research

JAMA Neurology | Original Investigation

Batoclimab vs Placebo for Generalized Myasthenia Gravis
A Randomized Clinical Trial

Chong Yan, MD; Yaoxian Yue, MD; Yuzhou Guan, MD; Bitao Bu, MD; Qing Ke, MD; Ruisheng Duan, MD;
Hui Deng, MD; Qun Xue, MD; Haishan Jiang, MD; Fei Xiao, MD; Huan Yang, MD; Ting Chang, MD;
Zhangyu Zou, MD; Haifeng Li, MD; Song Tan, MD; Haibing Xiao, MD; Hongyu Zhou, MD; Hua Zhang, MD;
Qiang Meng, MD; Wenyu Li, MD; Wei Li, MD; Junhong Guo, MD; Yali Zhang, MD; Zunbo Li, MD;
Jianglong Tu, MD; Jianquan Shi, MD; Wei Li, MD; Michael Lee, PhD; Yu Chen, MD; Xiaolu Tao, PhD;

Shuai Zhao, MS; Ping Li, MS; Chongbo Zhao, MD; for the Batoclimab Study Team

HARBOUR

BIOMED

10




21 HEin(HBM4003):
— rzmq:r FREIL 7 RIFHIGFRR S FEEDISME

HBM4003 + Toripalimab 7ER&ZPD-1;4I7HNEE6ZBERERKEBHAN

Pts with tumor assessments

waterfal plot

ORR (CR + PR)

DCR (CR + PR +SD)

Tumor reduction

Best Overall Response by RECIST 1.1, N (%)

Minimum Percent Change in Target Lesion (%)
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Best Overall Response by RECIST 1.1, N (%)

Minimum Percent Change in Target Lesion (%)

Pts with tumor assessments 19 (100%) 100
ORR (CR + PR) 7 (36.8%) 50
DCR (CR + PR +SD) 11 (57.9%) 0
(50) -
Tumor reduction 12 (70.6%)
(100) -
M High-Grade NEN mNEC
\

BIOMED

HBM4003 {EfT4HRERE R R R RIS EEE

- HBM40038Z57EPD- 1AM AR TR R IAIE 7 38
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v’ Best Overall Response by RECIST 1.1, N (%)

Best Overall Response, n (%) RECIST 1.1 mMRECIST
Pts with tumor assessments 15 (100%) 15 (100%)
ORR (CR + PR) 6 (40.0%) 6 (40.0%)
DCR (CR + PR +SD) 11 (73.3%) 10 (66.7%)
Tumor reduction 10 (66.7%) 10 (66.7%)

100 +
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(100) -

Minimum Percent Change in Target Lesion (%)
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g 2500
] —&— BsAb3, 6mg/kg,i.p,BIW x 3 weeks
%]
c'él 2000
li il
£ 1500
g
S 1000+
o
>
s 500
g
= (0] T T

T 1
0] 5 10 15 20
Days after treatment

HARBOUR

BIOMED 15



® HBM7004 (B7H4xCD3): H BICE®I4F2 + 1IEXIFREE Y, LSaeIFhIhiE R
— *?nl?*ﬂﬁztéﬂﬁhCD3

BR=R

N
*  HBICE® $FERIAFXIFRES T AT iR MR A B )RR
© MBEXNMEB7THATEAPD-LIRAERIMBEFENESRIX, SalELRYEENSHAMIEtES ZMLiET
- BESPDIEATIRERELHBM7008 1 TEAG AT RIEA], LR TAME ATz e SEME P E IR

\. J

BFZTRAERHE p MBS A5 1) I 448 A e R B

~200-300nM RifEFES

e ?
%
@

ﬂt‘hng;ECD3EE¥’ '—5B7H4ﬂg Tumor ce I NCG/PBMC/MDA-MB-468 Model
| MHC-peptic

I. | complex

‘ v -~ hlgG1, 0.5mg/kg,

- Candidate 1, 0.5mg/kg
-+ Candidate 1, 0.1mg/kg
- Candidate 2, 0.5mg/kg

- Candidate 2, 0.1mg/kg

I HBM7004
| !TCR CD3 complex

|
T cell

200+

Tumor volume (mm3+SEM)

1 I I 1 I I 1
15 19 23 27 31 35 39 43
Days after tumor inoculation

ERERF ciiy
HARBOUR

BIOMED 16



BIOSCIENCES

iGNEY)
iRk BUFHEIL LSS =iE!
I= B

EREYEERANE

S} S




iGN EYIEE R IXEIFhIT R

Z—, WHegEmm

N2

O
Ap

Nona: 225
MRS = ENEEYD (Nona Biosciences) Ef&1 TV 4RSCHIRIA

Sskske #BEhth BIHIZG N THRMEM I deaZlIND (1 to 1) IS AIRS

P EkISTRY
[EEEIFRIZAR

HTFRNIAR

—i#Fe  mwal J

PLy, BAFREMRAATHA

o BN ZANENIKREIES
o E—Z2BENIFRIFNFREES
120156 AIn H5EIE

NAETARERTT. ERE-1Z%ER.
TUARMBER, A TERESZ M

HARBOUR

BIOMED

SHMRITIEH

ZREETEIVEREZE
IRRF R+ TIVRERH
FEFARREREEAEED

70+FERWHIFO R RIF R

[TiZEIXEE

modema . 5osz

$3 Dragonfly {?_@ft\' /.
@ KELUN-BIOTECH ~<UnL1UF}
@R

ActEs ;{Z‘@ﬁ??;
ST A
Tg_l BeiGene A E
NnNOvent g2

BXEDHIS
T

18



ENERACIFESRI/12023FiXREiEILSS IR

B EaIRRIRS B EaE RS

LSS O (8 ccosmmmne Pharmassentia’ o BARTE  WSERER  SuEEsA
30+  sEmm “ModeX k
AFIRE e o
. NONR
HIFESoFEHRSS BIOSCIENCES

