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Expos u re - E I I I ca cy a n d * T-DXd is approved for the treatment of adult patients with unresectable or metastatic HER2+ Exposure-Efficacy Analyses Exposure-Safety Analyses

BC who have received a prior anti-HER2-based regimen, HER2-low BC who have received

= prior Chemotherapy in the metastatic setting or developed disease recurrence during or within ® Exposure-efficacy relationships were evaluated in 648 patients who ° Semiparametric Cox propprtional he_lzard\? mOdel_S were US_ed to ® Exposure-safety analyses were conducted using an ° When_ & exposqre_safety ;elatlonShIP ek |.dent|f|ed,
Expos u re - Safety An a Iys I S 6 months of completing adjuvant chemotherapy, non-small cell lung cancer whose tumors were treated with T-DXd 5.4 mg/kg Q3W in DB-02 (n = 394) and evaluate the exposurg—efﬂcgcy relationship for prlmary efficacy iIntegrated dataset across 12 phase 1 to 3 clinical trials Cﬁvanate .an.aIySIS V\;]aS 2 Org]ed Igsmg patler?t hod
have activating ERBB (HER2) mutations and who have received a prior systemic therapy, and DB-03 (n = 254) endpoints (PFS by blinded independent central review and OS) (N = 2216, 68.7% BC), including the phase 3 trials, DB-02, © ellriciterlstlgzélsuct as age,C aseline tumor S|z§,| ody
f T b D t locally advanced or metastatic HER2+ gastric or gastr%esophageal junction adenocarcinoma _ DB-02 was a multicenter, randomized, open-label, phase 3 study e T-DXd exposure metrics included maximum serum DB-03, and DESTINY-Breast04 (DB-04) weig ).as additive erm.s in Cox regt.essmn models
O ra Stuzu m a e rux eca n Sl e [EBENER. & el UEElAU TRl SEse) [EE ST of T-DXd (n = 406) versus TPC (n = 202) in patients with HER2+, concentration (C,,,), minimum serum concentration (C,.), area e Parametric and semiparametric time-to-event models * A covariate subgroup with a probability and Cl that does
e Using data from 5 phase 1 and 2 clinical trials, previous exposure-response analyses for key unresectable and/or metastatic BC who were previously treated under the serum concentration-time curve (AUC) at cycle 1 and were used to describe the exposure-safety relationship not overlap the full population median is interpreted as a
- P t- t W-th efficacy and safety endpoints supported the recommended dose of T-DXd 5.4 mg/kg Q3W in with T-DM1 (data cutoff: June 30, 2022)' steady state (AUC,,), and the average serum concentration to for primary safety endpoints (any grade and grade >3 s%nlflcant deviation and therefore a predictor of efficacy/
I n a Ie n S I patients with HER2+ BC* — DB-03 was a multicenter, randomized, open-label, phase 3 study the time of efficacy event (Cag-rod adjudicated drug-related [LD) saiely odicomes
m e We present outcomes of an updated analysis to evaluate exposure-efficacy relationships for of T-DXd (n = 261) versus T-DM1 (n = 263) in patients with HER2+, ° When_ an eXpOSL.'re'eﬁicaCy relationship WaS_ identified, o e T-DXd or DXd exposure metrics included AUC, for any ° Explorgtory. analy_ses were conducted for other safety
Ad va n ced / M eta Statl c T-DXd 5.4 mg/kg Q3W in DB-02 and DB-03 and exposure-safety relationships across unresectable and/or metastatic BC who were previously treated covariate analysis vyas performed using pat.|ent charact_e_rlstlcs grade ILD and C,,, at steady state (C,,., ) for grade >3 endpoints, mcludln.g grade >3 treatment-emergent adverse
12 clinical trials with T-DXd, including phase 3 trials with trastuzumab and a taxane (data cutoff: May 21, 2021)? (such as age, baseline tumor size, body weight) as additive adjudicated drug-related ILD events (TEAEs), using data from DB-02 and DB-03

terms in Cox regression models
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a n d D ESTI NY— B reaSt03 e 648 patients from DB-02 and DB-03 were included in the exposure-efficacy analyses (median age, 54 years; proportion of e There was a significant relationship between T-DXd exposure metrics and OS (P < 0.01) in DB-02 but not in DB-03 e There was a statistically significant relationship (P < 0.001) between increasing T-DXd exposures from dose levels

female patients, 99.4%0) e |n DB-02, CNS metastases, mild/moderate hepatic impairment, tumor size at the 95th percentile, HER2 IHC 2+ BC, and ranging from 0.8 to 8 mg/kg and increasing hazard of any grade and grade 23 ILD

e Although there was a trend for lower PFS in patients with lower exposure, there were no statistically significant age at the 95th percentile were significant predictors of reduced OS at 24 months (Figure 2A)

relationships between T-DXd exposure metrics and PFS over the range of exposures e At Day 360, the incidence rate for any grade ILD with T-DXd 5.4 mg/kg Q3W was higher in patients with lower creatinine

ire Li 1 R T, 2 4 in Li 2 Hel K S * In DB-03, presence of liver metastases, Eastern Cooperative Oncology Group performance status (ECOG PS) =1, and clearance, patients with lower oxygen saturation, and Asian patients from Japan (Figure 3)
Claire Li,' Russ Wada,” Hanbin Li,” Helen Kastrissios, e In DB-02, significant predictors of reduced PFS at 24 months were a history of central nervous system (CNS) metastases tumor size at the 95th percentile were significant predictors of reduced OS at 24 months (Figure 2B)
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