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I NTRO D U CTI O N ® Induction of DNA damage and apoptosis in cancer cells by DM001

EGFR and TROP2 are validated therapeutic targets co-expressed on multiple tumor types. Single-targeting ADCs have shown clinical benefits, however, YR npRads? ::Iwed respases Induction of DNA damage and apoptosis in cancer cells by DM001. DM001

on-target off tumor toxicities were observed due to their expression in normal tissues. Such toxicities would limit dose escalation and subsequently efficacy. i -~ . was administered intravenously at 10 mg/kg to mice bearing grown A431
Bispecific ADCs (bsADCs), by targeting EGFR and TROPZ2 simultaneously, potentially allow enhanced efficacy, reduced resistance, and improved safety tumors. Tumor tissues were harvested after 1 hour of dosing and on day 6 to

profiles. assess induction of DNA damage and apoptosis. The levels of yH2AX and
We screened pools of anti-EGFR and anti-TROP2 monoclonal antibodies, and selected clones to construct a bispecific ADC targeting EGFRXTROP2 that pRad50 were evaluated as markers of DNA damage and the level of cleaved
provided optimized internalization profile. /n vitro, unconjugated DM001 (DMO001 bsAb) demonstrated enhanced internalization as opposed to its parental | caspase 3 was evaluated as a marker of apoptosis.

monoclonal antibodies (mADbs). For a proof of concept, the TROP2XEGFR bsAb was initially conjugated to monomethyl auristatin E (MMAE) via a prote- TR O, Ty i

ase-cleavable linker (vcMMAE). The ADC, DM001-vcMMAE, demonstrated robust inhibition of growth of two PDX models, with the bsADC being more
potent than its parental single-targeting ADCs.
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Results: BLD1102 on DM001 induced phosphorylation of H2ZAX and Rad50 and

To further improve upon the linker/payload system, we chose to conjugate DM001 bsAb to BLD1102, Biocytogen’s novel, proprietary linker/payload system L . . .
N Mprove up | bay y W 149 0Ly vel, proprietary | bay 4 the cleavage of caspase 3, indicating a cytotoxic mechanism against cancer

composed of a DNA topoisomerase | inhibitor payload (BCPT02) and a very hydrophilic, protease-cleavable linker, with a drug-to-antibody ratio (DAR) of 8. U TRE e ¢ D AN B B S

The resulting ADC, DM001-BLD1102 or DM0O01, was highly stable in human and monkey plasmas and in mouse circulation. BLD1102 also showed a 8 o ey EURel TR cells.
stronger bystander killing effect than Dxd when conjugated to DM001 bsAb. In vivo, DM001 showed potent anti-tumor activity in PDX including those less Ay T e SN g e S

sensitive to vcMMAE-conjugated ADC. DM001 showed robust efficacy in a number of PDX models, including triple negative breast cancer (TNBC),
esophageal squamous cell carcinoma (ESCC), head and neck squamous cell carcinoma (HNSCC), colorectal cancer (CRC), gastric cancer (GC), and
non-small cell lung cancer (NSCLC) with and without EGFR mutations. In a dose range finding study, DM001 (DM001-BLD1102) was well tolerated in
cynomolgus monkeys when |V dose was escalated to 20 mg/kg Q3W x2 after initial cycle of 5 mg/kg Q3Wx1. Further toxicity study is planned.

In summary, DM0O1 is a novel bispecific ADC composed of an improved bispecific targeting moiety against EGFRxTROP2 and a highly stable and cytotoxic
linker/payload system with an excellent bystander killing effect. DM001 showed potent anti-tumor activity, had a favorable safety profile in cynomolgus
monkeys, and is currently in preclinical development toward IND filing.

