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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for

discussion. We will aim to address as many questions as possible during the
program.

Mme

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.
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Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based program.
An email will be sent to all attendees
when the activity is available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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OPTIMIZING THE MANAGEMENT OF HER2-POSITIVE
METASTATIC BREAST CANCER (MBC)

Javier Cortés MD PhD

- International Breast Cancer Center (IBCC), Pangaea Oncology, Quironsalud Group, Barcelona, Spain

- |OB Madrid, Hospital Beata Maria Ana, Madrid Spain
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Largest improvements in HER2 MBC
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Can we optimize the Cleopatra strategy?



Can we optimize the Cleopatra strategy?
AFT-38 PATINA Study Design
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Stratification factors
* Pertuzumab use (yes vs no)
* The non-pertuzumab option is limited to up to 20% of the population
» Prior anti-HERZ therapy in the (neo)adjuvant setting (yes vs no, including de novo)
» Response to induction therapy (CR or PR vs SD) by investigator assessment
» Type of endocrine therapy (fulvestrant vs aromatase inhibitor)

Metzger O, et al. SABCS 2024



PATINA Study: Baseline Characteristics and outcomes
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Metzger O, et al. SABCS 2024



DESTINY-Breast09 is expected to change the SoC in 1L HER2+ mBC

DESTINY-Breast09: Phase lll study of 1L T-DXd * pertuzumab’

f ) Press release?
HER2+ mBC

—
* No prior chemothera
or HpER2—targeted by TI-DXd plus pertuzumab demonstrated highly statistically
significant and clinically meaningful improvement in
_ - + : -
thers_ipy ar_ld 0-1 L el sl progression-free survival vs. THP as 1st-line therapy for patients
]E)rew%ug lines of ET with HER2-positive metastatic breast cancer
" _

N = 1157

\. 7

Pertuzumab
+ trastuzumab + taxane

Primary endpoint
+ PFS (BICR)

» The PFS improvement with T-DXd + pertuzumab highlights the importance of maintaining dual HER2-targeted
therapy with pertuzumab

* The T-DXd monotherapy arm remains blinded to patients and investigators and will continue to the final
PFS analysis?

Tolaney S, et al. ASCO 2025
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PFS (BICR): primary endpoint T-DXd + P [\ THP
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Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)
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Possibly treatment-related (investigator assessed) TEAEs in 220% of patients

(either arm)
Nausea™ 71.1 i 5 28.8

Diarrhea 55.9 54.2 T-DXd + P, any grade

Neutropenia 48.8 | 239 332  EEEEN Bl T-DXd + P, Grade >3
Fatigue? 48.3 : d
Alopecia 46.2
Vomiting* 42.0 24 0.5 13.4
Transaminases increaseds 36.0 4. 5.2 1 18.8
Anemia 35.4 8.4 3.7
Leukopenial 29.4 4.5
Decreased appetite 28.6 2408 154
Weight decreased 23.9 2.6j0.3 6.8
Thrombocytopenia** 234 6.3]JJos 45
Constipation 22,3 0.3| 6.8
Hypokalemia 215 ([¥J1.6 6.3
Peripheral sensory neuropathy'! 1.3 l1.0 28.5

f T T T | T T T 1
80 60 40 20 0 20 40 60 80
Patlents expenencmq possibly treatment-related TEAEs (%)

THP, any grade
B THP, Grade 23

39.0
30.6
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Adverse events of special interest

Adjudicated drug-related ILD/pneumonitis*

-y
#%7s DESTINY-Breast09

n (%) Grade 1 Grade 2

Grade 3

Grade 4 Grade 5 Any grade

T-DXd + P (n=381) 17 (4.5) 27 (7.1)

0

0 2 (0.5) 46 (12.1)

2(0.5) 2 (0.5)

THP (n=382)

0

0 0 4 (1.0)

Left ventricular dysfunctiont

n (%) Grade 1 Grade 2

Grade 3

Grade 4 Grade 5 Any grade

30 (7.9)

7 (1.8)

1(0.3) 0 42 (11.0)

19 (5.0)

T-DXd + P (n=381) 4 (1.0)
THP (n=382) 1(0.3)

7 (1.8)

0 0 27 (7.1)

Saloty analysss sot

*Adudicated dug related ILD'pneumondss (grouped term) includes. chironic cbistructive pukmonary dsease, mierstitial lung Gsease, organizing pneumaona, pneumona, and pneumontis, Tleft ventncular dystunction (grouped term) mciudes. potental heant

faduxe, cardac fadure, cardad fadure chronx

LD, mtorstitial lung dsease, P, portuzumad. T.0Xd, rastuzumab denodocan, THP, taxane + trastuumad « pertuzumab

