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Background EN-’{MBLE

® |[n the DESTINY-Breast09 trial, T-DXd plus pertuzumab as first-line
treatment for HER2+ metastatic breast cancer (mBC) demonstrated a
significant improvement in PFS with safety consistent with previous
observations, although the incidence of nausea and interstitial lung disease

(ILD)/pneumonitis was higher compared with trastuzumab, pertuzumab, and
taxane.’

® T-DXd is expected to become the new first-line standard of care for HER2+

mBC, highlighting the increasing importance of discussions on subsequent
therapies and T-DXd re-administration (rechallenge).

1. Tolaney SM, et al. N Engl J Med. 2025;394(6):551-562. doi: 10.1056/NEJM0a2508668.

Abbreviations: ILD, interstitial lung disease; mBC, metastatic breast cancer; PFS, progression-free survival.
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Objective EN-’{MBLE

® EN-SEMBLE (JRCT1030220506) was a real-world, nationwide cohort study
conducted in Japan to investigate the distribution and treatment outcomes of

subsequent treatments after T-DXd discontinuation in patients with HER2+
mBC.2

® This analysis assessed the effectiveness and safety of T-DXd rechallenge in
patients who received one intervening line of treatment following the T-DXd
in the EN-SEMBLE study.

2. Nozawa K, et al. ESMO Open. 2025;10(8):105511. doi: 10.1016/j.esmoop.2025.105511.

Abbreviations: jRCT, Japan Registry of Clinical Trials; mBC, metastatic breast cancer.
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Study Design EN-’{MBLE

EN-SEMBLE Study: A nationwide cohort study using data from real-world settings in Japan (222 sites)

All-patient PMS3 EN-SEMBLE study
(jRCT1080225197) (jRCT1030220506)
Patients who started T-DXd Eligibility Criteria Endpoints
treatment for HER2+ mBC * Enrolled in all-patient PMS - Distribution of post—T-DXd regimens
* Have discontinued T-DXd treatment - Effectiveness: rwPFS, rwTTF, wTTNT, OS, etc.

Registration period: Have started a post—T-DXd treatment + Safety: incidence of ILD

2020/5/25 (launch date of T-DXd) to |C/opt-out consent
2021/11/30 Eligibility period for enroliment: 2020/5/25 to 2023/5/31

Age 218 years Observation period: 2020/5/25 to 2023/11/30

3. Tsurutani J, et al. Breast Cancer. 2026;33(2):346-358. doi: 10.1007/s12282-025-01814-3
T-DXd Rechallenge Subgroup Analysis
® Ad-hoc analysis of EN-SEMBLE study (data cutoff date: 2023/11/30).

® Patients who received T-DXd rechallenge as their second treatment following initial T-DXd were included
in this analysis.

® For context, effectiveness outcomes were also determined in patients who did not receive T-DXd.

Abbreviations: IC, informed consent; ILD, interstitial lung disease; jRCT, Japan Registry of Clinical Trials; mBC, metastatic breast cancer; OS, overall survival; PMS, post-marketing surveillance; rwPFS,
real-world progression-free survival; rwTTF; real-world time to treatment failure; rwTTNT, real-world time to next treatment.
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Outcomes EN.’{MBLE

Outcomes of the post-T-DXd treatment, determined by T-DXd
rechallenge subgroup analysis

® Effectiveness

 rwPFS, rwTTF, and OS
 ORR and BOR (assessed by the attending physician)
All assessed from the start of the T-DXd rechallenge or another second

post—T-DXd treatment

® Safety
* |ncidence of ILD

® The timeline from the initial T-DXd treatments to the next treatment lines and
T-DXd rechallenge were visualized using swimmer plots.

