DESTINY-Breast11: neoadjuvant trastuzumab deruxtecan
alone or followed by paclitaxel + trastuzumab + pertuzumab
vs ddAC-THP for high-risk HER2+ early breast cancer
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Background

= With no new therapies in over a decade,’ there remains an unmet need for more effective and less toxic
neoadjuvant regimens for HER2+ early-stage breast cancer (eBC)

» Pathologic complete response (pCR) is a prognostic factor for event-free survival (EFS) and overall
survival in patients with HER2+ eBC< and provides essential information to support clinical decision-making

— With existing SOC regimens, 39-64% of patients'>? have pCR; rates are lower in patients with
hormone receptor (HR )—positive disease and those who are high risk (large tumor size, extensive
nodal involvement)? &

— Patients with pCR are eligible for less burdensome subsequent treatments (reduction in extent of surgery
and less toxic post-neoadjuvant therapy)'%-12

« SOC regimens (eg ddAC-THP, TCbHP) have acute (hematological and gastrointestinal) AEs'1* and
long-term sequelae, including cardiotoxicity, '%.'% secondary leukemia,'’ and neuropathy®

« T-DXd has demonstrated improved survival outcomes vs previous SOC in the metastatic setting® 17

DESTINY-Breast11 aimed to bring T-DXd to the neocadjuvant setting to determine whether this would

improve efficacy and safety for patients with high-risk, HER2+ eBC
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DESTINY-Breast11 study design

A randomized, global, multicenter, open-label, Phase 3 study

(NCT05113251) ——

, T-DXd* - THP! Recommended Primary endpoint
Patient population > 4 + 4 cycles post-neoadjuvant . pCl?’ ();pTOhs ypNO) by blinded
HERZ 800 )l | protocoll 80condary endpoints
* HR-positive or AR Pl | pCR: raciotherapy and * PCR (ypT0 ypNO) by blinded
HR-negative $:4.4 el | concomitant trastuzumab & central review
+ High-nsk defined as: (l:) pertuzumab for up 1o 1 year | « EFS

No pCR: radiotherapy and | * Safety
T-DM1 for up 1o 14 cycles « Pharmacokinetics and

2¢T3 and NO-3 or
cTO-4 and N1-3

- Inflammatory BC HR-positive: endocrne Immunogenicity
therapy « Invasive disease-free survival
« Overall survival
Stratification factors « Health-related quality of life
* HR siatus: ER and/or The T-DXd alone arm closed on March 13 2024, following Additional outcome
PR-positive or negative Independent Data Monitoring Committee recommendation measures
« HER2 status: (IHC 3+ or The reasons were multifactonal, includng a lower pCR rate, low likelhood + Residual cancer burden (RCB)
ISH+ in the absence of that T-DXd alone would be superior to ddAC-THP, and the timing of surgery

IHC 3+ status)
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Patient disposition

Screened (N=1419)
v

Randomized 1:1:1 (N=927)

n (%) T-DXd-THP (n=321) ddAC-THP (n=320) Xd (n=286
Treated 320 (99.7) 312 (97.5) 283 (99.0)
Discontinued study treatment*
Any 54 (16.9) 43(13.8) 52(18.4)
Individual drug T-DXd T H P AC T H »

9(2.8) 45(14 4) 7(22) 7(22) 9(29) 36 (12.0) 9(3.0) 1M1(37)

Reason for discontinuation*

AE 4(1.3) 41(13.1) 7(22) 7(22) 3(1.0) 27 (9.0) 4(1.3) 5(1.7) 22(7.8)
Disease progression 0 0 0 0 1(0.3) 2(0.7) 2(0.7) 2(0.7) 4(1.4)
Patient decision 3(0.9) 2(0.6) 0 0 4(1.3) 6(2.0) 2{0.7) 3(1.0) 4(1.4)
Other 2(0.6) 1(0.3) 0 0 1(0.3) 0 0 0 21(7.4)
Death 0 1(0.3) 0 0 0 1(0.3) 1(0.3) 1(0.3) 1(0.4)
Underwent surgery on trialt 312(97.2) 300 (93.8) 274 (95.8)
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Patient demographics and key baseline characteristics

T-DXd-THP (n=321) ddAC-THP (n=320)

50 (23-79)