2025 ASCO m Pt sanntony: Sara M Tolancy. MD, MPH
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DEMETHER will inform the feasibility of a T-DXd induction—PH FDC SC
maintenance approach in patients with HER2+ aBC

DEMETHER: Phase Il study of 1L T-DXd induction followed by maintenance PH FDC SC':2

HER2+ aBC Induction therapy Maintenance therapy
* No prior systemic therapy
for advanced disease
T-DXd (6 cycles
(one prior line of ET for m
aBC allowed)
1 I 1 !
N=1
\ o ) ctDNA monitoring

Primary endpoints
* 1-year PFS, 3-year OS

DEMETHER results will complement DESTINY-Breast09, aiming to build on CLEOPATRA in terms of cytotoxic

induction therapy duration while taking into consideration the time to best response with T-DXd,
to help optimise efficacy, tolerability and QoL for patients treated in the 1L setting

PI, J Cortes



Brain Metastases Are Common in Patients With
advanced Solid tumors

Almost 50% of >40% of mMNSCLC
HER2+ mBC

median OS without targeted
median OS: 11 — 25 mo agents: 4 —12 mo

25 - 45% of mTNBC 40 - 60% of stage IV

Melanoma
median OS: 4 to 9 mo median OS wo ICls: 3—6 mo

1. Olson EM, et al. Breast. 2013;22(4):525-531; 2. Altaha R, et al. Cancer. 2005;103(3):442-443;
2. Martin M, et al. Rep Pract Oncol Radiother. 2022; 27(3): 527-544



Risk of brain metastases by stage of disease (Breast cancer)

13.5%
distant metastases
regional [ R 6%
localized
— 2.5%
0,00% 5.00% 10,00% 15.00%

Branholtz-sloan, et al. JCO 2004



Risk of HER2+ CNS Metastases continues over time

Of N=64 patients alive >/= 3 years from MBC diagnosis, the number of
patients who developed new brain metastases in each time interval:

12
10

o N B O

</=1yr 1-2 yr 2-3yr > 3yr

Olson et al, Breast 2013



Tucatinib: HER2CLIMB

Tucatinib + Trastuzumab + Capecitabine

Key Eligibility Criteria Treatment (21-day cycle)

* Measurable or non-measurable HER2+
metastatic breast cancer

* Prior treatment with trastuzumab,
pertuzumab, and T-DM1

« ECOGO, 1
s Brain MRI at baseline

Tucatinib 300 mg PO BID +
Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m? PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
Treatment (21-day cycle)

* No evidence of brain metastases, or
* Untreated, previously treated stable,
or previously treated progressing,
brain metastases not needing

immediate local therapy

N=202 Placebo (Pbo) +
Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m?2 PO BID (Days 1-14)

OS data

PFS data

Progression-Free Survival (%)

1.0 o
Events, Events
N=480 HR (95% CI) P N=612 HR (95% Cl) P
TUC+Tras+Cape 178/320 0.54 <0.00001 0.8 TUC+Tras+Cape 130/410 0.66 0.00480
—_ 76% (0.50, 0.88)
Pbo+Tras+Cape 97/160 (0.42,0.71) = i Pbo+Tras+Cape 85/202
— 1
S o064 h Median OS (95% Cl):
I Median PFS (95% Cl): = i 45%  21.9 mos (18.3t0 31.0) vs
: 7.8 mos (7.5t09.6) vs = H 17.4 mos (13.6to 19.9)
o 5.6 4.2to07.1 @ : i
0.4 - 46%, .6mos (4.2to7.1) = 0.4 ' !
| i 1
: @ : 1
1 1 = | !
1 1 (@] 1 :
0.2 ! 1 0.2 - ' !
1 ] ' 1
1 1 1
1 1 h 1
1 ] 1 :
Oo : : T T T T T T T 1 0-0 T T T I. T T T T T T T 1
0 6 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36

