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Figure 6. AACR 2025 OjlA ZHEl Dual-Payload ADC
Company Project Target Payloads
Hangzhou Dac DXCO018 HER2 x HER2 | Topoli + antimetabolite inhibitor
Pinotbio Unnamed HER2 Topoli + tubulin inhibitor
Celltrion CTPH-02 HER2 Undisclosed
MediLink Unnamed HER2 Topoli + tubulin inhibitor
IMD526 HER2
Affinity Biopharmaceutical IMD2126 PD-L1 Topo'i + TLR7/8 agonist
IMD2113 EGFR x Trop?2
Jiangsu Alphamab JSKNO021 EGFR x HER3 Topoli + MMAE
KHN922 HER3 . o
Chengdu Kanghong Topoli + RNA pol 2 inhibitor
KH815 Trop2
Acepodia Unnamed GPC3 Undisclosed
Phrontline Biopharma TJ102 CDH6 x Fra Undisclosed
Araris Unnamed NaPi2b Topoli + TopoTi
Sutro Unnamed Undisclosed Topoli + PARPI
CatenaBio CATB-101 HER2 x Trop2 Topo1i + tubulin inhibitor

(Source: AACR, 2} At, IV Research)
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(4a) HEC-1B, JIMT-1 and NCI-N87T cells were treated with HMBD-802, T-DXd and isotype control for 72 h. Following
incubation, cell viability was determined by Cell Titer Glo. (4b,c) JIMT-T cells were implanted subcutaneously in NSG
mice. Tumor-bearing mice were treated with a single dose of HMBD-802, single-payload ADCs or T-DXd as indicated
when tumors reached ~150 mm3. The ADC concentrations in (4b,c) were 1.5, 3 mg/kg, respectively. (d4d) NCI-N8TR cells
were implanted subcutaneously in NOD SCID mice. Tumor-bearing mice were treated with a single dose of HMBD-802
or T-Dxd when tumors reached ~150 mma3. NCI-N87R is a T-DXd refractory cell line generated by WuXi via repeated
exposure of T-DXd to NCI-N8T cells. T-DXd was used at 3 mg/kg and HMBD-802 at 9 mg/kg (DAR matched to T-DXd)

(Source: Hummingbird Bioscience, EORTC-NCI-AACR 2024., IV Research)
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(5a) Hydrophobicity of HMBD ADC
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(5a) Hydrophobicity assessment of ADCs via HIC. (5b) Macropinocytosis assessment of HMBD-802 measured as
internalization by in vitro generated megakaryocytes

(Source: Hummingbird Bioscience, EORTC-NCI-AACR 2024., IV Research)

Figure 10. HMBD-802 NHP

[Sa M =)

OFMA W7}

(6a) Body weight change

(6b) Serum biochemistry and hematology

5
¥ ALT ALP
= a #  HMED-802 (15 mglkg) 200 400
= _ .
L e - it 2o
E ¥ H . ] —_
; 2 i Dess o = moo 1 1.1 ']
>, 2 e g soo I b 1
Pt *] " . o %00 + x

E“ .......... 2w s __‘__.Ei ——4 400 : Tt e .

-5 0 5 W 1 20 25 30 35 40 48 : 200

Days post treatment Q o b
-’0!10&1013”3!“!! -5 0 8 10 18 0 25 30 35 40 45
I}ays post treatment Days post treatment
__ Neutrophil count Platelet count RBC count —~  Reticulocyte count
Jas o~ 8O0 w = 00
2 N 2
'QN] 2 5 e 2 =0
Zw E i I 2 Py S 3
- o 400 x--{— Fre—— © e te— e ;
"' % T 4 § P — -
4 -1 100 e

g i - A ® 200 z 5 3
- JED == A S i E 5
20 2, o a -

=6 0 6 %W 165 20 25 30 35 40 46
Days post treatment

EU B‘H‘EMH!DEEW‘G
“Days post treatment

5 0 B 10 15 20 26 30 36 40 45
Days post treatment

-6 0 6 0 16 20 25 30 35 40 45

Days post treatment

NHPs were treated with HMBD-802, Q3W x 2, followed by a 21-day observation period. (6a) Changes in body weight.
(6b) Changes in key biochemistry and hematology parameters. Higher doses will be tested in upcoming non-GLP NHP
studies