® Pharmacokinetics (PK) in A431 model and in vitro plasma stability of

Pharmacokinetic properties B. Plasma stability
Pharmacokinetics (PK) and in vitro plasma
;‘;r::e';‘:z:; stability of DM001. (A) The kinetics of concentrations
Rat plasma of total antibody (Tab), DM001 (ADC) and free

Mouse plasma payload BCPTO02 in serum and tumor in A431
SENESIED tumor-bearing B-NDG mice after a single 10 mg/kg in-
jection at time 0. (B) Stability of DM001 in the plasma

of different animal species.
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® High level of TROP2 and EGFR co-expression in multiple solid tumor PDX models

A. IHC staining in PDXs B. Representative IHC staining

e PDX1 (Lung) PDX2 (Pancreatic) PDX3 (Gastric)
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TROP2 and EGFR are highly co-expressed in PDXs.

(A) Immunohistochemical (IHC) scores of TROP2 and EGFR in 124 PDX Results: (A) Serum and tumor distribution of DM001 in vivo. (B) Plasma stability test. Release of free BCPT02 from DM001 was between 0.5% to 1.4% on

models. day 14 in monkey and human plasma, indicating stable conjugation of BLD1102 in these plasmas.
(B) Representative IHC staining of PDXs for TROP2 and EGFR expression.

" : 1 5 | : (C) Single-cell RNA sequencing (scRNA-seq) analysis for expression of
TROP2 H-Score i Tl % Ve i & R e e TROP2 and EGFR

Coommton | o comnin | ® DMO001 demonstrated superior, dose-dependent anti-tumor activity in CDX models

it

A. nuccs (Gastric cancer CDX) B. A431 (Epidermoid carcinoma CDX)

s 2100- Vehicle Results: DM001 showed potent

higG1-BLD1102, 10 mg/kg anti-tumor activity in CDX models.

:cittfzun;aﬁogovitecan-1°m9fk9 In the NUGC-4 model, DM001 was

mj;':’"z r'ngm';’g"‘g more efficacious than its parental

DMO01, 6 mg/kg ADCs. In the A431 mOdel, DMOO1
DMO01, 10 mg/kg showed superior activity than

. o e ge . . . o o 14 21 28 L. N N M marketed anti-TROP2 ADC
® DM001 bsAb demonstrated robust affinity, tumor cell binding, and internalization activity Days HaGLADGIONO0! & A Nl sacituzumab govitecan (Saci G).

saciGiCetux. A A A A
Binding and internalization capacity of DM001 BsAb. EF(3+) ey e Do.se.-.dependent antl-tumor
(A) Binding of h\TROP2 and hEGFR by DM001 bsAb with SPR. e W R e LS activities were observed in both
(B) DM001 bsAb cellular binding to several cancer cell lines by flow SN G R e = ? Sl el CDX models.
cytometry. TROP2 and EGFR expressions in the cell lines are: o e e IO e P O y BEREI oo
’ NCI-H292, BxPC-3, Panc.02.03, NUGC-4, Hela and NCI-N87:
T TROP2*EGFR*; NCI-H226: TROP2-EGFR*; NCI-H520: TROP2'EGFR-.
B0 100 20 1400 1000 , : " (C) Internalization of DM001 bsAb in NCI-H292 and BxPC-3 cells measured

by Incucyte. ® DMO001 demonstrated stronger anti-tumor activity vs vcMMAE conjugated ADC in PDX models

Results: DM001 bsAb displayed robust affinity for both TROP2 and EGFR,
and bound well to a number of cell lines. DM001 bsAb was internalized BP1395 (breast cancer) BP0595 (breast cancer PDX)
efficiently and more so as opposed to the parental TROP2 or EGFR

monovalent antibodies.