Months since Randomization

Months since Randomization
Murthy R, et al. NEJM 2020



Tucatinib: HER2CLIMB; CNS-PFS (1) and OS (2) in pts with BM

1.04

> . .
1) 5 Events R Risk of CNS progression or
- J—— [EN=29 TNIENE5% Ch NNt Valae death was reduced by 68% in
= TUC+Tras+Cape | 71/198 0.32 <0.00001 patients with brain metastases
2 Pbo+Tras+Cape 46/93 | (0.22, 0.48)
a s _ One-year CNS-PFS (95% Cl):
@ Median
Lqﬁ 40.2% TUC+Tras+Cape Pbo+Tras+Cape
s 9 ; 40.2% 0%
2 i (29.5, 50.6)
2  o02- i
E Median CNS-PFS (95% Cl):
@ 1 0%
e o ' : i : - . : : . , . : l 9.9 months 4.2 months
) 3 6 9 12 15 18 21 24 27 30 33 36 (8.0, 13.9) (3.6.5.7)
Months since Randomization
No. at Risk
TUC+Tras+Cape 198 132 74 45 18 1 6 4 2 2 2 1 0
Pbo+Tras+Cape 93 41 1" 6 0 0 0 0 0 0 0 0 0
Events iR Risk of death was reduced by
2) - | N=291 | (95%Cl) | PValue 42% in patients with brain
Pbo+Tras+Cape 46/93 (0.40, 0.85)
2 0.8+ = o, .
i;é 70.1% One-year OS (95% ClI):
8 = : TUC+Tras+Cape Pbo+Tras+Cape
o 64 : o o,
= , —— 70.1% 46.7%
§ (62.1,76.7) (33.9, 58.4)
S o4 46.7%: +
= Median OS (95% Cl):
[} '
3 o2 . 18.1 months 12.0 months
: (15.5, NE) (11.2, 15.2)
0.0 T T T :T T T T T T T T y NE: not estimable
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization
No. at Risk
TUC+Tras+Cape 198 184 146 108 79 49 26 17 14 7T 6 2 0
PbosTrassCape 93 87 6/ 49 23 12 9 5 0 0 0 0 0

Lin N, etal. ASCO 2020



Probability of PFS
o
1
)

T-DXd: DB12

Patient population

*Aged =18 years

*Pathologically documented HER2+
advanced or metastatic BC with or
without baseline brain metastases
*Received =2 prior lines of therapy
in the metastatic setting

(tucatinib naive)

*Disease progression on prior
HERZ2-directed regimens

*ECOG PS Oor1

*No known or suspected
leptomeningeal metastases

Baseline brain metastases

(N=263)*

- Stable BMs (previously treated)

= Active BMs (untreated or
previously treated / progressing
[not requiring immediate local
therapyl])

No baseline brain metastases
¥ (N=241) >

Baseline BMs:

N=263

12-monh PFS:
61.6%
(95% CI 54.9, 676)

CNS PFS

Overall population (KM analysis) Data maturity: 42.2% 107
80 1
Median PFS (post-hoc analysis): 80
17.3 months (95% Cl 13.7, 22.1) 04
and e

0
_20 -
-4
.60 -

S

Atrisk 263 257 246

T

3 4 5 6 7 8 g 10 11 12 13 14
Months

22 25 208 193 185 177 159 130 114 105 00 76

Overall population

(N=263)

Overall no. events

12-month PFS, %
{95% CI)

m 64

616 629
(54.9,67.6) (54.0,705)

CNS lesion size from baseline

15 16 17 18 19 20 20 22 23 24 25 26 27 807

Best percentage change in target

o
[=3
L

70 50 44 M kil 2 i) 1 8 2 2 ]

Active BM subgroups
Previous!y treated / Measurable CNS disease at
progressing (n=67) baseline

Post-hoc analysis

Active BMs Untreated (n=39)
(n=106) Post-hoc analysis

B

Primary endpoint:
- PFS

Additional endpoints included:
CNS PFS

os

ORR

CNS ORR

Safety and tolerability

Primary endpoint:
T-DXd - ORR

-4 mg/kg Additional endpoints included:

IV Q3wi . OS

+ Safety and tolerability

Baseline BMs: CNS ORR

Patients with measurable CNS disease at baseline (post-hoc analysis)
n=138

Active BM subgroups

Previously treated /
progressing (n=38)
Post-hoc analysis

Active BMs
(n=61)

All patients
(n=138)

Untreated (n=23)
Post-hoc analysis

47 20 27 Confirmed CNS ORR, %
506 470 667 (95% CI)

M7 792
(64.2,79.3) (70.2,883)

623
(50.1,74.5)

826
(67.1,98.1)

500
(34.1,659)

(49.0,687) (296,627) (53.4,76.9)

T-DXd showed consistent 12-month PFS in patients with stable and active BMs

T-DXd showed substantial CNS responses in the overall BMs population, including patients with stable and active BMs

Lin N, etal. ESMO 2024



Overall survival

100%

B0 1

Overall Survival

20%

0%

T-DXd in pathological confirmed LMC: DEBBRAH study

HER2 status: Positive 3 (42.9%) Low 4 (57.1%)

mOS 13.3 months

40% |

(2.5 - NR)

Median 0S is 13.3 months (2.5 - NR). Events: 5/7 (71.4%)
16-weeks OS is 86% (95% CI 33-08)

24-weeks OS is 71% (95% Cl 26-92)

0 3 B 9 12 15 18
Time since study treatment start date (months)

