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Introduction

Methods

e Approval of trastuzumab deruxtecan (T-DXd) for the treatment of patients with human epidermal growth factor e This pooled analysis included patients with HER2+ (DESTINY-Breast01/02/03) or HER2-low (defined as immunohistochemistry [IHC] 1+ or 2+ with in situ hybridization e The following safety measures were evaluated across the DESTINY-Breast01/02/03/04 trials:

receptor 2—positive (HER2+) or HER2-low unresectable breast cancer (BC) or metastatic BC (mBC)'? was based
on efficacy data from the DESTINY-Breast01/02/03/04 clinical trials in which T-DXd demonstrated durable

antitumor activity®®

neutropenia®®

e There are no previously published pooled safety data for T-DXd in patients with mBC

Results

Patients

The most common treatment-emergent adverse events (TEAESs) in the T-DXd clinical trials were nausea, fatigue, and

T-DXd has been shown to increase the risk of interstitial lung disease (ILD)/pneumonitis, which has been identified
as an adverse event (AE) of special interest that requires close monitoring and management®*®

e A total of 1216 patients treated with T-DXd 5.4 mg/kg were pooled

[ISH] not ampilified [-]) (DESTINY-Breast04) locally advanced unresectable BC or mBC

— DESTINY-BreastO1 was an open-label, 2-part, multicenter, phase 2 study of T-DXd in patients (n = 184 received T-DXd 5.4 mg/kg) with HER2+ unresectable BC or

mBC that progressed on or after treatment with trastuzumab emtansine (T-DM1) or patients who were intolerant of T-DM1° (data cutoff: March 26, 2021)

— DESTINY-Breast02 was an open-label, randomized (2:1), multicenter, phase 3 study comparing T-DXd (n = 404 treated patients) with treatment of physician’s choice

(TPC; n = 195 treated patients) in patients with HER2+ unresectable BC or mBC who were previously treated with T-DM14 (data cutoff: June 30, 2022)

Table 2. Incidence of Any-Grade Drug-Related TEAEs With T-DXd Treatment Across the DESTINY-Breast Clinical Trials

— DESTINY-Breast03 was an open-label, randomized (1:1), multicenter, phase 3 study comparing T-DXd (n = 257 in safety analysis) with T-DM1 (n = 261 in safety analysis)
in patients with HER2+ unresectable BC or mBC who were naive to T-DM1 but previously treated with trastuzumab and a taxane® (data cutoff: July 25, 2022)

— DESTINY-Breast04 was an open-label, randomized (2:1), multicenter, phase 3 trial comparing the efficacy and safety of T-DXd (n = 371 in safety analysis) with that of
TPC (n = 172 in safety analysis) in patients with HER2-low unresectable BC or mBC?® (data cutoff: March 1, 2023)

Drug-related TEAE incidence and severity, rates of treatment discontinuation and dose reduction,

and deaths

Adjudicated drug-related ILD/pneumonitis incidence, severity, time to onset, duration, resolution,

and outcomes

Onset of adjudicated, drug-related ILD/pneumonitis according to renal status at baseline

Effect of visceral disease at baseline on the incidence of TEAEs

e The overall rate of adjudicated drug-related ILD/pneumonitis in the pooled T-DXd group across the DESTINY-Breast01/02/03/04 clinical trials was 12.7% (Table 3)

— Most ILD/pneumonitis events were grade 1 or 2 (11%), the median (range) time to onset was 176 days (26-960 days), and the median (range) duration was