Median (range) age, years 50 (25-82) 50 (23-79)
Female, n (%) 321(100) 320 (100) 286 (100)
Asia 152 (47.4) 152 (47.5) 124 (43.4)
Western Europe 69 (21.5) 77 (24.1) 66 (23.1)
Geographical region, n (%) North America 43(13.4) 41(12.8) 52 (18.2)
Rest of world® 57 (17.8) 50 (15.6) 44 (15.4)
Asian 160 (49.8) 157 (49.1) 127 (44.4)
White 140 (43.6) 137 (42.8) 139 (48.6)
Race, n (%) Black or African American 5(1.6) 7(2.2) 7(2.4)
Other 12(3.7) 10(3.1) 8(2.8)
Eastern Cooperative Oncology Group 0 278 (86.6) 280 (87.5) 252 (88.1)
performance status score, n (%) 1 43(134) 40(12.5) 34(11.9)
IHC 3+ 280 (87.2) 283 (88.4) 254 (88.8)
HIRRZ Siatus; 0 (9 Other 40 (12.5) 36 (11.3) 32(11.2)
HR status, n (%)% Positive’ 236 (73.5) 235 (73.4) 205 (71.7)
cT0-2 176 (54.8) 188 (58.8) 157 (54.9)
Clinical tumor stage, n (%) cT3-4 145 (45.2) 132 (41.3) 129 (45.1)
NO 26 (8.1) 35 (10.9) 20 (7.0)
Nodal status, n (%)! N+ 287 (89.4) 281(87.8) 254 (88.8)
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PCR (ypTO0/is ypNO): primary endpoint

ITT populationt (primary endpoint)

A11.2%
100 1 (95% CI14.0, 18.3; P=0.003%)

I
80 - 67.3 |
56.3

216/321 180/320
T-DXd-THP ddAC-THP

Neoadjuvant T-DXd-THP demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP
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PCR (ypTO0/is ypNO): primary endpoint
reeve

A16.1%
A11.2%

(95% CI1 3.0, 28.8)
100 4 (95% CI14.0, 18.3; P=0.003%)

A9.1% , |
(95% C1 0.2, 17.9) 83.1

[ l 67.1
61.4
52.3

|
801 673 |
56.3

216/321 180/320 145/236 123/235
T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP T-DXd-THP

Neoadjuvant T-DXd-THP demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP

Improvement was observed in both the HR-positive and HR-negative subgroups

ddAC-THP
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PCR (ypTO0/is ypNO) by subgroups

pCR rate, % (n/N)

T-DXd-THP
(n=321) APCR. % (95% C)

All pationts 67.3 (216/321) 56.3 (180¢320) — 11.2 (40,18.3)

<G5 yoars 66.7 (188/282) 58.0 (167/288) ey 8.7 (0.7, 16.5)
Age at baseline *65 yoars 71.8 (28/39) 40.6 (13/32) ‘ 31.2 (80, 51.4)

Asia 66.5 (101/152) 56.6 (88/152) - e 9.9 (-1.1,2086)

Waestern Eurcpe 75.4 (52/69) 62.3 (48/77) 13.0 (-22,27.5)
Geographical region North Am 74.4 (32/43) 36.6 (15/41) 37.8 (168,557)

Rest of workd* 54.4 (31/57) 62.0 (31/50) -7.6 (=257, 11.2)
Eastern Cooperative Oncology 0 68.7 (191/278) 55.7 (1580280) . 13.0 (5.0,20.9)
Group performance status score | 58,1 (25/43) 60.0 (24/40) ' - -1.9 (=226, 19.1)

Post 68.8 (86/125) 56.9 (87/153) —_— 11.9 (0.5, 23.0)
ROpRNES! S Pre 66.9 (123/184)  55.2 (90/163) P — 1.6 (1.4, 21.7)

IHC 3+ 711 (19V280)  61.5 (174/283) - e 9.6 (18 17.3)
HIR2 statue Other 42,5 (17/40) 16.7 (6/36) 258 (52 444)
HR state Positive 61.4 (145/238) §2.3 (123/235) Py 9.1 (02,179

— Negative 83.1 (60/83) 67.1 (57/85) P — 16.1 (3.0, 28.8)

American Joint Commitiee on WA 65.7 (163/248) 56.4 (146/259) — 0.4 (08.177)
Cancer clinical stage His-nc 712.2(52/72) 55.7 (34/61) - 1 16.5 (0.1, 323)

NO 57.7 (15726) 57.1 (20v35) - 0.6 (=242, 24.8)
WO b N+ 68.3 (196/287) 6.6 (150/281) . 11.7 (3.8, 19.5)

| | 1
60 40 20 0 -20 -40

Favors T-DXd-THP Favors ddAC-THP

Improvement in pCR for T-DXd-THP vs ddAC-THP was observed across most pre-specified subgroups
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RCB outcomes