PFS according to RANO-BM and RECIST v1.1

100%

o
(=]
&

Progression-Free Survival
5
=

n
[=]
&

(=1
o

@

[=]

ot
L

Infracranial Extracranial All lesions
Best Overall Response n=7 n=7 n=7
CR 1(14.3%) 0 (0%) 0 (0%)
SD 2 24w 1(14.3%) 2 (28.6%) 2 (28.6%)
SD < 24w 0 (0%) 0 (0%) 0 (0%)
Non-CR/Non-PD = 24w 2(28.6%) 3 (42.9%) 3 (42.9%)
Non-CR/Non-PD < 24w 1(14.3%) 0 (0%) 1(14.3%)
PD 0 (0%) 1(14.3%) 1 (14.3%)
NE 2 (28.6%) 1(14.3%) 0 (0%)
Objective Response Rate (ORR) n=>5 n=6 n=7
Yes 1(20%) 0 (0%) 0 (0%)
No 4 (80%) 6 (100%) 7 (100%)
Clinical Benefit Rate (CBR) n=>5 n=6 n=7
Yes 4 (80%) 5(83.3%) 5 (71.4%)
No 1(20%) 1(16.7%) 2 (28.6%)

mPFS 8.9 months
(2.1 =NR)
]
Median PFS is 8.9 months (2.1 - NR)
1 16-weeks PFS is B6% (95% Cl 33-98) :
24-weeks PFS is 71% (95% Cl 26-92) |
0 3 6 9 12 15 18

Time since study treatment start date (months)

Vaz M, et al. SABCS 2023; Vaz M, et al. Med 2025




“New” antiHER2+ drugs with positive data in Phase lll Trials

HER2+ MBC (N=621)

*Prior treatment with at
least two HER2-directed
regimens for metastatic
breast cancer

Key eligibility criteria

» Pathologically confirmed
HER2-positive metastatic
breast cancer

* Treatment-naive

» Measurable disease
(RECIST v1.1)

NALA Study?

ECOG performance status
ofOor1

Trastuzumab (8 mg/kg incycle 1 and 6

Number at risk

mg/kg in subsequent cycles, IV) +

Time (months)
62 46 44

1.0
Hazard ratio
0.9 1 (95% C1) Log-rank p-value
- - —— Neratinib + Capecitabine
C d pe Cl tab ine 0.8+ ° 0.76 (0.63-0.93) 0.0059
= |apatinib + Capecitabine
+ 0.7
=—73 2 o6
Neratinib z
% 0.5 - 47%
a
L 04
- - : 8% 29%
Capecitabine
+ 024 \_\.._‘ 16%
15%
S 0.1
Lapatinib h
0 T T T T T T T T T T T
0 6 9 12 15 18 2 u 7 30 33 36
Phila Study2 Time since randomization (months)
Pvrotinib + HT arou 1007 Events, n (%) PFS, median (95% CI)
Pyrotinib (400 mg Ora"y qd) + Pyrotinib + HT 99 (33.3%) 24.3 mo (19.1-33.0)
Pl ¥ HT 178 (60.8% 10.4 9.3-12.3
Trastuzumab (8 mg/kg in cycle 1 and 6 801 (60.8%) Mo )
mg/kg = subsequent cycles |V) -, Hazard ratio, 0.41 (95% CI 0.32-0.53); p<0.0001
! S E‘
Docetaxel (75 mg/m2, 1V) on day 1 of each 5= 4o
'a.:-
21-day cycle =i R S . = = T
e |3 Pyrotinib + HT
Stratification factors: 22 40 i
. . . (7] 44.0%"
v Prior neoadjuvant or adjuvant trastuzumab (yes vs no) a W !
v Hormone receptor status (ER- and/or PR-positive vs ER- o |
and PR-negative) .
20
HT group 12—5:'no 2471:(“0
rate rate
Placebo + 0 L) T T T T T T T ) T T ‘l L) T T T L) T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

39 37 28 28

18

3

1

0

Docetaxel (75 mg/m2, 1V) on day 1 of each

Pyrotinib + HT 297 280 263 229 200 176 135 106 81

-

HT

21-day cycle

1. Brufsky A, et al. ASCO 2019; 2. Binghe Xu, et al. ESMO 2022

293 281 254 211 179 125 83 61

47 34 23 21

13

1

8

8

3

0
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“New” antiHER2+ drugs with positive data in Phase lll Trials

SOPHIA Study1

Clinical Trial Design

Margetuximab
HER2-positive +

Chemotherapy

locally
advanced/metastatic BC

(N=530)
Prior metastatic treatment with
pertuzumab and T-DM1
Prior treatment with Trastuzumab
trastuzumab T
Chemotherapy

Progression-free Survival (%)

100

80 —

60 —

40 -

20 +

PFS (Central Blinded)

Margetuximab Trastuzumab
+ Chemotherapy + Chemotherapy
(n=266) (n=270)
# of events 130 135
Median PFS 5.8 months 4.9 months
(95% ClI) (5.52-6.97) (4.17-5.59)