Abbreviations: BOR, best overall response; ILD, interstitial lung disease; ORR, objective response rate; OS, overall survival; rwPFS, real-world progression-free survival; rwTTF, real-world
time to treatment failure.
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Patient Disposition EN-’{MBLE

Patients receiving T-DXd n=1213
; i _ ; Patients excluded from registration n=538
(Patients enrolled in all-patient PMS)  Confinued T.DXd treatrent 73
+ Did not receive next treatment n=273
* Next treatment pending n=34
» Written consent not obtained n=4
» Other n=32
Registered patients n=675 » Unknown/missing n=24
(Discontinued T-DXd and started the next treatment) ) )
Patients excluded from analysis set n=11
» T-DXd treatment not started between 2020/5/25 and 2021/11/30 n=4
* Not enrolled in the all-patient PMS n=3
+ Did not start a subsequent treatment after discontinuation of T-DXd n=3
. * Written consent not obtained, or withdrawal from the study n=5
Analysis set n=664
(Received first post—T-DXd treatment) )
Second post—T-DXd treatment not received n=255
* The first post-treatment: continuation n=64
* The first post-treatment: discontinuation n=187
(PD, n=133; ILD, n=2; AEs [other than ILD], n=16; other, n=36)
. * Unknown n=4
Received second post-T-DXd treatment
n=409
| We focused on the group that underwent T-DXd
| | rechallenge after receiving different treatments.
e [vr T T Due to inherent biases, the Tx other than T-DXd
- rechallenge X other than I- :
roup is used solely as a reference.
n=26 (6.4%) n=383 (93.6%) grotip y

Abbreviations: AE, adverse event; ILD, interstitial lung disease; PD, progressive disease; PMS, post-marketing surveillance; Tx, treatment.
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Patient Background 1 EN-%MBLE

Timing of the patient's background @ Prior cancer therapy for mBC before initial T-DXd
T-DXd Tx other than
EN-SEMBLE Study rechallenge T-DXd
n=26 n=383
Initial T-DXd | | 1st post-T-DXd | | 2;‘_"[))"(35;;5')2?]92‘ . . (n=26) { )
Tx Tx B No. of prior regimens
A< > A No. of lines* 4 (3-5) 3 (2-5)
@ €) @ .
>3 lines 22 (84.6) 261 (68.1)
. Prior regimens
D At the start of the first post-T-DXd treatment =
Anti-HER2 therapy 25 (96.2) 377 (98.4)
T-DXd Tx other than Trastuzumab 23 (88.5) 361 (94.3)
rechallenge T-DXd
(n=26) (n=383) Pertuzumab 21 (80.8) 350 (91.4)
Age, years* 56.5 (50-67) 59.1 (51-68) T-DM1 25 (96.2) 348 (90.9)
Hormone receptor positive 18 (69.2) 238 (62.1) HER2-TKI 11 (42.3) 108 (28.2)
ECOG PS 22 3 (11.5) 22 (5.7) Chemotherapy 24 (92.3) 343 (89.6)
Visceral metastasis 22 (84.6) 302 (78.9) Endocrine therapy 13 (50.0) 153 (39.9)
Brain metastasis 9 (34.6) 75 (19.6)

Data are n (%) unless otherwise indicated. *Median (Q1-Q3).

Abbreviations: ECOG, Eastern Cooperative Oncology Group; mBC, metastatic breast cancer; PS, performance status; T-DM1, trastuzumab emtansine; TKI, tyrosine kinase inhibitor; Tx, treatment.
This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute.
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Patient Background 2

@ Initial T-DXd treatment

T-DXd
rechallenge
(n=26)
mBC status
De novo stage IV 3 (11.5)
Recurrent breast cancer 21 (80.8)

DOT for initial T-DXd, months*

10.6 (8.5-14.6)

BOR for initial T-DXd

treatment
CR 4 (15.4)
PR 14 (53.8)
SD 5(19.2)
PD 1(3.8)
NE 2(7.7)
ILD incidence related to initial 4 (15.4)

T-DXd

Tx other than
T-DXd
(n=383)

165 (43.1)
209 (54.6)
7.9 (5.5-12.8)

10 (2.6)

208 (54.3)

122 (31.9)
37 (9.7)
6 (1.6)

95 (24.8)

EN-’{MBLE

T-DXd Tx other than
rechallenge T-DXd
(n=26) (n=383)
Reason for discontinuation
of initial T-DXd
PD 11 (42.3) 274 (71.5)
ILD 4(15.4) 89 (23.2)
AEs other than ILD 6 (23.1) 9 (2.3)
Others 5(19.2) 11 (2.9)
Interval between initial T-DXd
discontinuation and 2nd post-
treatment (T-DXd rechallenge 5.7 (3.7-11.4) 5.2 (3.5-8.4)

or Tx other than T-DXd),
months*

Data are n (%) unless otherwise indicated. *Median (Q1-Q3).

