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Introduction and Study Design

B ESG401: a novel ADC comprising a
humanized anti-TROP2 IgG1 monoclonal
antibody conjugated to SN-38 with a DAR
of 8 and a stable cleavable linker.

BARGELONA Ongress .
Presented by: Dr. Fei Ma

B ESG401-101: an open-label, multiple-dose, dose-
escalation, and cohort expansion Phase la/ Ib trial
enrolled pts with metastatic solid tumors, focusing
on metastatic breast cancer.

< la: Dose Escalation >< Ib: Dose Expansion >

18mg/kg
16mg/kg

14 me/kg | cohort 1 & 2 & 3: TNBC (221)

12 mg/kg | 12, 14, or 16mg/kg

20 mg/kg
16 mg/kg
| cohort 4 & 5: HR+/Her2- BC
12 mg/kg 12 or 16mg/ke
8 mg/kg
4mg/kg @ a3zw
2 mg/kg D1,8,15/28d R COhofse.jangc (1)
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Patient Characteristics

Patient characteristics ES(E:;)L;)OI Patient characteristics ES(S:E)L&)OI
Age, median (range), years 52 (32-73) Previous systemic treatment, n (%)
ECOG PS, n(%) Taxanes 132 (92)
0 44 (31) Anthracyclines 109 (76)
1 100 (69) Platinum-based chemotherapy 58 (40)
De novo metastatic disease, n (%) Immunotherapy 26 (18)
Yes 23 (16) Other ADC 6 (4)
No 121 (84) a Including 40 patients in Phase 1a and 104 patients in Phase 1b.
Visceral metas at baseline, n (%) 126 (88)
Brain metastatic disease 21 (15)
Liver metas 85 (59)
Lung metas 75 (52)
rFT’]r(ie(()jri;L]e(:Zﬁigees)in metastatic setting, 2 (0-12)
=2 prior lines of therapy, n (%) 105 (73)
=5 prior lines of therapy, n (%) 28 (19)
Median time from diagnosis of metastatic 18.1
disease to enrollment (range), mo (0.3-147.0)
= HR+/HER2-BC = 22LTNBC =1L TNBC = Others
mﬂngmss Presented by: Dr. Fei Ma Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Efficacy of ESG401 in Late-stage HR+/HER2-BC

Patienticharacteristics HR+/HER2-BC (n=652) s 80 Best change of percentage in target lesion size from baseline
Visceral metas at baseline, n (%) 60 (92) % %0 ;::g
Brain 7 (11) » 40 Cane 11SD
Liver 48 (74) FREETN | T—— RS
Lung 26 (40) 2 0 -
Prior CDK4/6 inhibitor use, n (%) 51 (78) s “HUUHUHHH\H
Endocrine resistance, n (%) 62 (95) f': eememeenenene
Primary 33 (51) % -40 .
Secondary 29 (45) @ .60
ORR, n (%) 20 (34) g oo ‘
N 5 Median PFS was 7.4 months (95% Ci, 3.71, 8.17)
Confirmed CR/PR 17 (29) & 08
DCR, n (%) 45 (78) -
DoR g 0.5
Medican (Range), mo 8.0 (4.6, 23.9) g o4
6-mon DoR rate, %(95%Cl) 70.0 (49.9, 90.1) 3 oaq
PFS g o
Medican (Range), mo 7.4 (3.7,9.2) £ :; N |
6-mon PFS rate, %(95%Cl) 54.7 (41.4, 68.0) o 2z 4 6 8 M0 12 14 16 18 20 2 24 2%

Time from first dose date (months)

a. All patients; b. Efficacy-evaluable patients Number of patients at risk

BARCELONA mongr&ss HR+BC 58 45 32 26 21 17 8 7 4 1 1 1 1 0
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Efficacy of ESG401 in Late-stage TNBC

