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@ Cysteineresidue
Drug-Linker

Conjugation chemistry

Cysteine linked, at sites of interchain
disulfide bonds

Payload (DXd)

Exatecan derivative

Novel payload
High potency
Bystander effect
Short systemic half-life payload

Stable linker-payload

Tumor selective cleavable-linker

High drug-to-antibody ratio
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i 93.0% n=383 =387
il (95% C189.9,95.2) gg go; Medi g 40.7* 26.9
. edian, mo (95% CI
. (95% CI1 81.9, 89.1) (95% Cl) (36.5,NC) (21.8, NC)
-~ . , 20.1% Hazard ratio (95% CI)  0.56 (0.44, 0.71)
1 87.8% ' (95% C164.8, 74.8) P-value <0.00001*
@ | (95% C184.0,90.7) ¥ !
& o8- : 172.4% :
d . 1(95% C 67.4, 76.8) |
8 ol i |  52.1% ——t——Hr—
g ' ! : ' (95% Cl 46.4, 57.5)
o : i :
0.2- | | i
0 | ; | : | | I : | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
R Time from randomization (months)
T-DXd+P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0

Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)

*Median PFS estimate for T-DXd + P is likely to change at updated analysis; Tstratified log-rank test. A P-value of <0.00043 was required for interim analysis superiority
BICR, blinded independent central review;, Cl, confidence interval, mo, months; (m)PFS, (median) progression-free survival; NC, not calculable; P, pertuzumab; T-DXd, trastuzumab deruxtecan; THP, taxane + trastuzumab + pertuzumab
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Progression-Free Survival Probability (%)

10 1

0
0

No. of Patients Still at Risk (Events)
SG + Pembro 221 (0) 202 (11) 174 |
191 (21) 159 (

Chemo + Pembro 222 (0)

Data cutoff date: March 3, 2025.

2 4

SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs
chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death

=Two-sided P-value from stratified log-rank test.

BICR. blinded independent central review: chemo, chemotherapy: HR, hazard ratio; PFS, progression-free survival; pembro, pembrolizumab; SG, sacituzumab govitecan

2025 ASCO
ANNUAL MEETING #ASCO25

presenTen BY: Sara M Tolaney, MD, MPH

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

SG+ALAT O> {EFTE+ANLT O

SG + Pembro Chemo + Pembro

(n=221) (n=222)

Number of PFS events 109 140

Median PFS, mo (95% CI)
Stratified HR (95% ClI)

11.2 (9.3-16.7) 7.8(7.3-9.3)
0.65 (0.51-0.84)

P-value? <0.001
6-month PFS rate, % (95% CI) 72 (65-77) 63 (56-69)
12-month PFS rate, % (95% Cl) 48 (41-56) 33 (26-40)

+ICIHADRIN -

SRRCE 2 (103) 11(106) 6 (109) 2 (109) 0 (109)
21 (135) 13(137)  7(138) 4 (138) 1(139) 0 (140)
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® Quadruple Negative Breast Cancer (QNBC)?
®ER, PgR, HER2, PD-L1 (BRCA, AR, PIK3CA)

Bhattarai et al. Breast Cancer Research (2020) 22:127
https://doi.org/10.1186/513058-020-01369-5

Breast Cancer Research
“AR-negative TNBC, known as quadruple-negative breast cancer (QNBC)”

REVIEW Open Access

Quadruple-negative breast cancer: novel
implications for a new disease

Shristi Bhattarai', Geetanjali Saini', Keerthi Gogineni® and Ritu Aneja'
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