HR by stratified Cox model, 0.76
(95% Cl, 0.59-0.98)
‘Lh\ Stratified log-rank P=0.033

) + -+
— Margetuximab + chemothe::;:‘jﬂ_v f

— Trastuzumab + chemotherapy

I T I T T I

0 5 10 15 20 25
Time from Randomization (Months)

Trastuzumab-Duocarmazine (TULIP) show PFS benefit over antiHER2 therapy; but OS not achieved
Disitamab vedotin (RC48-C006) show PFS Benefit over lapatinib and capecitabine; OS immature

ARX-788 (ACE-Breast 02) show PFS Benefit over lapatinib and capecitabine; but OS not achieved

1. Rugo H, et al. ASCO 2019



HER2 mutations

— HER2 amplification is an increase in the number of copies of HER2 without an increase in other
genes

— Activation ERBB2 mutations are somatic point mutations in ERBBZ2 that activate the pathway
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Bose R, et al. Cancer Discov. 2013



HER2 mutation: SUMMIT trial

Open-label, multinational, multihistology, phase 2, signal-seeking study of neratinib as monotherapy or in combination in

patients with tumors harboring HERZ2 mutations

Neratinib dosage: 240 mg oral daily as monotherapy or in combination until disease progression or toxicity

Loperamide prophylaxis for cycle 1

Fulvestrant 500 mg intramuscular on days 1 and 15 of first cycle and on day 1 of subsequent cycles

 HERZ2-mutant breast cancer monotherapy: patients with HR-negative breast cancer, including TNBC

 HERZ2-mutant breast cancer combination therapy: neratinib plus fulvestrant for patients with HR-positive breast cancer

Neratinib Monotherapy (n = 24)

Neratinib + Fulvestrant (n = 12)

Objective response rate at 8

8 5
weeks, n
CR 2 2
PR 6 £
Objective response rate (95% ClI) 33.3 (15.6, 35.3) 41.7 (15.2, 72.3)
Clinical benefit, n 10.0 7.0
CBR (95% CI) 41.7 (21.1, 63.4) 58.3 (27.7, 84.8)
Median PFS, months (95% CI) 3.5(1.9,4.3) 3.7(2.1,6.7)

Hyman DM, et al. Nature 2019



HER2 mutation in HR+ MBC: SUMMIT trial
Neratinib + Fulvestrant + trastuzumab (n=57 pts)

>

Best change in tumor from baseline (%)

100

=]
|

-100-

¥

ORR: 39%

median PFS: 8.3 months (95% Cl 6.0-15.1m)

Histology

m Ductal

B Lobular

m Other/mixed/unknown

Central HER2 mutation

m HERZ mutation detected

B HERZ mutation not detected
Central NGS not done

HERZ2 mutation

B v

B Lsssip

S310F

. Exon 20 insertion
. TMD missense
B detaLRE

Central HER2 HC
IHC 0
IHC 1+

m HC 2+

m [HC 3+
IHC not done

. Other KD missense
B v777L and L7558
"] $310F and G776V
W L7555 and I767M
W v777L and D769Y
W v777L and L869R

Histology

HERZ2 mut central NGS
HER2 CHNA

ERBB3 mut

PIK3CA mut

ESR1 mut

TP53 mut

CDHT mut

HERZ IHC (central)

Central NGS test

Central NGS

FFPE

ciDMNA

no central NGS
* Not evaluable
* 114%

Jhaveri K, et al. Ann Oncol 2023



2025 - HER2+ MBC

T-DXd may become the SOC for patients with HER2-positive MBC in the first-line
setting. However...

v DEMETHER trial: It is reasonable to consider T-DXd as induction therapy for a fixed number
of cycles.
v Maintenance therapy: Ongoing clinical trials will help define the optimal strategy.

Brain metastases are common in HER2-positive MBC. New drugs have shown
activity, and current clinical guidelines may need to be revised.

Several agents were explored prior to the introduction of T-DXd, and their role in
patients pretreated with T-DXd remains unclear.

HER2 mutations are rare, but new TKils appear to be active in this setting.



If the ASCO 2025 presentation of the Phase Il DESTINY-Breast09 trial of trastuzumab deruxtecan with pertuzumab
versus docetaxel/trastuzumab/pertuzumab (THP) as first-line therapy for HER2-positive mBC confirms the positive
press release, how will it affect your initial management of ER/PR-negative, HER2-positive mBC?

‘@ Dr Burstein | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
m | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP

| will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
n Dr Hurvitz | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
Dr Jhaveri | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP

-
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If the ASCO 2025 presentation of the Phase Il DESTINY-Breast09 trial of trastuzumab deruxtecan with pertuzumab
versus THP as first-line therapy for HER2-positive mBC confirms the positive press release, how will it affect your
initial management of ER/PR-positive, HER2-positive mBC?

