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Emiltatug Ledadotin (Emi-Le; XMT-1660):
A B7-H4-Directed Dolasynthen Auristatin F-HPA ADC

High unmet medical need in relapsed/refractory TNBC following treatment with a topo-1 ADC

. Standard of care single-agent chemotherapy has limited efficacy: ORR ~5%, PFS ~7 weeks, OS ~6.7 months?2

- Real-world data suggest limited activity for a second topo-1 ADC in this population3#

Response rate tends to diminish with increasing lines of treatment
TNBC Overall Survival by B7-H4

+ Inthe ASCENT trial, sacituzumab govitecan ORR was 35% in overall population compared Expression®
to 23% in patients with greater than 3 prior lines?* o

LB_T’;Eilow

p=0.002

«  B7-H4is a clinically validated target and a negative prognostic factor in patients with 05 |
TNBC>; highly expressed in a range of solid tumors, including breast cancers, with limited

expression in healthy tissue® 06 |

0.4 1 B7-H4 high

Overall Survival

+  Emi-Le is a B7-H4-directed ADC with a proprietary auristatin F-HPA microtubule inhibitor
payload designed with controlled bystander effect (different from MMAE, MMAF and topo-1)

0.2

+ Novel ADC design; site-specific bioconjugation; target-optimized DAR 6
0.0 1

- 2 FDA Fast Track designations, including in post-topo-1 ADC HER2- breast cancer 0 20 4 6 s 100
Months

1. Bardia et al. NEJM 2021; 2. Based on ASCENT clinical trial control arm in topo-1 naive; Bardia et al. NEJM 2021; 3. Colombo et
. e AMOED al., Cancer Discovery. 2024; 4. Huppert et al. NPJ Breast Cancer 2025. 5. Wang et al., Cancer Cell Int., 2018; 6. Sachdev et al.
ESMO B AST CANCE ASCO 2019
ADC, antibody-drug conjugate; auristatin F-HPA, auristatin F hydroxypropyl amide; DAR, drug-to-antibody ratio; ORR, objective response rate per RECIST version 1.1;
MMAE, monomethyl auristatin E; MMAF, monomethyl auristatin F; TNBC, triple-negative breast cancer; PFS, progression-free survival; topo-1; topoisomerase-1 inhibitor



Phase 1 Dose Escalation and Expansion Trial

Dose Escalation and Backfill Cohorts Dose Expansion : TNBC

Key Enrollment Criteria: Key Enrollment Criteria:

* Patients 218 years old
* ECOG PS 0-1

» Advanced/metastatic TNBC, HR+/HER2-
BC, EC, OC, ACC-I

* Progressed after available standard of
care therapy

High * Advanced or metastatic TNBC

76.2-115.0

5 Dose Range * 1-4 prior lines of treatment in a locally
mg/m (n=42) advanced or metastatic setting, including
at least one prior topo-1 ADC

Intermediate
Dose Range
(n=83)

38.1-67.4
mg/m?

* Patients stratified by B7-H4 expression

Dose A Dose B
Subtherapeutic 67.4 mg/m? C1:44.5 mg/m?2D1/8
Dose Range Qaw followed by 80 mg/m?
(n=16) Q4W thereafter

* B7-H4 expression assessed
retrospectively based on fresh or
archived tissue

* In parallel with DES, backfill cohorts
enrolling additional participants at

Primary Endpoints: Safety, tolerability and
multiple dose levels

Primary Endpoints: MTD, safety and tolerability

. Secondary Endpoints: ORR, DOR, DCR, PK, ADA preliminary antitumor activity
* Data from both DES and backfill cohorts Secondary Endpoints: PK and ADA

will be utilized to determine the RP2D

*  Across all tumor types, in evaluable B7-H4 high patients treated in the intermediate dose range (38.1-67.4 mg/m2) the ORR was 31%

*  Presented here are interim results from the dose escalation portion of the ongoing Phase 1 trial of Emi-Le in the TNBC dose
escalation/backfill cohorts dosed in the intermediate dose range (38.1-67.4 mg/m?)