(Source: Hummingbird Bioscience, EORTC-NCI-AACR 2024., IV Research)
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Figure 11. Sutro Biopharma I0|Z2}ol
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(Source: Sutro Biopharma, IV Research)

Figure 12. Adcoris Biopharm I}0|Z2}Ql
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ZV0203 Breast Cancer HER2++ FIC D
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ADC2336 QOvarian Undisclosed FIC/BIC ]
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cancer

(Source: Adcoris Biopharm, IV Research)

Figure 13. Crossbridgebio IO}o|Z2}ol 343t
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(Source: Crossbridgebio, IV Research)
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IGROV-1 - Tumor Growth IGROV-1 - Survival IGROV-1 - Time to Tumor Quadrupling

u\° 1500 100 100

£

3 S 75 S 754

S 1000 < £

: : :

] 2 50 2 50

£ c c

= @ @

= 5004 [ 1]

2 S 254 2 254

=

R 0 o

o v T T T T 1 v T T T T T v T T T T 1
0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 80 100
A Days Post Dose Days Post Dose Days Post Dose

Vehicle control

Trastuzumab DARS8 Topo1i ADC (5 mg/kg)
Trastuzumab DARS Topo1i + DAR4 MTI dpADC (5 mg/kg)

(Source: Sutro Biopharma, IV Research)
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Existing clinical data supporting complimentary and

augmentation efficacy by dual-payload ADC

Diversified dual-payload development
Maximize therapeutic window and treatment efficacy
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Figure 16. Innovent 2| DuetTx ADC

(Source: Innoventbio, IV Research)
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Dxd-Resistant CDX Model

« Better tumor killing efficacy in various CDX models

+ Strong therapeutic efficacy in Topoli insensitive
models

Mono-payload Resistant CDX Model
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£ 1o & DuetTX ADC-2
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# DuetTX ADC-1
H

+ BMIKL [TopaliADC] 5 iy & Mono-payload ADC

5

Dual payload ADC (dp ADC)

1B13020 (CEACAMS, Phase 1)
+ |BI3028 (dp bs, IND enabling)

More in pre-clinical stage

7 0 s 1w 1w s oW W

Days post tumor implantation
Days post tumor Implantation

‘ Q Good safety profile

+ Good tolerance in monkey models

+ Can potentially expand therapeutic window

(Source: Innoventbio, IV Research)
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Figure 17. MMAE+MMAF 2| 2t827|21} Bystander effect
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(Source: IV Research)

AL|AO] Araris Biotech O] 7H2f 291 Dual-Payload ADC ARC-201 2 NaPi2b & Target 5t0,
Topoli &= 7HE SAI0| BAZHCE ARC-201 OflA 5tLte] Topoli Q! Exatecan & MIZ L{OIIA
LE2E T MZELES SO CHA| MZE Hez ANHE £ U7 MR FH LAMZEM
bystander effect & ZEotCt B S EMAEl Exatecan == MEO £1440| o} g
Fol= CHREE MZ W20 HEEM 1 B4 MZE st S0l= ges ot o2{st
ZeS &3l by controlled bystander effect & 78510 22535 2043l5led= A|=0|Ct
Araris 2| & EfE D=27282 Triple-Payload ADC 2, Nectin-4 & Target 22 Topoli 2 =1t
MMAE S ZeRICt & 7HA| Payload AE2 25 Nectin-4 0 oM = 2SE REHE
2ol= %’é‘ b

