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DS-3939a, a novel TA-MUC1-targeting antibody-drug conjugate
(ADC) with a DNA topoisomerase | inhibitor DXd, exhibits potent
antitumor activity in preclinical models
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umor-associated mucin-1 (TA-MUC1) is an attractive
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target for cancer therapy ‘

TA-MUC1 is a tumor-specific
transmembrane glycoprotein
with aberrant glycosylation.

TA-MUC1 is highly
expressed in various human
epithelial cancers.
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DS-3939a is a TA-MUCL1 targeting ADC using
Daiichi Sankyo(DS)’s DXd ADC technology
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Mode of Action
1. Binding to TA-MUC1 1’

*HIC: Hydrophobic Interaction Chromatography.
*DAR : Drug-to-Antibody Ratio

Topoisomerase | Inhibitor payload
(DXd)

Apoptosis
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Conjugated drug distribution (*HIC chart)

DAR 7.9 I8

High *DAR (approx.8)

) - 3. Localization in lysosome

. Wand release of payload
YOS L 4. Penetration of released payload

to neighboring cells
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High TA-MUC1 expression in various cancers were  ANNUAL MEETING >

confirmed in human tissue micro array o e o

The staining pattern of TA-MUC1 The distribution of IHC scores in each cancer type
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Schematic diagram of variously glycosylated MUC1 Binding activity (ELISA)
tandem repeat sequence peptides DS-3939a
MUC1 peptides 159
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DS-3939a is strongly bound to glycosylated MUCL1 peptides (PDT*RP-Tn, sTn, TF, sTF), but had minimal binding to
non-glycosylated MUC1 peptides (PDTRP) and an amino acid-substituted MUC1 peptide with Tn glycan (PES*RP-Tn).
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TA-MUCL1 expression Western Blotting with DNA damage (YH2AX)
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DS-3939a exhibited significant antitumor effects ANNUAL MEETING

against preclinical in vivo models 2024 + SAN DIEGO |

Human cancer cell line derived xenograft (CDX) models Patient derived xenograft (PDX) model
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Days after administration
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** P<0.01 compared to Isotype control ADC

Days after administration

DS-3939a (single administration) exhibited significant antitumor effects against both CDX and PDX models.
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DS-3939a exhibited strong antitumor effects
against various PDX models

CTG-1809
NIBIO-P010

Cancer Type

Antitumor effects against PDX models

Ovarian

Pancreas

Head and neck

Esophageal

Endometrial

Cholangiocarcinoma

NSCLC

Bladder

Breast

HIHﬂ Tumor regression rate : 69%(25/36 models)

CTG-1876
CTG-2154
CTG-2647
CTG-0253
CTG-2129
CTG-1709
CTG-0178
CTG-0294
CTG-1955
CTG-0184
CTG-0786
CTG-2087
NIBIO-K012
CTG-1076
CTG-0860
CTG-1361
CTG-1741
CTG-1480
CTG-1692
CTG-1012
CTG-0158
CTG-0838
CTG-0791
CTG-0703
NIBIO-K052
CTG-2884
CTG-1153

NIBIO-P023

CTG-0941
CTG-0165
CTG-1019
CTG-2865 |
NIBIO-K071

NIBIO-NS1

DS-3939a (10 mg/kg, single administration) demonstrated robust antitumor activity

against multiple cancer types in PDX models. YelNeil=lo il

Tumor DXd conc. (ng/g tissue)
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Correlation plot of TA-MUC1
expression with payload
conc. in tumor

R=0.58, p=10.00084
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TA-MUC1 H-score

The concentration of DXd payload
showed a modest correlation with
TA-MUC1 H-score. 9
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DS-3939a induced strong tumor regression even ANNUAL MEETING

after treatment of other FDA approved ADCs 2024 « SAN DIEGO
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Enfortumab vedotin 3mg/kg — DS-3939a 10mg/kg *

Estimated tumor volume (mms3)

Sacituzumab govitecan 10mg/kg — DS-3939a 10mg/kg *
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Days after first administration Subsequent treatment with DS-3939a after
N Sg%%%gcgn”o' ADC Enfortumab vedotin or Sacituzumab
A A A Enfortumab vedotin (Nectin-4 MMAE ) gOVIteCE.m rapidly induced robust tumor
A A A A Sacituzumab govitecan (TROP2 SN38) regression.
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DS-3939a exhibited TA-MUC1-dependent in vitro cell growth inhibition
and in vivo tumor regression against several CDX models and various

PDX models.

DS-3939a also induced strong tumor regression even after treatment of
other FDA approved ADCs in xenograft model.

A first-in-human phase 1/2 study in patients with advanced solid tumors
Is currently ongoing (NCT05875168).

[Trial in Progress: Abstract Presentation Number #CT291]

11



AAC_R American Association ’
rrrrrrrrrrrrrrrrr ’ »

Acknowledgement 2024 + SAN DIEGO [
APRIL 5-10 « AACR.ORG/AACR24 + #AACR24

= Glycotope GmbH
= University Hospital Basel (for providing TMA)

= National Institutes of Biomedical Innovation, Health and Nutrition (for
providing PDX models of NIBIO-K071, K012, K052, P010, P023, NS1.)

= All the contributors to DXd-ADC projects in Daiichi Sankyo

12



AAC | American Association ‘é
for Cancer Research’

ANNUAL MEETING

2024 - SAN DIEGO

U R L fo r th e S I i d e d eC k APRIL 5-10 + AACR.ORG/AACR24 « #AACR24

“Copies of this presentation obtained through Quick Response (QR) Code
are for personal use only and may not be reproduced without permission

from the author of this material.”
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