Data cut: March 8, 2025

EbM 0 B R EAS T cAN c E R ACC-1, adenoid cystic carcinoma— type 1; ADA, anti-drug antibody; ADC, antibody-drug conjugate; C1, cycle 1; C2, cycle 2; D1/8, on day 1 and day 8 of a 28 day cycle; DES, dose escalation study; DCR, disease control rate; DOR, duration of response;

EC, endometrial cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2-, human epidermal growth factor receptor 2 negative; HR+/HER2- BC, hormone-receptor-positive, human epidermal growth factor receptor 2
negative breast cancer; mg/m?, milligrams per meter squared; MTD, maximum tolerated dose; OC, ovarian cancer; ORR, overall response rate; PK, pharmacokinetics; Q4W, dosing every four weeks; RP2D, recommended phase 2 dose; TNBC, triple-
negative breast cancer; topo-1, topoisomerase-1 inhibitor



Patient Demographics and Disease Characteristics
Patients with TNBC Treated in the Intermediate Dose Range (38.1-67.4 mg/m?)

| mechvs)

Median age 49.5 . . .
- Heavily pretreated patient population

Median prior lines in locally 4(1-9)
advanced/ metastatic setting (range)

Prior Topo-1 ADCs received, n (%)
«  93.2% previously treated with at least one

Prior trastuzumab deruxtecan 14 (31.8%)
Prior sacituzumab govitecan 38 (86.4%) prior tOpO-l ADC
Prior both 11 (25.0%)
Prior either 41 (93.2%)

- 38.9% determined to be B7-H4 high, based

B7-H4 expression?, n (%)

TPS status known 36 (81.8%) on a TPS cutoff of 270%
High (TPS >70) 14 (38.9%)
Low (TPS <70) 22 (61.1%)

TPS not yet determined 8 (18.2%)

. . . Data cut: March 8, 2025
E\ d RRE S |[‘ AN ‘r » ] 1. Archival or fresh tissue evaluated retrospectively by IHC for B7-H4 expression with a preliminary high cut
. i 5% 3 > ) )
off set at Tumor Proportion Score (TPS)270

ADC, antibody-drug conjugate; IHC, immunohistochemistry; TNBC, triple-negative breast cancer; topo-1, topoisomerase-1 inhibitor



Safety Summary

Patients with TNBC Treated in the Intermediate Dose Range (38.1-67.4 mg/m?)

Patients with: m

Any treatment related adverse event (TRAE) 34 (77.3%)

Grade 3 TRAE 16 (36.4%)
Treatment-related serious adverse event 3 (6.8%)
(SAE)

TRAE leading to treatment discontinuation 2 (4.5%)
TRAE leading to dose reduction 4(9.1%)
TRAE leading to dose delay 3(6.8%)
TRAE leading to death 0

ESMO BREAST CANCER

TRAEs Observed in 210% of patients

AST increased

Fatigue « TRAEs leading to treatment
Proteinuria discontinuation: nephrotic syndrome in

patient with concurrent gout flare
(n=1), pain in extremity (n=1)

Decreased appetite
Anaemia

ALP increased

+ No dose-limiting treatment-related
neuropathy, neutropenia, ocular
toxicity, ILD, or thrombocytopenia

ALT increased
Amylase increased
Constipation
Diarrhoea
Headache
Hypophosphataemia

Pyrexia

T T T T T T T
0 10 20 30 40 50 60 70 80 90 100

Percentage (%) of Patients

Data cut: March 8, 2025
AST increase were transient, increasing by Day 8 and returning to baseline or G1 by subsequent dose. Proteinuria was
generally asymptomatic and reversible

ALP, alkaline phosphatase; ALT, alanine transaminase; AST aspartate aminotransferase; G, grade; ILD, interstitial lung disease; SAE, serious adverse event; TNBC,
triple-negative breast cancer; TRAE, treatment-related adverse event



Clinical Activity in Evaluable Patients With B7-H4 High TNBC

Intermediate Dose Range (38.1-67.4 mg/m?)
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w0 Confirmed ORR 23% (3/13)
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Data cut: March 8, 2025
T = Previously treated with one topoisomerase-1 inhibitor ADC

TT = Previously treated with more than one topoisomerase-1 inhibitor ADC

Heavily pre-treated patient
population

All received at least one prior
topo-1 ADC

In patients with <4 prior lines in
locally advanced/metastatic
setting, ORR 29% (2/7)

No confirmed responses observed
in B7-H4 low patients

Evaluable population defined as patients with measurable disease at baseline and at least one post-baseline scan. One patient did not have target
S lesions identified at baseline and is therefore not included. Missing from waterfall, but included in response rate denominator, is one TNBC patient with
Eb‘ : B[‘,' ‘s i c Ablt'r 8 prior lines, including topo-1 ADC and progressive disease as best response who had a post-treatment scan but not post-baseline measurement of their

target lesion

ADC, antibody-drug conjugate; Cl, confidence interval; ORR, overall response rate; TNBC, triple-negative breast cancer; topo-1, topoisomerase-1 inhibitor



Preliminary Progression-Free Survival in Patients with TNBC
Intermediate Dose Range (38.1-67.4 mg/m?)