‘@ Dr Burstein | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
m | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP

| will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
n Dr Hurvitz | will likely prioritize trastuzumab deruxtecan/pertuzumab over THP
Dr Jhaveri | will likely prioritize THP over trastuzumab deruxtecan/pertuzumab

-
» B P‘
RESEARCH
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If trastuzumab deruxtecan/pertuzumab receives regulatory approval in the first-line
setting, how will you approach maintenance therapy for patients with ER/PR-negative,
HER2-positive disease for whom you employ this regimen?

Maintenance therapy

Dr Burstein Trastuzumab + pertuzumab Indefinitely

Until progression or

Trastuzumab + pertuzumab (subQ) unaccentable toxicit

Indefinitely

44 Prof Dent Trastuzumab + pertuzumab

\ T4 DrKalinsky Trastuzumab + pertuzumab
0 Dr O’Shaughnessy Trastuzumab + pertuzumab

Trastuzumab + pertuzumab

Until progression
5 to 10 years if no PD

Trastuzumab + pertuzumab Until progression

Trastuzumab + pertuzumab Until progression

subQ = subcutaneous; PD = progressive disease



If trastuzumab deruxtecan/pertuzumab receives regulatory approval in the first-line setting,
how will you approach maintenance therapy for patients with ER/PR-positive, HER2-positive
disease for whom you employ this regimen?

m

=

ET = endocrine therapy; CDK4/6i = CDK4/6 inhibitor; Al = aromatase inhibitor




A 65-year-old woman with ER/PR-negative, HER2-positive mBC receives first-line THP but then develops
extensive systemic disease progression and multiple brain metastases. Regulatory and reimbursement
issues aside, which systemic treatment would you recommend as second-line therapy?

Asymptomatic Symptomatic

Dr Burstein Trastuzumab deruxtecan Trastuzumab deruxtecan

Trastuzumab deruxtecan Trastuzumab deruxtecan

44 Prof Dent Trastuzumab deruxtecan Trastuzumab deruxtecan

Trastuzumab deruxtecan

\ T4 DrKalinsky Trastuzumab deruxtecan
0 Dr O’Shaughnessy Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan Trastuzumab deruxtecan

Trastuzumab deruxtecan Trastuzumab deruxtecan




Do you currently test for HER2 mutations in patients with mBC?
Outside of a clinical trial, would you administer neratinib-based therapy to a patient
with progressive HER2-mutant mBC?

HER2 mutation testing HR-positive HR-negative

Dr Burstein Yes, in select patients Yes Yes

Yes, in select patients Yes Yes

44 Prof Dent Yes, in all patients Yes Yes

\ T4 DrKalinsky Yes, in all patients Yes Yes
0 Dr O’Shaughnessy Yes, in all patients
_ Yes, in all patients Yes Yes

Yes, in all patients

Yes Yes

Yes Yes

Yes, in all patients Yes Yes




A 65-year-old woman with HR-positive, HER2-mutant breast cancer has developed multiple metastases 9 months
after starting adjuvant ribociclib with anastrozole. ESR1, PIK3CA, AKT1 and PTEN are negative. Regulatory and
reimbursement issues aside, which treatment would you most likely recommend for this patient?

Abemaciclib + fulvestrant
m Trastuzumab deruxtecan
Tucatinib/trastuzumab combo or trastuzumab deruxtecan

Neratinib + trastuzumab + fulvestrant; T-DXd if patient is really symptomatic

1 o=




Agenda

MODULE 1: Optimizing the Management of HER2-Positive Metastatic Breast
Cancer (mBC) — Dr Cortés

MODULE 2: Individualized Selection of Up-Front Therapy for Patients with

HR-Positive, HER2-Negative mBC — Dr Kalinsky

MODULE 3: Available Therapies for Patients with HR-Positive, HER2-Negative
Disease Progressing on CDK4/6 Inhibition — Dr Burstein

MODULE 4: Current and Potential Future Role of HER2-Targeted Therapy for
HER2-Low and HER2-Ultralow Disease — Dr O’Shaughnessy

MODULE 5: Current and Future Strategies for Patients with Endocrine-
Refractory HR-Positive mBC — Dr Rugo

MODULE 6: Selection and Sequencing of Therapy for Patients with Metastatic
Triple-Negative Breast Cancer — Prof Dent
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Individualized Selection of Up-Front Therapy for
Patients with HR-Positive, HER2-Negative mBC

Kevin Kalinsky, MD, MS, FASCO
Professor of Medicine
Director, Division of Medical Oncology
Director, Glenn Family Breast Center
Louisa and Rand Glenn Family Chair in Breast Cancer Research



Treatment Landscape of HR+ Advanced MBC

Tamoxifen Fulvestrant Datopotamab deruxtecan

(selective ER (selective ER
modulator) degrader) Everolimus

(mTOR inhibitor)