Abbreviations: AE, adverse event; BOR, best overall response; CR, complete response; DOT, duration of treatment; ILD, interstitial lung disease; mBC, metastatic breast
cancer; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; Tx, treatment.
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Survival

Outcomes

T-DXd rechallenge and Tx other than T-DXd

Median follow-up
e T-DXd rechallenge: 10.3 mo (Q1-Q3, 4.6-12.9)

(Status at DCO: 38.5%

e Tx other than T-DXd :

(Status at DCO: 12.3%

rwPFS

continuing, 61.5% discontinued, 0% unknown)

8.4 mo (Q1-Q3, 4.6-13.7)
continuing, 87.5% discontinued, 0.3% unknown)

Descriptive only; no covariate adjustment; selection bias likely.

rwTTF

EN-%MBLE

(95% CI)
6 mo 12 mo Median
T-DXd rechallenge 49.1% 32.6% 4.9 mo
(n=26) (28.8, 66.6) | (14.1, 52.6) (3.0, NO)
Tx other than 25.0% 9.1% 3.2 mo
T-DXd (n=383) (20.7, 29.6) | (6.2, 12.7) (2.9, 3.5)

o
0y

Descriptive only; no covariate adjustment; selection bias likely.

100 100
—T-DXd rechallenge 6 mo (95% CD) ——T-DXd rechallenge
——Non-T-DXd rechallenge 80.6% (59.5, 91.4) ——Non-T-DXd rechallenge

L /5 g 75 156 (95% I

g Median (95% CI) N | 71.6% (44.2, 87.3)

£ 6 mo (95% CI) T-DXd rechallenge: 6.5 mo (2.5, NC) 2 24.3%

e 52.7% (31.9, 69.9) Tx other than T-DXd: 3.3 mo (3.0, 3.7) = (69.5, 78.5)

8§ 50 ® 50

o 12 mo (95% CI) o

a Ll 36.3% (16.8, 56.2) r

wn + 45.9%

» 8 (40.3, 51.4)

[a

z 25 25 P

| . -

Median (95% CI)
26.9% T-DXd rechallenge: 14.2 mo (11.8, NC)
22.4,31.6 —t -DXd: 10. ) .
. ( ) 10.8% (7.6, 34.6) u . . Tx other than T-DXd: 10.8 mo (9.8, 12.7)

Month 0 2 4 6 8 10 12 14 16 18 20 22 24 Month 0 2 4 6 8 10 12 14 16 18 20 22 24
No at risk No at risk
:éCDh);?I enge 26 21 17 12 10 6 2 1 1 0 0 0 0 Ié?h);‘ljlenge 26 25 22 18 17 14 8 4 2 0 0 0 0
Iﬁath?BX 4 383 286 142 91 55 35 26 17 12 10 7 3 3 tT;‘a‘r’]tQ%X 4 383 353 300 256 203 150 115 93 71 53 40 25 14

Medians and their 95% Cls were calculated using the Kaplan—Meier method.
Abbreviations: mo, month; NC, not calculated; OS, overall survival; rwPFS, real-world progression-free survival; rwTTF, real-world time to treatment failure; Tx, treatment.
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Tumor Response

(assessment by the attending physician)

T-DXd rechallenge (n=26)

EN-%MBLE

Objective response rate:
26.9% (95% CI 11.6, 47.8)

Best overall response:
CR 3.8% (1)

Tx other than T-DXd (n=383)

Objective response rate:
9.4% (95% CI 6.7, 12.8)

Best overall response:
CR 0.5% (2)

Abbreviations: CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; Tx, treatment.