Note:

Anti-TROP2: parental monoclonal anti-TROP2;

Anti-EGFR: parental monoclonal anti-EGFR;
Anti-TROP2-monovalent: parental monovalent anti-TROP2;
Anti-EGFR-monovalent: parental monovalent anti-EGFR.

b Results: TROP2 and EGFR are co-expressed in a wide range of tumors,
R and on individual tumor cells in multiple PDX models.

i - bt : i s 1 1 : { i

| TROP2-positive EGFR-positive ' | TROP2-positive | | TROP2-positive EGFR-positive
| | (6925 cells) (3161 cells) 1| (18C s) 36 _cel !l _ s)
i SR , "“f{‘ o, I e s o S . e R, it P

Vehicle

higG1-BLD1102, 6 mg/kg

parental anti-TROP2-BLD1102, 6 mg/kg
parental anti-EGFR-BLD1102, 6 mg/kg
DMO0O01, 1 mg/kg

DMO0O01, 3 mg/kg

DMO01, 6 mg/kg
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Vehicle
DMO0OO1-veMMAE, 3 mg/kg
DMOO1-veMMAE, 6 mg/kg

DMO001, 3 mg/kg Results: DM001 showed stronger activity in both

BN01, 5 1k breast cancer PDX models compared with that of
vcMMA conjugated ADCs, including PDX that
was only moderately sensitive to the vcMMAE
linker/payload.
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® Enhanced anti-tumor activity of DM001-vcMMAE in two PDX models - B EGFR (3+)

PDX-Pancreatic TROP2. PDX-Lung

Vehicle
hlgG1-veMMAE, 3 ma/kg
Sacituzumab govitecan, 10 mg/kg

parental anti-TROP2-veMMAE, 3 mg/kg

parental ant-EGFR-VOMMAE, 3 ma/kg ® DMOO01 inhibited a variety of PDX models, including both EGFR-mutant and wild-type NSCLC PDX

DM001-veMMAE, 3 mg/kg
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BR9465 (TNBC PDX) ES11079 (ESCC PDX) ES11061 (ESCC PDX) : ool EGFR H ROP2H
umor m score score

BR9465 281.96 23255
ES11079 217.11 205.27
ES11061 161.78 6.19

LUO387 223.76 240.59
LU1868 231.64 226.47
LUT717 178.58 190.3
LU5268 212.03 183.27
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Results: DM001-vcMMAE showed strong anti-tumor activity in these PDX models. BsADC demonstrated superior efficacy to either of its parental mAb ADCs.
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LU0387 (NSCLC PDX, EGFRm Ex20 insertions) LU1868 (NSCLC PDX, EGFRm T790M/L858R) LU11717 (NSCLC PDX, EGFRwt) LU5268 (NSCLC PDX, EGFRwt)
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DM001-BLD1102: DMO001 bsAb conjugated to a novel BEE R
tOpOiSOmerase I inhibitor payload o Llnat;a(\)/.enous injection of 6 mg/kg DM001 on

CR1197 (CRC PDX) CR6253 (CRC PDX)
HN0626 ( HNSCC PDX) Tumor model EGFR H score TROP2 H score

HNO626 290.25 256.9

CR1197 217.19 202.65

CR6253 173.83 212.69
CR9512 231.38 39.98

GAO006 225.07 261.31
GA1224 109.65 34.06
GA2254 248.67 278.37
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® DMO001-BLD1102 (DM001) has excellent hydrophilicity

DMO001 bsAb was conjugated to
BLD1102, a Biocytogen’s novel

proprietary linker/payload platform, 0 7 %
with DAR4 or DARS, and s Days Days

Characterized Wlth SEC_H PLC for de_ CR9512 (CRC PDX) GA0006 (GC PDX) GA1224 (GC PDX) GA2254 (GC PDX)
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Results: DM001-BLD1102 showed o
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o no aggregation in either DAR4 or

DARS8 and exhibited strong
———————— hydrophilicity similar to parental
DMO0O01 bsAb.
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® Summary of DM001 anti-tumor activities in PDX models

