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BACKGROUND CONCLUSIONS

* Datopotamab deruxtecan (Dato-DXd) demonstrated encouraging antitumor activity and a manageable safety * Treatment-emergent adverse event stomatitis is associated with Dato-DXd and with Dato-DXd
profile in patients with heavily treated NSCLC in the Phase 1 trial TROPION-PanTumor01 (TP01; NCT03401385)’ exposure metric Cavg.

and is being investigated in NSCLC and other tumors. * The analysis supports Dato-DXd monotherapy dose of 6 mg/kg Q3W as the starting dose'".
A clinical toxicity associated with Dato-DXd treatment is stomatitis, its mechanism yet to be elucidated.

OBJECTIVES

* To characterize the exposure response (ER) relationship of the treatment-emergent stomatitis of any
Grade and Grade = 2 associated with Dato-DXd

INTRODUCTION METHODS

« Dato-DXd is a novel, investigational TROP2-directed antibody-drug conjugate composed of a » Part I: Exploratory Cross Drug Analysis subjects without events, exposures were calculated from the 1st dose to the
humanized anti-TROP2 immunoglobulin G1 monoclonal antibody covalently linked to an end of last treatment cycle or data cut, whichever occurred earlier

— An exploratory cross drug analysis was conducted to investigate the
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negative breast cancer (TNBC) cohorts demonstrate encouraging antitumor activity and a
manageable safety profile in patients with these diseases*?°

— Exposure metrics were derived from PopPK model. For subjects with events,

« Here we present the ER relationship of the treatment-emergent stomatitis of any Grade and exposures were calculated from the 1st dose to the end of event cycle. For

Grade = 2 from TROPION-PanTumor01

RESULTS

Overview of stomatitis events associated with Dato-DXd Part Il: Dato-DXd focused ER analysis - Logistic Regression (contd.)
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Subjects were stratified into exposure quartiles. The circles at y=0 represent subjects that did not experience the AE, and the circles at y= | show subjects that did. The blue squares are observed proportions of AE per exposure
quartile, also shown as a numerical value. The vertical blue bars are the 90% Cls of observed proportions. The red line is the linear or log-linear logistic regression fit, and the pink-shaded region represents the corresponding 95% CI.

The horizontal boxplots show the exposure distribution (where whiskers represent 2.5th to the 97.5th percentiles of the data) for the 2, 4, 6, and 8 mg/kg Q3W dose groups. The p-value is for the slope of the logistic regression fit.
Dato-DXd T-DXd® HER3-DXd DX-8951f Trodelvy’

Part ll: Dato-DXd focused ER analysis - Time-to-event Analysis
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relevant clinical dose Q3W Q3W Q3W ik | O D1 and D8 With the objective of exploring the relationship between exposure and stomatitis free survival, a time-to-event analysis was performed. Kaplan Meier curves by exposure quartiles is

A NN of 21-day cycle shown in Figure 2. 72% of 15t event (onset) occurred within Cycle 1. Based on multivariate Cox proportional hazard modeling, hazard of stomatitis was positively correlated with log-

Payload DXd DXd DXd Exatecan  SN-38 transformed Cavg of Dato-DXd with country (Japan) as a significant covariate for any Grade stomatitis; and with sex (female) for Grade = 2 stomatitis respectively (similar to the
logistic regression results).

Stomatitis any Grade 60% 14% 13% 30% 8 17%

Based on the time course of AE probability predicted from multivariate Cox proportional hazard models (not shown here), the maximum difference at the plateaus of the time course

Jnconjugated payload 5 q 4.4 19 39-77° 91 between 4 and 6 mg/kg was 21.3% for Any Grade stomatitis and 18.8% for Grade = 2 stomatitis. Using totality of evidence based on both safety and efficacy results, 6 mg/kg was
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