Inavolisib + Fulvestrant + Palbociclib
for PIK3CAm

Ribociclib

Abemaciclib
(CDK4/6 inhibitors)

Als
Anastrozole

Exemestane Palbociclib Alpelisib
Letrozole Fulvestrant HD (CDK4/6 inhibitor) (P13Ka inhibitor)
Elacestrant

l (Oral SERD)

Capivasertib
(AKT inhibitor)

1970-1980 1990s 2002 2010 2012 2015-2017 2017-2018 2019 2022 2023 2024

Timeline of Regulatory Approvals 2018 2017; 2020: l
Pembrolizumab Trastuzumab Sacituzumab

Olaparib
: (10) Deruxtecan
Talazoparib HER2-low

(PARP inhibitors) 2020:
Entrectinib,
Larotrectinib
(NTRK Inhibitors)
Selpercatinib
(RET inhibitor)

Govitecan
(ADC)

(ADC)

Al, aromatase inhibitor; CDK4/6, cyclin-dependent kinase 4/6; ER, estrogen receptor; ET, endocrine therapy; HD, high dose; HR, hormone receptor; MBC, metastatic breast cancer; mTOR, mammalian target of rapamycin; PI13Ka, phosphoinositide 3-kinase a.

Brufsky AM. Cancer Treat Rev. 2017;59:22-32; Lim E, et al. Oncology. 2012;26:688-694; Croxtall JD, et al. Drugs. 2011;71:363-380; Carlson RW, et al. J Clin Oncol. 2010;28:3917-3921; NCCN. Breast cancer
(v4.2023). 2023. Accessed June 1, 2024. http://www.nccn.org/professionals/physician_gls/pdf/breast.pdf; Bardia et al ESMO 2023; Curigliano et al ASCO 2024



http://www.nccn.org/professionals/physician_gls/pdf/breast.pdf

Results for Pivotal CDK 4/6 Inhibitor Trials

coK nnpior | e o Theapy | Megopausal| £ | stateica sl
PALOMA-211 Palbociclib 1st Line/Al Post 0.56 Yes 0.96 No
MONALEESA-22 Ribociclib 1st Line/Al Post 0.57 Yes 0.76 Yes
MONALEESA-713al Ribociclib 1st Line/Al or Tam Pre/Peri 0.55 Yes 0.70 Yes
MONARCH-3 Abemaciclib 1st Line/Al Post 0.54 Yes 0.75 No (@IA2)
PALOMA-3D! Palbociclib 2nd Line/Fulv Pre/Post 0.46 Yes 0.81 No
MONARCH-2[¢l Abemaciclib 2nd | ine/Fulv Pre/Post 0.55 Yes 0.78 Yes
MONALEESA-3["] Ribociclib 1st /2nd Line/Fulv Pre/Post 0.59 Yes 0.72 Yes

a. Missing survival data (ie, pts who withdrew consent or were lost to follow-up) and were censored (assumed to be alive) at time of analysis: 13% in palbo+Al arm vs 21% in control arm.
b. 27% of patients in control arm went on to receive a CDK4/6i (24% received palbociclib).
c. PFS/OS data reported for approved Al subset.

Al indicates aromatase inhibitor; Fulv, fulvestrant; IA2, interim analysis 2; NR, not reported; Rx, therapy.

1. PALOMA-2: Finn R, et al. N Engl J Med. 2016;375:1925-1936; Rugo H, et al. Breast Cancer Res Treat. 2019;174:719-729. Finn R, et al. ASCO 2022. LBA1003. 2. MONALEESA-2: Hortobagyi G, et al. N Engl J Med.
2016;375:1738-1748; Hortobagyi G, et al. Ann Oncol. 2018;29:1541-1547; Hortobagyi G. et al. ESMO 2021. Abstract LBA17_PR. 3. MONALEESA-7: Tripathy D, et al. Lancet Oncol. 2018;19:904-915; Im S-A, et al. New
Engl ] Med. 2019;381:307-316. 4. MONARCH-3: Goetz M, et al. J Clin Oncol. 2017;35:3638-3646; Johnson S, et al. NPJ Breast Cancer. 2019;5:5. Goetz MP, et al. ESMO 2022. Abstract LBA 15. 5. PALOMA-3: Turner
NC, et al. New Engl J Med. 2015;373:209-219; Cristofanilli M, et al. Lancet Oncol. 2016;17:425-439; Turner NC, et al. New EnglJ Med. 2015;373:1672-1673. 6. MONARCH-2: Sledge G, et al. J Clin Oncol.
2017;35:2875-2884; Sledge G, et al. JAMA Oncol. 2020;6:116-124. 7. MONALEESA-3: Slamon D, et al. J Clin Oncol. 2018;36:2465-2472; Slamon D, et al. New Engl J Med. 2020;382:514-524.