This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute. 11
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Swimmer Plot for Treatment Duration

(T-DXd Rechallenge, n=26)

EN-%MBLE

Initial T-DXd Tx T-DXd rechallenge
=4 e T-DXd rechallenge

. Inltlal T-DXd TX + 1St pOSt TX DOT BOR Discontinuat DOT BOR
1 1 (mo) ion reasons (mo) | | | |
| | 55 PR AE 175 NE | | | |
! ! 76 | PR AE 12.9 SD ! ! ! !
! ! 10.6 | NE ILD 115 SD ! ! ! !
| ! 15.2 PR Others 10.4 NE ! ! ! !
. . 16.4 | PR ILD 10.2 PR | | | |
! ! 83 | CR | Others 9.4 PR | | : l
: L 14 | NE AE 8.6 PR ! ! ! !
! ! 131 | PR AE 8.5%* PR ' ' ' .
L ' 9.1 PR AE 8.1 PR .
" T-DXd (initial T-DXd Tx) | ! 28 | sb s o NE =»  Ongoing
1
" No Txfollow up : gg gs IIID_I:E)) 4613 ZB ¢ Death
! . .
Anti-HER2 antibody ! 136 | PR ILD 46 PR A PD
1 9.1 SD Others 45 SD Discontinuation
B HER2-TKI ! 85 | CR | AE 4.1 NE ©
' 5.2 PD PD 4.0 PD ! ! ! !
I 1 1 1 1
" ADC ! 163 | CR | Others 3.7 PD : : : :
Chemo ! 228 | sD PD 35 PD ! ! ! !
! 1.7 CR Others 3.0 CR 1 i i i
Chemo+BEV | 146 | PR PD 25 NE : : | l
. ! 10.1 | SD PD 2.1% PD ! ! ! !
Bl E7(=CDK4sei) : 110 | PR PD 1.8 SD ! ! ! !
: 13.6 PR PD 1.6 PD : : : :
. T-DXd (rechallenge) | 105 | SD PD 1.6 PD . . . |
| 150 | PR PD 1.2 PD | : : ]
! ! 83 | PR PD 0.9 NE ! ! ! !
35 30 20 25 30 35
(months) (months)

‘AE’ under Discontinuation reasons refers to AEs other than ILD. Median DOT for patients discontinuing initial T-DXd due to PD (*) and for those discontinuing for reasons other than PD (**).

Abbreviations: ADC antibody—drug conjugate; AE, adverse event; BEV, bevacizumab; BOR, best overall response; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Chemo, chemotherapy; CR, complete
response; DOT, duration of treatment; ET, endocrine therapy; ILD, interstitial lung disease; mo, months; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; TKI, tyrosine

kinase inhibitor; Tx, treatment.
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rwPFS Stratified by Key Factors During Initial T-DXd Tx EN-%MBLE

Stratified by BOR during initial T-DXd treatment (CR/PR vs SD/PD/NE)

T-DXd rechallenge (n=26)

Tx other than T-DXd (n=383)

100 (95% CI) 6 mo 12 mo Median
—_ _ 60.0% 38.1% 8.5 mo
) CR/PR (n=18) (33.7, 78.7) | (15.1, 61.1) (2.5, NC)
& 75 _ 37.5% 4.2 mo
> |‘_I_|_|;‘SD/PD/NE (n=8) | (57, 67.4) NC (1.1. NC)
E
o 90
3 | n
| .
(s
0] 25
[T
(s
z
= 0 1 1 1 1 1 1 1 1 1 1 1 ]
Month 0 2 4 6 8 10 12 14 16 18 20 22 24
No at risk
CR/PR 18 14 12 9 8 5 2 1 1 0 0 0 0
SD/PD/NE 8 7 5 3 2 1 0 0 0 0 0 0 0

100 (95% CI) 6 mo 12 mo Median
o) _ 26.8% 12.7% 3.1 mo
) — CR/PR(n=218) (209, 33.1) | (8:2,18.1) | (2.8, 3.5)
> 75 _ _ 27.0% 8.3% 3.5 mo
= \hq\ SD/PD/NE (n=165) | 553 34.2) | (4.3, 13.9) | (3.0, 4.2)
[+
4 50
1
(o
v \h\q"&
o 25
z %‘_‘_
[
0 1 1 1 1 1 1 1 1 1 |-_ T 1
Month 0 2 Z 6 8 10 12 14 16 18 20 22 24
No at risk
CR/PR 218 158 74 51 34 24 18 11 9 8 7 3 3
SD/PD/NE 165 128 68 40 21 11 8 6 3 2 0 0 0