ITT population
RCB-I

M RCB-0 Kok o4
. 0
g ;2.100 . :
85 81.3 |
c 8 12.5 69.1
8@ 60
S 2
4
'é ug. i 69.8 57.5
g'g 20
g L 261/321 221/320

T-DXd-THP ddAC-THP

After surgery, 81.3% of patients receiving T-DXd-THP had no or minimal residual invasive cancer
(RCB-0+]) detected in the resected breast or lymph node tissue vs 69.1% of those receiving ddAC-THP
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RCB outcomes
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T-DXd-THP ddAC-THP

T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP

After surgery, 81.3% of patients receiving T-DXd-THP had no or minimal residual invasive cancer
(RCB-0+l) detected in the resected breast or lymph node tissue vs 69.1% of those receiving ddAC-THP

Almost 80% of patients with HR-positive disease had RCB-0+| with T-DXd-THP
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EFS

1.0

96.9%
(95% CI1 93.5, 98.6)

— Hazard ratio —

0.56
(95% C10.26, 1.17)

Al data cutoff (March 12, 2025),

EFS event maturity was 4 5%,
n at final cutoff, maturity is
lm predicted to be ~10%"
-~
e EFS events: 18/320
£ 09- 93.1%
o (95% C1 88.7, 95.8)
'g EFS events: 11/321
a
0.81,
0 T 1 1 1] I 1 1 1 ' | 1 ] | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_Number of Time from randomization (months)
patients at risk
313 305 248 208 0

T-OXd-THP 321

SAAC-THP
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W03 208 285 231 ¥ 87 163 {24

An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP




Post-neoadjuvant treatments

Patients with pCR" Patients without pCR"
T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP
&A1  (n=226) (n=190) (n=95) (n=130)
Any adjuvant treatment? 224 (99.1) 187 (98.4) 85 (89.5) 107 (82.3)
Any cytotoxic chemotherapy-containing regimen 13(5.8) 11 (5.8) 10(10.5) 12(9.2)
Any T-DM1-containing regimen 4(1.8) 4(21) 50(52.6) 74 (56.9)
Any trastuzumab-containing regimen 213(94.2) 174 (91.6) 37 (38.9) 34 (26.2)

Post-neoadjuvant treatments were generally well balanced between T-DXd-THP and ddAC-THP arms
In both arms, more than half of patients without pCR received post-neocadjuvant T-DM1
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Overall safety summary

n (%) T-DXd-THP {n=320)" ddAC-THP (n=312)"
Any AE 314 (98.1) 308 (98.7)
Grade 23 120(37.5) 174 (55.8)
Any serious AE 34 (10.6) 63(20.2)
AE leading to any dose reduction 98 (18.1) 60 (19.2)
AE leading to any drug interruption 121 (37.8) 170(54.5)
AE leading to any treatment discontinuation 45(14.1) 31(9.9)
Any AE with outcome of death? 2(0.6) 2 (0.6)
AE of special interest
Drug-related adjudicated |LDVpneumonitis 14 (4.4) 16 (5.1)
Grade 23 2 (0.6) 6(1.9)
Grade 5 1{0.3) 1(0.3)
Left ventricular dysfunction 4(1.3) 18(6.1)
Grade 23 1(0.3) 6(1.9)
Grade 5 0 0
AE leading to surgical delay* 11(3.4) B (2.6)

The overall safety profile of T-DXd-THP was favorable vs ddAC-THP, with reduced rates of
Grade 23 AEs, serious AEs, treatment interruptions, and left ventricular dysfunction

ILD incidence was low and similar in both arms
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Overall safety summary

n (%) T-DXd-THP (n=320)" ddAC-THP (n=312)"
Any AE 314 (98.1) 308 (98.7)
Grade 23 120(37.5) 174 (55.8)
Any serious AE 34 (10.6) 63(20.2)
AE leading to any dose reduction o8 (18.1) 60(19.2)
AE leading to any drug interruption 121 (37.8) 170(54.5)
AE leading to any treatment discontinuation 45(14.1) 31(9.9)
Any AE with outcome of deatht 2 (0.6) 2 (0.6)
AE of special interest
Drug-related adjudicated |LD/pneumonitis 14 {4.4) 16(5.1)
Grade 23 2 (0.6) 6(1.9)
Grade 5 1{0.3) 1(0.3)
Left ventricular dysfunction 4(1.3) 19(6.1)
Grade 23 1(0.3) 6(1.9)
Grade 5 0 0
AE leading to surgical delay? 11(3.4) 8(26)