Fﬂll

Araris 9| Linker = i_l—’.‘— A (hydrophilic)0| =0} Ci4=9| A4 Payload 7t 8= ADC ZA|2|
AgE Mot HIEA 2Z0=Z HIE0|4 48 E0ECH E£5F GME HE S0{7F Flol=
HI2 2ali=|A] 24’3_3| B2z =2 2|A3}5t0] Payload 2| Slow release & =38t} 0[2{5t
Jl&¥dg QIO 2Lt 3 2 Taiho Pharmaceutical 2 Araris Q485 ZHICH A4S
$400mil, 2|Ci $1.14B 29| EO|Ct. Taiho = Y& 2=7}(Otsuka)2| At3|ALO|Ct,

Figure 18. Site-specific conjugation 22 DAR 2 AURAS5t= Araris 2| Linker-Payload 7|&

Linker-Payload ADC

target
cell

Enzyme

Antibody Antibody-drug
‘off-the-shelf” conjugate (ADC)

Araris proprietary technology

(Source: Araris Biotech, IV Research)
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Jy

5
=

rx

000

1 !
C) i @ lntet:a?igation

—_—
Cancer cell Y

09|00

. — Payload release

o/ @
,\
@ @PT&

I
HRD )
(BRCAness)>, > | > Repair -
(5
s Inhibitors of \_/

- O ~ DDR (PARP,ATR, ATM...)
6 20,
OFSNEaS

8 Cancer [)
O celldeath/O

(Source: IV Research)

g
FH
i)
e
2

l= Topoli & ATR inhibitor Z&H0|C},
DNA &8-S RZst= Kinase E, 0|2 A5t
AIEE 20l Eof ghH SHHOIZF A1 HiiHe

o

Jm
i||
o
o
)
oY
HU
2
>
>
pel
0
1=
X

L 2L
242 ACIS S0| U0 ATRIOf B 21T 4
[e) o gi

U= MEE ATRIO ESF O ZofaiE 0

Topoli & DNA =A| YoM OIS HCh2 R LMEO AEAS T, ATR 2
MZEZL DNA &S QAle S75tAU NEFI|E 2E5ts =20/t T2t ATR HAHHE
SN HMYSHH Topoisomerase | A= QIet DNA &42 LMZEZL S75HA =5t S0
MEAZES FEStCt

11



IV Research Company Note

Callio Therapeutics 2| CLIO-8221(HMBD-802)2 0|2{st 7HEE &% HER2-Topo1i&ATRI
Dual-Payload ADC 2 DAR4+4 2 ZEEIRUCE Callios 1Q26 YA 14 A 32Xt B0 E 2HZ
SHCH 7|H% EMO2 Qs CLI0-8221 2 HER2-low ZU0AM FEY EIHE 7|CH3HC} HER2-
Low OIA |2|0[5t CIO|HE &EEE ZS HER2 20| Yot ADC 7HEo| Agte|n U=

CHE Y Target S=2 &gsts 277t €L

CrossBridge Bio o 3 mo|ZL2tQl CBB-120 &= Topoli 2 ATRi 28| Dual-Payload 7|t
TROP2 Target ADC O|C}, 2H25 &3] 24HE Sof Y7 CIO|EE YHY 0Ho|H, A2EEE
3l TNBC O|Al Mouse model 2| HO|E{0] Cigt JIEE FACH ZE datopotamab
deruxtecan 2 FO08t FOA SY0| AL st gHH, Topoli+ATRi Dual-Payload ADC £
E0iSt 2& 0N SY0| M Bsh A0, 120 & 0|4 MEHV|ZH SO ALSIR| QUL

Figure 20. Topo1i & DDRi Dual-Payload ADC MoA 2} HMBD-802 i

(1a) Dual-payload mechanism of action (1b) HMBD-802 overview

Topoli
(Topoisome
inhibitor)

\ against HER2
rase
Cell

" payload strategy
‘ Topoli
(DNA damage
resp inhibitor) " :