T-DXd rechallenge (n=26) (95%Ccn| 6 mo 12mo | Median
PD(n=11) 9.1% NC 2.1 mo
100 — - (0.5, 33.3) (0.9, 4.0)
. — ILD/Other 85.6% 58.3% NR
L AEs/Other (n=15) | (53.3, 96.2 | (26.1, 80.6)
< 75
2 .
0
8 50
; '
(s
£ 25
(s
: 1
[
0 | | | | | | | | | | | |
Month 0 2 4 6 8 10 12 14 16 18 20 22 24
No at risk
PD 11 6 3 1 0 0 0 0 0 0 0 0 0
ILD/Other AEs/Others 15 15 14 11 10 6 2 1 1 0 0 0 0

Medians and their 95% Cls were calculated using the Kaplan—Meier method.
Abbreviations: AE, adverse event; BOR, best overall response; CR, complete response; ILD, interstitial lung disease; NC, not calculated; NE, not evaluable; NR, not reached; PD, progressive disease; PR, partial response;

SD, stable disease; Tx, treatment.

Tx other than T-DXd (n=383) (95%cn| 6 mo 12mo | Median
— PD(n=274) 21.0% 8.0% 3.0 mo
100 (16.2,.26.2) | (5.0,.11.9) (2.7,..3.3)
§ == JLD/Other 41.9% 18.1% 4.9 mo
< AEs/Other (n=109) | (32.2, 51.2) | (10.5, 27.4) | (3.7, 6.0)
Z 75
=
3
o 50
(o'
w
L5 \“\?ﬂ\‘\
z -\-\\‘Hﬁl_l_;‘—l—l_l
| .
0 | | | | | | | | | T
Month 0 2 4 6 8 10 12 14 16 18 20 22 24
No at risk
PD 274 199 84 51 30 21 16 9 6 6 3 1 1
ILD/Other AEs/Others 109 87 58 40 25 14 10 8 6 4 4 2 2
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ILD Incidence enfmaie

Among the 26 patients who underwent T-DXd rechallenge:
® No incidence of ILD was recorded during the T-DXd rechallenge period.

® Four patients had experienced ILD during their initial T-DXd treatment.
These four patients did not experience a recurrence of ILD during their
subsequent treatment or the T-DXd rechallenge.

Abbreviation: ILD, interstitial lung disease.

This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute. 14
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Limitations EN-’{MBLE

® The findings are based on a small sample size.

® T his was an observational study conducted in clinical practice, and although
subject to many treatment selection biases, statistical adjustment has not
been performed.

®Rechallenge with T-DXd in patients who experienced ILD was evaluated Iin
only four patients, and the safety analysis was insufficient.

Abbreviation: ILD, interstitial lung disease.

This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute.
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Summary of Results EN-’{MBLE

The real-world outcomes for 26 patients with HER2+ mBC who received
T-DXd rechallenge after one intervening treatment following the T-DXd were examined.

1. The rechallenge group achieved numerically longer rwPFS, rwTTF, and OS, as well as
numerically higher ORR. Additionally, despite receiving a later line of treatment, a higher
proportion of patients in the rechallenge group were continuing to receive the treatment at
the data cutoff.

2. Patients whose reason for discontinuation of initial T-DXd treatment was not due to PD
may benefit more in terms of treatment outcomes of T-DXd rechallenge.

3. No ILD events occurred during the rechallenge, including in four patients with a history of
ILD related to initial T-DXd.

Abbreviations: ILD, interstitial lung disease; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; rwPFS, real-world progression-free
survival; rwTTF, real-world time to treatment failure.

This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute.
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Conclusion EN-’{MBLE

® These results suggest that patients with HER2+ mBC may benefit from
T-DXd rechallenge after one intervening therapy, particularly those who
discontinued their initial T-DXd treatment without PD due to AEs
iIncluding, but not limited to ILD.