: - : - : , 3 ; . 56.5 days (1-542 days
Fukuoka, Japan; 8Zhejiang Cancer Hospital, Zhejiang, China; °National Cancer Center, Goyang-si, Republic of Korea; '°Aichi Cancer Center Hospital, across the DESTINY-Breast01/02/03/04 trials (Table 1) T-DXd DB-01 T-DXd DB-02 T-DXd DB-03 T-DXd DB-04 Pooled T-DXd ys | d ) . o o _ . . .
Nagoya, Japan; ''Yale Cancer Center, New Haven, CT, USA; "2Gustave Roussy, Villejuif, France; *LMU University Hospital, Munich, Germany; (N =184) (N = 404) (N = 257) (N =371) (N =1216) — Rates of any-grade adjudicated drug-related ILD/pneumonitis with T-DXd treatment were similar or higher after >3 or <3 prior therapy regimens in
“UCSF Helen Diller Family Comprehensive Cancer Center, San Francisco, CA, USA; "*Daiichi Sankyo, Inc., Basking Ridge, NJ, USA; *Daiichi Sankyo L , the pooled T-DXd group and across the DESTINY-Breast clinical trials; however, the overall number of patients who received <3 prior regimens was
Austria GmbH, Wien, Austria; 7Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea Table 1. Demographics and Baseline Characteristics in the Treatment duration,® median (range), months 10.1 (0.7-39.6) 11.3 (0.7-45.1) 18.2 (0.7-44.0) 8.2 (0.2-39.1) 10.6 (0.2-45.1) compparatively sma?ller Frable 3) P P 9
ezl IR er Gl el Patients who had any drug-related TEAE 183 (99.9) 394 (97.5) 252 (98.1) 357 (96.2) 1186 (97.5) e Across the pooled T-DXd group, patients with adjudicated drug related ILD/pneumonitis events were assessed by the investigators as recovered or resolved for
Objec tive Pooled T-DXd MedDRA preferred term/grouped term (>20%)° most patients (62.6%), not recovered/not resolved for 28 patients (18.1%)
: - .- ooled T-
2Rl CElEE e (N =1216) Nausea 142 (77.2) 277 (68.6) 190(73.9) 271(73.0) 880 (72.4) Table 3. Adjudicated Drug-Related ILD/pneumonitis and Outcomes Across the DESTINY-Breast Studies
e To evaluate the safety profile of T-DXd in patients with HER2+ and HER2-low mBC across the , i 9 P
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manageable safety in the DESTINY-Breast01 , DESTINY—BreastOZ, and DESTINY-Breast03 clinical trials in patients Mild 417 (34 3) increased, hépatic function abnormal, |iV6I” function test abnormal, liver function test inc’reased, transaminas’es increased). ’ ’ regimens, n (%) 2 (1 4-3) 27 (1 5-9) 6 (7-1) 36 (1 1 3) 20 (1 7-9) 19 (1 3-1) 3 (5-7) 42 (1 3-2) 31 (1 1 -7) 124 (1 30)
with HER2-positive mBC (immunohistochemistry [IHC] score 3+ or score 2+ and in situ hybridization (ISH) positive), ' , , , , , , Investigator-assessed outcome of worst ILD/oneumonitis event at data cutoff.9 n (%
and in the DESTINY-Breast04 clinical trial in patients with HER2-low mBC (IHC 1+ or 2+/ISH negative).>¢ During J Medl_an treatment duration was appro?qmately 2-fold longer in the pooled T-DXd gr.oup (10.6 months) than in the comparator arms in DESTINY-Breast02/03/04 g P %N (%)
the trials, the most common side effects experienced by patients treated with T-DXd were nausea, fatigue, and Moderate 128 (10.5) (TPC: 4.6 months, DESTINY-Breast02; 3.5 months, DESTINY-Breast04 and T-DM1: 6.9 months, DESTINY-Breast03) Fatal? 4 (13.8) 1 (2.4) 0 3 (6.7) 8 (5.2)
peutropen_ia. Inte!’stitia.ll Iyng disease (ILD)/pneumonitis, a heterogenous cgllectipn of disorders: that cause Missing/not includeds 6 (0.5) — Exposure-adjusted inc.idence rates (EAI.Rs) were megsured to account for differences ip treatment duration exposure in patient-years between T-DXd and Not recovered/not resolved 7 (24.1) 0 (23.8) 6 (15.4) 5(11.1) 28 (18.1)
!nflammanon or fibrosis in the lungs ar\d may k?e fgtal, has been report.ed in patients treated with T-DXd, and g - comparators and provide a more meaningful comparison (supplementary data are available by scanning the QR code) Recovering/resolving 0 3(7.1) 2 (5.1) 1(2.2) 6 (3.9)
't must be carefully monitored according to guidelines. So far, no studies have been done to evaluate the safety CCOG PS. 1 (9 _  Grade >3 TEAE EAIRs were 0.48 (pooled T-DXd), 0.77 (TPC, DESTINY-Breast02), 0.65 (T-DM1, DESTINY-Breast03), and 1.81 (TPC, DESTINY-Breast04) | | |
of T-DXd using data that were pooled from these DESTINY-Breast clinical trials. , N (%) _ | _ | | _ Recovered/resolved with sequelae 2 (6.9) 3 (7.1) 2 (5.1) 5(11.1) 12 (7.7)
_ _ e Rates of drug-related TEAEs were consistent regardless of the presence or absence of visceral disease at baseline (defined as any target or nontarget tumor in
How did we perform this researc_h? | N 0 679 (55.8) prespecified lesion locations) Recovered/resolved 15 (51.7) 4 (57.1) 29 (74.4) 29 (64.4) 97 (62.6)
Safety data from patients treated with T-DXd 5.4 mg/kg every 3 weeks in the DESTINY-Breast01/02/03/04 clinical _ o _ _ , , _ , o _ Missina/unknown 1(3.4) 1(2.4) 0 2 (4.4) 4(2.6)
trials were pooled and analyzed to evaluate drug-related adverse events and adjudicated, drug-related ILD/ 1 535 (44.0) — Inthe pool_ed T—DXd group, grade >3 TEA.Es were reported in 44.9% of patients (452/1006) with visceral disease at baseline and in 44.8% of patients g - : - :