B7-H4 High TNBC Patients with TNBC, <4 prior lines of therapy
<4 prior lines vs >4 prior lines B7-H4 High vs B7-H4 Low

1.0 .-................E ...... <4 Prior Lines 1.0 '”'"""""""E ...... B7-H4 High
E— >4 Prior Lines S, B7-H4 Low

0.8 1 0.8 1 :
Miessrrssssssssineennes: PFS 16 Wks (6.1, NR) vs

0.6 ! 6.4 wks (4.1,12.4)

S PFS 16 wks (6.1, NR) vs
0.6 6.7 wks (1.6, NR)

0.4 - 0.4 -

0.2 Mrererseresnees 0.2 Mreresrererees

Progression-Free Survival
TTLL]
Progression-Free Survival
-~

0.0 . 0.0

0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28

Subjects at Risk Subjects at Risk
<4 Prior Lines 7 7 4 4 3 2 2 1 0 B7-H4 High 7 7 4
>4 Prior Lines 5 4 1 1 0 0 0 0 0 B7-H4 Low 11 10 5 3 0 0 0 0

-
w
5]
n
-

n ) arm Data cut: March 8, 2025
E> ivi 5[" A i CAD' ,r One B7-H4 High patient with 5 prior lines had an unknown number of prior lines in the locally advanced or metastatic setting

Cl, confidence interval; NR, not reached; PFS, progression free survival; TNBC, triple-negative breast cancer



Preliminary Overall Survival in Patients with TNBC
Intermediate Dose Range (38.1-67.4 mg/m?)

B7-H4 High TNBC Patients with TNBC, <4 prior lines of therapy
<4 prior lines vs >4 prior lines B7-H4 High vs B7-H4 Low
1.0 sesemanansnnnnnnnnnnnnnnnnnnnnnn I LI O LR L LRy 0-..: 1.0 = s g LI O TLLLR LR @nnnn,
0.8 1 0.8 1
s 3
2 2
£ oe OS NR (11, NR) £ os
H , NR) vs . H OSNR (11, NR)vs
3 10.2 months (3.4, NR) 3 5.7 months (3.2, NR)
o 0.4 4 o 0.4 4
> >
o o
0.2+ 0.2+
...... <4 Prior ==e=ev B7-H4 High
0.0 4 >4 Prior 0.0 4 B7-H4 Low |
T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12
Months Months
Subjects at Risk Subjects at Risk
<4 Prior Lines 7 7 7 6 3 3 1 0 0 B7-H4 High 7 7 7 6 3 3 1
>4 Prior Lines 5 4 3 3 2 2 1 1 0 B7-H4 Low 11 10 8 3 1 1 0

. ‘ S Data cut: March 8, 2025
Eb V E AS i [,‘l,\N(,l' One B7-H4 High patient with 5 prior lines had an unknown number of prior lines in the locally advanced or metastatic setting

Cl, confidence interval; NR, not reached; OS, overall survival; TNBC, triple-negative breast cancer



Conclusion

E

High unmet medical need in patients with locally advanced/metastatic TNBC following treatment with
a topo-1 ADC

Preliminary data from the dose escalation/backfill cohorts of the ongoing Phase 1 trial suggest that
Emi-Le has encouraging clinical activity and tolerability in a heavily pretreated TNBC population who
had previously received a topo-1 ADC

23% ORR in evaluable patients with B7-H4 high at the intermediate dose range; 29% ORR in
patients with <4 prior lines in locally advanced/metastatic setting

Encouraging preliminary PFS and OS. More favorable outcomes in patients who had received <4
prior lines of treatment

Further clinical development of Emi-Le is ongoing in the dose expansion portion of the Phase 1 trial in
patients with locally advanced/metastatic TNBC who have received 1-4 prior lines of metastatic
therapy, including at least one prior topo-1 ADC, across two dose cohorts:

67.4 mg/m? Q4W
44.5 mg/m? D1/D8 followed by 80 mg/m? Q4W starting at cycle 2

08 Ao 1 | E
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Thank you to the patients and their families participating in this study
and to my fellow investigators and their research staff
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