Clinically validated mAb

survival Stable site-specific
conjugation for optimal
product homogeneity

DNA repailr

inhibited
ATRi*
Cell
death ‘
*

Directly addresses

DDR resistance /
mechanism Engineered Fc to

reduce Fc mediated uptake
and increase safety

(1a) Dual-payload mechanism of action. Topoli kill tumor cells by inducing DNA damage and replicative stress
resulting in activation of DDR (primarily ATR/CHK1)pathway. DDR pathway activation drives DNA repair, preventing
apoptosis and leading to Topoli resistance. Blocking DDR promotes accumulation of DNA damage, which in the
absence of effective repair pushes cells to apoptosis. (1b) HMBD-802 overview

(Source: Hummingbird Bioscience, EORTC-NCI-AACR 2024., IV Research)

Figure 21. DDR pathway A2 2 Topoli & ATRi HE=1} 2ol

HMBD-802

Merged

(3a) HMBD-802 internalization in JIMT-1 cells (3b) HMBD-802 bystander activity
via fluorescence microscopy

°

0h@ a4°c

0.5 h @ 37°C 6 h @ 37°C 24 h @ 37°C

% Inhibition of
MDA-MB-231

-13 -12 -1

Payload conc. (Log M)
L -o- HMBD-802 (Ag+ and Ag- cells)
\ - HMBD-802 (Ag- cells)

8- T-DXd (Ag+ and Ag- cells)

HMBD-802 co-localization to lysosomes shown by
@ T- s
orange/yellow color (40X) T-DXd{Ag= culls)

(3a) JIMT-1 cells were incubated with fluorophore-conjugated HMBD-802 and anti-LAMP1 Ab. Co-localization of
HMBD-802 and LAMP-1 was determined by fluorescence microscopy. (3b) HER2 negative MDA-MB-231 mCardinal
(Ag-) cells were co-cultured with HER2+ (Ag+) NCI-N87 cells and treated with HMBD-802 and T-DXd. Inhibition of cell
growth was determined via Incucyte

(Source: Hummingbird Bioscience, EORTC-NCI-AACR 2024., IV Research)
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Figure 22. Sutro 2} Astellas 2] iIADC ZSIH%

v
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Strategic Partnership with Astellas to Deliver New Treatment Options for Cold Tumors and Patients Unresponsive

to Existing Cancer Immunotherapies

7astcllas

Combining a cytotoxin and immune modulator gives potential to:

Act alone by stimulating the immune system and priming new
populations of immune cells

« Synergize with other immune therapies that remove inhibitory
signals on the immune system (e.g. checkpoint inhibitors)

Address hard-to-treat cancers by activating a robust anti-tumor
immune response

Astellas has completed selection of two programs

(Source: Sutro Biopharma, IV Research)

Immunostimulatory Antibody-Drug Conjugates (iIADC)

Monocyte

5 - HiaGe1
=g 2 Dlsvupﬂnn of tumor and

i Dymg tumor cell . actwauon of innate immune cells

4. Army of T cells attack
primary and metastatic tumor

3. Dual mechanism causes activation
and infiltration of cytotoxic T cells
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Figure 23. Y220 |A Topo1li & anti-Tubulin Dual-Payload ADC in Vivo §&/d C|0|E{

(Source:
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DNA
YXOOOXK

1 MMAE

— Qe
cGAMP ¢ \(_»

@c®

( XOOOX

(Source: IV Research)
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Payload &g} Z=F

Dual-Payload ADC € A W= & =9 MEiRE DAR(Drug-Antibody Ratio) Z|A3t,
OF27t Interaction, CMC S 12{aH0F & A7t OFF YTt £3| & 749 Payload 2 ZEHs of
2t Payload 2| 7|0| A& H2t20[0{0F BIC} OE &0 & Cf 2 Z2E Targetst™ 20|17t
Motel7] 2o Stite MZEE A, otit= DNA S+ dAI 22 MZE CHE HME=E
7t
A
e

ol

[

SAl0ll Targetst= Z0| O|4A0|Ct £ SEL|AY st =4S S|T|5H7| 2o 24
AHZ|Z| ote Z10| £235ICt 0| E3l Payload 7t A|HZ|E =0|0 =M Profile 2 24AHA|Z
olct

AN .