pneumonitis. The effect of renal function at baseline on the incidence of ILD/pneumonitis was also investigated. ' (94/210) without visceral disease at baseline Grade was based on the LD/pneumonitis adjudication commitee’s adjudication whereas outcome was based on the investigator's report .
®Time to first adjudicated drug-related ILD/pneumonitis onset date (days) is defined as the onset date of first ILD/pneumonitis adjudicated as drug-related - first dose date + 1.
What were the findings of this research and what were the implications? 2 2 (O 2) °Duration is defined as AE end date — AE start date + 1. AE is the event corresponding to the first adjudicated drug-related ILD/pneumonitis for each patient.
The results showed that the safety profile of T-DXd was consistent in patients with HER2+ and HER2-low mBC . FI gure 1. Tlm e tO Onset Of Adedl cated Drug-ReIated ".D /pneumonitis Wlth T-DXd Treatment TIB?p?ZZ%TQEEr for outcome of the worst ILD/pneumonitis event is based on adjudicated drug-related ILD/pneumonitis and the outcome of the worst ILD/pneumonitis event is based on the investigator-reported outcome of adjudicated drug-related
in the DESTINY-Breast01/02/03/04 clinical trials. The duration of treatment with T-DXd was twice as long as the . : :
comparator treatments in the trials. When this difference in treatment exposure was accounted for, the rates of r’:l]:gzgtg sperit(:iaregr;ne]zri]asnlr(]r;?\e o) 3 (0-27) 05 — Adjudicated drug-related e There was an apparent association between moderate renal impairment at baseline and higher rates of ILD/pneumonitis and earlier onset (Table 4)
grade 3 or higher adverse events were lower with T-DXd than with trastuzumab emtansine (T-DM1), another 9; 9 ILD/pneumonitis
HER2-targeting ADC, or physician’s choice of chemotherapy. Overall, ILD/pneumonitis was reported in 12.7% of “Defined as any target or nontarget tumor in prespecified lesion locations —+— T-DXd DB-01 Table 4. Adiudi e . .
! umor i ffied lesi lons. . i Drug-Rel ILD/pneumonitis in the T-DXd Pool f r A rdin Renal Baselin
patients in the pooled T-DXd safety analysis group, and the rates of ILD/pneumonitis were similar or higher after "Patients had to have adequate renal function (CrCl =30 mL/min, calculated using the Cockcroft-Gault > 04 - T-DXd DB-02 able djudicated Drug-Related ILD/pneumonitis in the d Pooled Safety Group According to Renal Status at Baseline
. . . . . equation) to enter the trials. Normal renal function was defined as CrCl 290 mL/min, mild impairment was E T-DXd DB-03
3 or more prior therapy regimens than after fewer than 3 therapy regimens in all trials except DESTINY-Breast03. defined as CrCl 60-89 mL/min, and moderate impairment was defined as CrCl 30-59 mL/min in accordance o) Pooled T-DXd
ILD/pneumonitis was more common and more severe, and occurred earlier, in the subgroup of patients who with guidelines.” In DESTINY-Breast04, a protocol deviation and an error concerning laboratory migration ® HH | T-DXd DB-04
had moderate renal impairment at baseline (patients with severe renal disease were excluded from the trials). resulted in data from 6 patients not being included in the subgroup analysis for renal impairment at baseline. '§ 0.3 - (N =1216)°
T-DXd demonstrated an acceptable and generally manageable safety profile, and there were no new safety find- _ % N . I ”“i - H | Normal® Milde® Moderate?®
ings in this large pooled population of patients from the DESTINY-Breast clinical trials. Patients should be monitored T-DXd Safety in DESTINY-Breast01/02/03/04 2 "VHH_lI i T ANTHTTILILITLL\RY RATHTIENT WA Renal Function Status (n = 665) (n =417) (n = 128)
carefully for the onset of ILD/pneumonitis, particularly considering a potentially increased risk in those with moderate © T i IIM-H-M—!l o |
renal impairment. e The median duration of T-DXd treatment was longest in = oA vl B g Adjudicated highest CTCAE grade, n (%)
Where can | access more information? DESTINY-Breast03, followed by DESTINY-Breast02, DESTINY-BreastO1, S Any grade 75 (11.3) 48 (11.5) 31 (24.2)
To learn more about the trials in this study, you can visit: and DESTINY-Breast04; the overall median (range) treatment duration
o DESTINY-Breast01, https:/clinicaltrials.gov/ct2/show/NCT03248492 in the pooled T-DXd group was 10.6 months (0.2-45.1 months) Grade 1 21(3.2) 13(3.1) 6(4.7)
 DESTINY-Breast02, https:/clinicaltrials.gov/ct2/show/NCT03523585 (Table 2) | | | | | | | | | | | Grade 2 42 (6.3) 30 (7.2) 20 (1 5. 6)
e DESTINY-Breast04, https://clinicaltrials.gov/ct2/show/NCT03734029 DESTINY-Breast01/02/03/04 clinical trials regardless of HER?2 status 600 720 840 960 1080 1200 1320 1440 1560 1680 1800 ' '
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with the longer treatment duration in DESTINY-Breast03

Deaths are derived from overall survival. Patients still at risk are those without an event of adjudicated drug-related ILD/pneumonitis or death.

®CrCl, >90 mL/min.

°CrCl, 60-89 mL/min.
9CrCl, 30-59 mL/min in accordance with guidelines.”®
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