Best change of percentage in target lesion size from baseline

Patient characteristics TNBC (n=472) 80
5 mPD
Visceral metas at baseline, n (%) 41 (87) %e; 60 O PR
Brain 11 (23) £ a0 ORR: 35% osD
Liver 25 (53) B g0 MENSe O
Lung 32 (68) E 0
Prior therapies in metastatic setting, 3 (1-12) S .20
median (range) < -]
5 -40 O
22 prior lines of therapy, n (%) 42 (89) % 60
=]
=3 prior lines of therapy, n (%) 27 (57) -80
Parameters TNBC (n=37b) 3 ;:
ORR, n (%) 13 (35) . Median PFS was 3.9 months (95% CI, 2.46, 4.86)
,n (% § ’
Confirmed CR/PR 10 (27) ? ol
DCR, n (%) 23 (62) g o]
DoR g 041
Medican (Range), mo 4.5 (3.1, 13.6) 3 o8
6-mon DoR rate, %(95%Cl) 38.5(12.0, 64.9) g
PFS & -
Medican (Range), mo 3.9(25,4.9) 0 2 4 5 5 f0 12 14 & 8 2 2
6-mon PFS rate, %(95%Cl) 25.3 (11.1, 39.6) wo o Tefomiston des morite)
a. All patients; b. Efficacy-evaluable patients TNBC 37 P 27 15 9 5 3 3 3 3 2 2 1 0
. -
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Efficacy of ESG401 in First-line TNBC

Patient characteristics TNBC (n=289?) < 80 = Ontreatment
ECOG PS, n (%) 2 so
% 40
0 10 (36) @
£
1 18 (64) 2
Visceral metas at baseline, n (%) 21 (75) §
Lung 14 (50) =
a0
Bone 12 (43) -
Liver 11 (39) ° _
. -100 -
Brain 3(12) Treatment Time (weeks)
Parameters TNBC (n :25b) Best change of percentage in target lesion size from baseline
X 20
ORR, n (%) 22 (88) >
£ 0
Confirmed CR/PR 19 (76) o
o -20
DCR, n (%) 25 (100) - a0
DoR 2
Medican (Range), mo Not reached A 60 e
PFS E -80 5D L
Medican (Range), mo Not reached C 100 | ™= cR o
a. All patients; b. Efficacy-evaluable patients
EERRESVD ™™ -
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Overview of Safety

« The most common grade 23 TRAEs were neutropenia and leukopenia.

* No grade 23 diarrhea, rash, or interstitial lung disease was observed.

TRAEs occuring in 220% of Patients (n=144)

All patients, n (%)

Anemia |
Events (n=144)
Nausea |
TRAEs 141 (97.9) Leukopenia |
Grade =23 TRAEs 69 (47.9) Vomiting | I
. Neutropenia |
Serious TRAEs 17 (11.8)
Fatigue |
Leading to discontinuation 3(2.1) Diarrhea
) Elevated AST | IE——
Leading to dose delay 55 (38.2)
Elevated ALT ]
. . Grade 23
Leading to dose reduction 9(6.3) Decreased appetite |IEEG— m Grade 1 or 2
0.0 10.0 20.0 30.0 40.0 50.0 60.0
Patients, %
FRIFS g™ -
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Overview of Grade 23 neutropenia

« Only 17.5% of subjects at 16mg/kg D1,8,15/28d had =2 occurrence of grade =3 neutropenia throughout
the treatment.

* No grade =3 neutropenia caused permanent discontinuation; they were manageable, and subjects
recovered after treatment.

Patients with 22 occurences of grade 23 neutropenia (n=11)

Grade 23 neutropenia —

Parameters
First occurrence in the first cycle, %

Yes 82.8% ——

No 17.2% Patients with 1 occurence of grade 23 neutropenia (n=18)
Median time to the first occurrence (range), 20 (7-115) = Not occurred
days = 1st
Median duration (range), days 4 (1-14) 2nd
Leading to dose delay, % 19.6% — ::::
Leading to dose reduction, % 6.3% — = 5th
Recovery, % —

within 7 days 89.7% . ) .

Patients with 0 occurence of grade 23 neutropenia (n=34)

within 3 days 41.4%

0 28 56 84 112 140 168 196 224 252 280 308 336 364 392 420 448
Time from first dose date (days)

eSO -
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Conclusion

B ESG401 shows promising antitumor activity in advanced breast cancer across three settings.

* Notably, it demonstrates significant efficacy in first-line TNBC patients.
» This suggests that ADC drugs may be more effective when used earlier.

B ESG401 has a manageable safety profile.

* Main TRAEs include leukopenia and neutropenia.

* All Grade 23 leukopenia and neutropenia did not result in permanent treatment discontinuation.
* No Grade =3 diarrhea, rash, or interstitial lung disease observed.

B A phase 3 study of ESG401 monotherapy as first-line treatment for unresectable recurrent or
metastatic TNBC is planned.
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