Dual-Payload ADC = 3t 712 48 & &2 =0/1= ¢ 5aE ¥ £+ AUCte O|HE
Z=0h M2 AYHZE W7 2o 24248 Y2 822 Eosie YME 440 2T
U2H, Ol & F2AE ZAZ 0[0fRICH et 4 TAHOIM 2 Payload 2 R 28e
2= Z40] SAMOICE O &0 2+2 E£& 4+2 9F 20| S Ao &= A 2 7Ht 4= B 2 /HE
=Y ZAQIZ, A 4 72t B 2 Vi S22 E7YsHH 2Y ZQX| RSt 0|28 DAR REQ|
OMzEE Sofl st =49 S zlUstst= M20| ERsICt 2+2, 4+2, 2+4 & LSt
HE2 EtOkﬁ uaI-Paonad Z ZAssio] 502 st 7MY 248 2|22|4(Therapeutic

=

8t Dual-Payload 2 Al 29| &85t A|Z= nefaiof SiCt 2tk = Payload 25 SA|
F4Yoletd SAlo 222 39 FAE0 HE 2t EZAGC et StUE Prodrug
=]

Utk

HEH(HILHOIM CHALEIOf 2hdeh2 HASk= Yetol UL Ol BAS Sdll &Y of=22 BA
M Lo S =40 oo FHelE=SF YoERMN JYxH 23Ut Jkssith =, @
Payload = SA| &4, G sttte A 29E=F dAStHH SAl0 =40 222 2238
2ot o+ ULt

0
0

o

PO}

HEME FQsitt M2 B350 2= ALt
§20ICt O|2 2|3l Linker 2 ZWsHAH 4AI5t=
| 22|%/0] Les —’—'.‘-E zt0] E£5t AE 0|0, 0| RESIH A0 &=

o2 oFg YESEE AT £ UCH olE &9 § Payload & Endosome ZHFOfA
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Synaffix O|Ct. Synaffix & DAR 2~8 72| 82t0| 7t53t 7|2 GlycoConnect™ 7|&8 &H2tal
Dual-Payload £2t= 7}&5t=2 Dual-Payload Conjugation 7|&2 ZHgat QUCH

Figure 25, C}¥st Payload 80| 7}53t Synaffix 2] toxSYN® E2HE

toxSYN® Linker-Payloads

(Source: Synaffix, IV Research)

Choose from the following linker-payloads, attach to your antibody under a technology evaluation
and go straight into ADC product development following positive POC.

toxSYN® Mode-of- Payload
Linker-Payload Action (Active Catabolite)

- Topoisomerase
1. SYNtecan E™* = R Camptothecin-based
1 inhibitor

2. SYNeamnicin D™*

DNA Calicheamicin-based
3. SYNeamicin G™* damaging

agent
4. SYN-PNU™=* Nemorubicin-based

5. SYNstatin E™

Auristatin-based
6. SYNstatin F™ Microtubule
a
‘ inhibitors

7. SYNtansine™ Maytansine-based

* Patent protection filed by Synaffix, beyond the claims of GlycoConnect® and HydraSpace® ** N-6-aminohexanoyl-maytansine (Ahx

maytansine
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Figure 26. JIMT-1 xenograft model Dual-Payload ADC &gt

JIMT-1 xenograft model
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* Unpublished in-house data

No significant change was found in body weight

(Source: 2|7H4HIO|2, IV Research)

Figure 27. 2[7}2Hlo]22] ADC, AIC, ADIC ZAMH
STING Agonist AIC and ADIC: LCB capability