The overall safety profile of T-DXd-THP was favorable vs ddAC-THP, with reduced rates of
Grade 23 AEs, serious AEs, treatment interruptions, and left ventricular dysfunction

ILD incidence was low and similar in both arms
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TEAESs in at least 20% of patients in either arm

T-DXd-THP (n=320)" ddAC-THP (n=312)"
Overall 981 315 55.8 08.7
Nausea 647 516
Diarrhea 580
Alopecia 475

Fatigue? 413
Transaminases increased: 344

Neutropenia®
Constipation

Vomiting

Neuropathy peripheral
Anemial

Stomatitis
Leukopenial

Any grade
B W Grade 23

1 1 L | Ll )

100 80 60 40 20 0 20 40 60 80 100
Patients experiencing AEs (%)

T-DXd-THP had fewer any-grade and Grade 23 hematological and fatigue events than ddAC-THP
Aside from nausea, gastrointestinal toxicity was comparable between arms
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T-DXd alone arm: efficacy summary

On March 13, 2024, the T-DXd alone arm closed following Independent Data Monitoring Committee recommendation.*
Patients who were still receiving T-DXd alone could remain on therapy or immediately switch to local SOC

PCR rate EFS

= —_‘_H‘““‘\u,,_,
o

Primary analysis ! v 1572
Switch to local SOC classifiad as non-pCR ; 0.9 - 91 1% EFS events
pCR! 430 56.3 z e Hazard ratio ——, ok C188.7, 58 HEEh0

A (95% Cl) -13.2 (-20.8, -5.4) 3 S 1041, 1AD
Prespecified supplementary analysis e e S
Switeh 1o local SOC not automatically classifed as non-pCR 08 df

0 Y T

PCR 514 572 WP O SO SO S TR T T T e S g

A (95% ClI) -58 (=134, 1.9) patients at risk Time from randomization (months)

1 pd. | i rdh r 08 St [ ] it = | 3" 43
MAC-THP 3N 100 N 265 KR 199 167 63 e e 19 'd

T-DXd alone showed inferior but robust pCR compared with the five-agent ddAC-THP
EFS data were similar for T-DXd alone and ddAC-THP
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T-DXd alone arm: safety summary
AT LU B ddAC-THP (a=312)

Any AE 276 (97.59) 308 (98.7)
Grade 23 64 (22.6) 174 (55.8)
Any serious AE 29(10.2) 63 (20.2)
AE leading to any dose reduction 19(6.7) 60(19.2)
AE leading to any drug interruption 91 (18.0) 170 (54.5)
AE leading to any treatment discontinuation 22 (7.8) 41 (8.9)
Any AE with outcome of deatht 1{0.4) 2 (0.6)
AE of special interest
Drug-related adjudicated ILDVpneumonitis 14 (4.9) 16 (5.1)
Grade 23 0 6(1.9)
Grade 5 0 1(0.3)
Left ventricular dysfunction 2(0.7) 19(6.1)
Grade 23 0 6(1.9)
Grade 5 0 0
AE leading to surgical delay* 18(6.4) 8(2.6)

The overall safety profile of T-DXd alone was favorable vs ddAC-THP, with reduced rates of
Grade 23 AEs, serious AEs, treatment reductions/interruptions, and left ventricular dysfunction

ILD incidence was low and similar in both arms
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Conclusions

+ In DESTINY-Breast11, T-DXd-THP showed the highest reported pCR rate in ———— pCR rate
HER2+ eBC for a registrational study in the neoadjuvant setting, despite a high 0
prevalence of HR-positive disease and a high-risk population'->* 67.3 /0

» T-DXd-THP showed a statistically significant and clinically meaningful improvement More than two thirds
in pCR rate vs ddAC-THP: A11.2% (95% Cl 4.0, 18.3) of patients in the
- pCR benefit for T-DXd-THP vs ddAC-THP was independent of HR status and T-DXd-THP arm

disease stage had a pCR

* An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP HR-positive: 61.4%
- Hazard ratio: 0.56 (95% CI 0.26, 117) HR-negative: 83.1%

* The safety profile of T-DXd-THP was favorable vs ddAC-THP
- Lower rates of Grade 23 AEs, serious AEs, and AEs leading to dose interruptions
- Lower rates of hematological AEs, left-ventricular dysfunction, and fatigue
ILD rates were low and similar between arms

DESTINY-Breast11 results support T-DXd-THP as a more effective and less toxic
neoadjuvant treatment compared with ddAC-THP, and it may
become a preferred regimen for patients with high-risk HER2+ eBC
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