®No ILD events were observed during the rechallenge, including in four
patients who had previously experienced ILD related to the initial T-DXd

treatment.
[=] A2 [m]

Copies of this presentation obtained through Quick Response
Code are for personal use only and may not be reproduced
without permission from the author of this material.

Abbreviations: ILD, interstitial lung disease; mBC, metastatic breast cancer; PD, progressive disease.

This presentation is the intellectual property of the author/presenter. Contact them at kazuki.nozawa7@gmail.com for permission to reprint and/or distribute.
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OS Stratified by Key Factors during Initial T-DXd Tx

EN-%MBLE

Stratified by BOR during initial T-DXd treatment (CR/PR vs SD/PD/NE)

(95% CI) 6 mo 12 mo Median (95% CI) 6 mo 12 mo Median
T-DXd rechallenge (n=26) — CRUPR (ne1 83.3% =4 1% 142 mo Tx other than T-DXd (n=383) - ~3.9% 45 7% 106 mo
CR/PR (n=18) | 565794.3) | (43.0,89.9) | (11.8, NC) = CR/PR (n=218) (67.4, 79.3) | (38.3. 52,8) | (9.4, 13.7)
75.0% 74.8% 46.2% 10.9 mo
100 — = 100 —_— =
— = SD/PD/NE (n=8) | 315 93.1) NC NR — SD/PD/NE (n=165) | ¢ 3 50.9) | (37.6, 54.4) | (9.3, 14.9)
R R
e e
8 50 S 5o |
(o] (o]
2 L. 2
un un
o 25 O 25 .._I_LL_
O 1 1 1 1 1 1 1 1 1 1 1 ] O 1 1 1 1 1 1 1 1 1 1 1 ]
Month 0 2 4 6 8 10 12 14 16 18 20 22 7a Month 0 2 4 6 8 10 12 14 16 18 20 22 7a
No at risk No at risk
CR/PR 18 18 15 13 13 12 8 4 2 0 0 0 0 CR/PR 218 202 171 147 117 85 66 54 42 33 25 19 12
SD/PD/ND 8 7 7 5 4 2 0 0 0 0 0 0 0 SD/PD/NE 165 151 120 109 86 65 49 39 29 20 15 6 2

_ (95% CI) 6 mo 12 mo Median
T-DXd rechallenge (n=26) Tx other than T-DXd (n=383) || _ PD (ne274 70.5% 39.7% 9.7 mo
(n=274) (64.6, 75.6) | (33.3,46.0) | (8.4, 10.8)
100 | 100 — ILD/Other 83.7% 62.4% 20.0 mo
= Ll_‘ g AEs/Others (n=109) | (75.1, 89.6) | (51.2, 71.7) (13.0, NC)
Q —
= 75
sl 1 2
E (95% CI) 6 mo 12 mo Median _g
2 _ _ 63.6% 42.4% 11.8 mo 8 g
5 0 PD (n=11) | 9.7, 84.5) | (8.2, 74.5) | (2.3, NC) 2 ‘\\\H —
o == JLD/Other
“ 92.9% 92.9% 0
& 25 AEs/Others | 557 99 0 | (59.1, 99.0) NR S 2 R .
] (n=15)
1 1 1 1 1 1 1 1 1 1 1 ]
0 1 1 1 1 1 1 1] 1 1 1 1 ] 0
Month 0 2 4 6 8 10 12 14 16 18 20 22 24 L"g”atthrisk 0 2 - b g 10 12 14 Js I8 J0 2 24
218 at risk —— - - 2 5 - 5 5 5 5 5 PD 274 248 204 173 136 98 72 55 40 27 17 9 5
P other Aot 1 e s b o o & ! g 0 g g ° ILD/Other AEs/Other 109 105 96 83 67 52 43 38 31 26 23 16 9

Medians and their 95% Cls were calculated using the Kaplan—Meier method.
Abbreviations: AE, adverse event; BOR, best overall response; CR, complete response; ILD, interstitial lung disease; NC, not calculated; NE, not evaluable; NR, not reached; OS, overall survival; PD, progressive disease;

PR, partial response; SD, stable disease; Tx, treatment. 19
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