Best percentage change of tumor volume from baseline

® BLD1102 conjugation did not affect DM001 binding I
al_

CRC PDX

ESCC PDX .
— Summary of best percent change of tumor volumes in PDX models

NSCLC PDX EGFRwt with 6 mg/kg DMO001 injected IV at day 0. DM00O1 was efficacious

vt across multiple cancer types, notably three out of three gastric cancer

GC PDX PDX models. It was less effective against colorectal PDX models (two
out of three showed progression). No obvious correlation of expression
levels and degree of tumor growth inhibition was observed in this small

group of PDX models.
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The cellular binding properties of
DM001 (DM001-BLD1102, DAR 8)
before and after conjugation to tumor
cells determined by flow cytometry.
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. Results: The conjugation of BLD1102

004 01 1 10 100 04 1 10 100 1000 04 1 10 100 1000 did not affect binding of DMO0O01 to its

Concenration (nM) Concenration (nM) Concenration (nM) antigens -100=
: EGFRH-score 217 231 162 290 174 179 224 282 226 212 217 232 110 248

TROP2 EGFR TROP2 EGFR TROP2 EGFR TROP2H-score 203 40 6 257 213 190 241 233 261 183 205 226 34 278

® Preliminary DM001 safety study in Cynomolgus SUMMARY
Monkeys Showed no general tOXICItIeS * EGFR and TROP2 are extensively co-expressed in many solid tumors, allowing dual

® BCPT02 showed a potent bystander killing effect in vitro targeting them with bSADCs.

_— . . « DM001 bsADCs simultaneous targeting both EGFR and TROP2 showed superior
2.5 nM B. ByStander klllmg effect in vitro. (A) Unlabeled _ efficacy compared with parental single-targeting ADCs in PDX models.
higG1-BLD1102 DM004 DMO001-DXd 2.5nM 10 nM A431 and CFS E'Iabeled NCI'H520 Ce”S were Specles Cynomolgus Monkeys  DMO0O01 was well tolerated in cynomolgus monkeys dosed IV

B A4St cocultured and treated with 2.5/10 nM ADCs for General observations - at 20 mglkg Q3W x2 after initial 5 mg/kg QWx1. - The new topoisomerase | inhibitor linker/paylopad (BLD1102) exhibits excellent
= NCI-H520 5 days. After collection of adherent cells, the Body Weight / Food Consumption - «  No treatment-related general toxicities were observed. hydrophilicity and is highly stable in human, monkey, and mouse plasmas and in vivo

number of ||V|ng cells and the ratio of CESE- Hematology {Reticulocytes * No visible lesions of tissues/organs including skin or lung in mice.
1WBC (Neutrophils, were observed

positive and -negative cells were determined by lymphocytes,
ﬂOW Cytometry Data from th e ﬂOW CytOm etri C monocytes) » White blood cell (WBC) and reticulocyte (RET) counts

) ) ) ) transiently decreased and subsequently recovered during
A431 Serum Chemistry Transient { in Na, Cl, P in

(TROP2+EGFR+) r analysis of the 2.5 nM treatment group were b cycles. - DM001 (DM001-BLD1102) demonstrated superior anti-tumor activity to DM001-vcM
presented. (B) Numbers of viable A431 and coagulation ) +  Further safety study is planned MAE in PDX models, including in MMAE-resistant models.

NCI-H520 cells. inalysi
urinalysis | « DM001 (DM001-BLD1102) inhibited the growth of NSCLC PDX models with or with
gross necropsy . out EGFR mutations, as well as growth of TNBC, HNSCC, CRC, ESCC and GC PDXs.
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* BLD1102 has strong bystander killing effect.
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N | R N I I I Results: BCPT02 rendered potent cytotoxicity

(TROP2-/EGFR-)

-: No treatment-related effects was noted after administration (once every 3 weeks for 2 doses)

against antigen-positive cells. Data suggests that « Pilot safety study of DM001 (DM001-BLD1102) did not show general toxicities in
BCPTO02 induced more killing of NCI-H520 cells, or cynomolgus monkeys. Further study is planned.

stronger bystander effect, than Dxd.