> 6,000 ==

S

v SfEiE, MR FEERE
v RNEFETKEE DualityBio OSeagen
HEHMRREIFEE

e
2023 RigMEVRSIVbE, SEMeFET

HARBOUR R EHRREEEOR
BIOMED




= EAEETRABANRISEE

@ > &
EEFFEE FEEEFFESFIRERESH
2ERIEN]
2023 2024 (#it)

EBIERIIA

XFIMEINEITIFR

| HIFEAHTIRSKA

HARBOUR T FEHUEERSE, AEORDiRuS. WEiEs
BIOMED

)

\CZ

NONH

BIOSCIENCES

20



s Harbour Mice® 2 AJBHBFERT ZEBAF FT—REVHEHE

Harbour Mice® £ AiFiidEEE /R

Ehe

=S AT EEE HCAb S
H2L2 HCAb TS RIMEEAR

‘\“f' N T
06 "

o b
4 W
&:_,rf i

® 2 A\ BRI EREEN
® KA AEIRTIE

® itk FrEES I
® F o IGEEREURIST
nidtz= BEFHKRnER HthBFeplaiinisad
HARBOUR LS e il

BIOMED »



S MREEIIFEIERE ADC HYHETE

4 N 'd ™\ 4 N\
HIC for DAR Determination
\ / \‘( HIC =\ T MR <
DAR 0y A
" .. mass spec T € e :4.* .
RP-HPLC Poncy stdes withhetrogeneous tumor
SEC (HMW & LMW species) RP-HPLC s L - L Gl oot
H2L2 HCAb BsAb Purity HIC (DARD content) g 3 s %m e ‘gm = Nt smaraivemx3coms
RP-HPLC (DARD content) residual free drug | E: E [
Residual free drugs RP-HPLC i E'm ‘E %mo 7 ¥
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After | Days post tumor inoculation Days post tumor inoculation Days post tumor inoculation
Clinically validated fully human antibody Comprehensive physicochemical characterization Efficacy studies in various tumor models; PK
platform L of ADC molecules studies; Preliminary toxicities
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Antibody internalization

Bystander Killing
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Antigen Binding Assessment t ':—: €0 s 1500
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Cell Binding Assessment 0.0001  0.01 1 100
Ab Conc.(nM)
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\% HBM7022 (CLDN18.2xCD3) ){ HBM7008 (B7H4 x4-1BB)

Unique 2+1 format with better activity and First-in-class B7H4 x4-1BB with excellent
2 g potential larger therapeutic window. X anti-tumor efficacy and safety profile.
> AstraZeneca@ Sl ullinan
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HBICE®

Anti-TAA X 2 Anti-CD3

NN ]
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HBICE-4

RiboHBICE® demonstrates stronger
tumor inhibition and longer duration

S 600-
L

¢ 500
™

m

Tumor volume (m

400

=N W
o O o
T 9

o

PBMC Humanized Tumor Model

T T
0 40 50 60 70

Days after tumor inoculation
PBS, QWx3 doses
Luc-mRNA, 2.5mg/kg, QWx3 doses
HBICE-4-mRNA, 0.5mg/kg, QWx3 doses
HBICE-4-mRNA, 1mg/kg, QWx3 doses
HBICE-4-mRNA, 2.5mg/kg, QWx3 doses
HBICE-4, 0.5mg/kg, QWx3 doses

w

'ERENE,
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RiboHBICE®

HBICE-4-mRNA

RiboHBICE® shows longer serum half-
life than recombinant protein HBICE®

PK profile in Balb/c mice

~ 10000

£

> 1000

=5

5§ 100

S 10

[

S

S 1

(@)

O O.ll T T T T 1

0O 24 48 72 96 120

Time (h)

HBICE-4, 0.5 mg/kg
HBICE-4-mRNA, 0.5 mg/kg
HBICE-4-mRNA, 1.0 mg/kg

-
-4
-+
~- HBICE-4-mRNA, 2.5 mg/kg

Longer serum half-life translates to
durable cytotoxicity and response

Serum ex vivo killing

e ——————

e
e

HBICEA, 05mg/kg=

0 20 40 60 80 100
Specific Lysis (%)

mRNAZRHESBIHBICE I INAEImARRISEIG SRR RIL L B =aiaTTiE7D, HiE
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Immunization
HCAb Harbour Mice®

HCAb

~ 80 KDa

HCAb VH-CAR
lentivector library

HCAb VH-CAR
lentivirus library

HCAb VH derived CAR-T showed superior cytotoxicity and induce

VH Sl

CAR lentivector

Jurkgt
O

e
#"

F___J

HCAb VH-expressing
reporter cell pool

—

L,

).

N\

-l

’

Jurk

Reporter Cells

v

Target-specific stimulation and lead HCAb VH selection & validation
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