© Proprietary LCB STING agonist payload can be combined with target-selective antibodies

2mg/kg, QDx1
2mg/kg, QWx3
2mg/kg, QDx1

HER2 ADC (MMAE DAR2; Payload-a DAR2), QDx1

Two kinds of payload with different mode of action can make ADCs superior anti-tumor activity in JIMT1 CDX model

© LCB linker technology is capable of precise control over STING agonist and toxin DAR composition

Antibody Drug-Immunomodulator Conjugate

Cytotoxic

ADC AlC ADIC
Payload Antibody Drug Conjugate Antibody Immunomodulator Conjugate
2
Choice Cytotoxic STING
Payload agonist

e Al

(Source: 2|7}ZHI0|2, IV Research)
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Figure 29, MEZ|2 ADC i

(Source: AME2|2, |V Research)
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Figure 30. HER2 high(Z}), HER2 positive(Z£), HER2 low/negative(2) 2&0|A T-DXd(Topo1i) & Q901(CDK7i) A|HZR| &1}

SKBR3 CAPAN1 HCT116
60 * T-DXd 60 & T-DXd 10 ug/ml 150 o T-DXd 10 ug/ml
¥ Q901 ; v Q901 ¥- Q901
, 40+ T-DXd + Q901 = o S 40 T-DXd 10 ug/m! : Q901 ‘ - 1004 T-DXd 10 ug/ml : Q901 .
:E 204 ) 5 ‘® E 204 Y 3 7
£ o vi 9 £ / £ 50
=2 / 2 01 2 N 2 /
ot % + 3 | = . T/
-20 5 R e ' (1 ”f/. ® @ ® od ; § :7; /¥ e o
-40 L) Ll L} T 1 T L) ] 1 " T L} T 1
3 -2 1 0 1 2 0.1 1 10 100 1000 001 0.1 1 10 100 1000
Concentration, times log IC, Q901 (nM) Concentration (nM)
(Source: F2|AHE, IV Research)
Figure 31. £ 2&l0j|A{ QLi5 PI &= =1} =0l Figure 32. TNBC 220j|A QLi5 PIFADC &= =1} =0l
2500 800 e Vehick
i — SOC
£ 2000 = T
E_ 600 ® Adtbody ;- &
.~ ADC =
g 1500 . 2 f/ ! "
2 - S 400 (t
> 1000 S —3
S w . :
E 500+ 2 200 4% |
= _ =
[ e
0 T T T 1 ®-
0 5 10 15 20 0 T T T ooy T 1
Days after treatment 0 5 10 15 20 25 30 35
Days after implant

*Black(Vehicle), Green(d2f= 1), Blue(ZdH2f= 2), Red(QLi5 7HH23)

(Source: F2|YHE, IV Research)

(Source: F2|AE, IV Research)

19



IV Research Company Note

» Compliance Notice

S A=e 2R Rt &HolL 7Hd CHO| A2, 2 2Agas J|AE WES0| 2219 ojHS Yot BHYstn ASS AFLICH
. YAl BAM 2EY HA H SIERIALY ZZE 1% 0|22 2Rt AFLICH
. B ABRE J|YEAZL E= A 320 *Woﬂ HSE A0l BEUCE
. GAkE Al 6 oAt HE*QI}\POI 7S dAHYRE —1‘—5”5* AHEO| glsu T,
. & ARE GAR FACMEYS St YEAMSES SH2E HYLUH, AGE UWE2 FAD AR(E 2ot 2tz U YEE V(g2
7*0|'~f oLt (Y S 23 4 QELICH Q222 E2pat Apdle| Tt MU0 2SS ZEYS SHAIZ| B2, oEet JR0= 2 At=zs

} THOf| CHEH B MQIAZO| ZEIZIRR AIRE £ giél_lq

o= T
ARO| BE A2 YA ASH, FEEA|, HY L BIZE & GSULC

©. 2025 IV Research. All rights reserved

20