Prevalence of ESR 1 Mutations in Untreated vs Treated
ER+/HER2- mBC

Treatment Setting ESR1 Mutation Prevalencel~

At Initiation of First-Line ET ~5%

Second-Line ~33%

Third-Line Up to 40%

1. Jeselsohn R et al. Clin Cancer Res 2014;20:1757-1767; 2. Jeselsohn R et al. Cancer Cell 2018;33:173-186; 3. Allouchery V et al. Breast Cancer Res 2018;20:40;
4. Schiavon G et al. Sci Transl Med 2015;7(313):313ral182; 5. Brett JO et al. Breast Cancer Res 2021;23(1):85.



Phase IlIl PADA-1:
Observed Benefit from Starting SERDs Earlier in ESRIm

mPFS=12.8m [9.3;14.7]
Grmmmmmmm L D >

5
Eﬂ_e
®@00000000000000 -

. R1 mut 6
« Al-sensitive ER+ bESA =
HER2- mBC N
« No prior treatment Al+PAL g ®@O0000O0 s [ JoJeo! <
ome " ©00coe— 1 ¢y B D) ¢
+ Evaluable disease ctDNA Rising bESR1 & o o
analysis ~ and no disease G iipsmimriosmnie s S - SO o
progression 5.8m [3.9;7.5] 3.5m [2.4;5.4]
! )
Progression-Free Survival, from randomization !
100% - Optional
cross-over

Arm of randomization

4+ Al+PAL

80% |
) -+ FuL+PAL

FUL+PAL mPFS: 12.8 months, 95%CI [9.3;14.7]

Al+PAL mPFS: 5.8 months, 95%CI [3.9;7.5]
60% 1

_______________________________________________________ PFS HR= 0.54[0.38;0.75]

Progression-Free Survival (%)

40% A
Optional cross-over (N=49 patients)
20% 1 mMPFS: 3.5 months, 95%CI [2.4,5.4]
AmPFS=7.0m
0% . - . — : . : ;
0 3 6 9 12 15 18 21 24
Months
N at risk 88 (0) 63 (4) 40 (8) 18 (11) 9 (14)
(censored) 84 (0) 40 (0) 19 (1) 10 (1) 7(1)

(s}

RTP
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Phase Ill PADA-1: Secondary Endpoint
PFS2

Data cut-off: June 21, 2022 N= 93 PFS2 events (54% maturity)

Progression-Free Survival 2, from randomization

Arm of randomization

-+ Al+PAL
+ FUL+PAL

100% 1

80% 1

60% 1

40% 1

20% 1

Progression-Free Survival 2 (%)

0%

FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR]
Al+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]

PFS2 HR= 0.37 [0.24;0.56]

0 3 6 9 12 15 18 21 24 27 30
Months
= 88 (0) 81 (5) 64 (15) 44 (24) 26 (35) 15 (42)
- 84 (0) 69 (0) 43 (3) 26 (9) 17 (12) 11 (15)

Cabel L et al. ASCO 2023;Abstract 1002
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),
ESR1m surveillance during first-line Al+CDK4/6i Cronns

i | W

Screened, N=3325 (every 2-3 Patients with ESRTm detected, Randomized,
months) n=548 n=315

Patients on first-line

Al + CDK4/6i for 26 months ESR1m testing, n=3256 Positive on first test: 51%*
Positive after 2-5 tests: 38%*

Positive after >5 tests 11%*

Patients tested for ESRTm in | o | (" Discontinued (n=233) due to: )
ctDNA with Guardant360 CDx Patients ongoing in surveillance « Screen failure (n=200)
every 2—-3 months at time of when screening closed, n=1949 « Concurrent disease progression (n=53)
. . « Patient not meeting other eligibility criteria (n=48)
routine staging scans « Reason not provided (n=99)
. * Withdrew consent, lost to follow-up or unknown (n=33) )

A crude estimate of the proportion of patients with emergent ESR7m during the study period is 42%, calculated from the 548 patients with a positive test/(the number of

patients tested for ESRTm [n=3256] minus the number of patients that were still ongoing in surveillance when screening closed [n=1949]).
Number of tests to obtain a positive ESRTm test result based on n=521 patients who met all the eligibility criteria for the ESR71m surveillance step. Patients were screened for inclusion into the study from 264 sites in 23 countries.
Of the 3325 patients screened for inclusion, ctDNA from patient blood samples were tested for ESR1m using Guardant360CDx (Guardant Health, Redwood City, CA, US).
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J
SERENA-6 study design Eserewn-s

Phase Ill, randomized, double-blind, placebo-controlled study (NCT04964934)

Camizestrant (75 mg qd) +

. : Primary endpoint
« Female/male patients with continuing CDK4/6i g

ER+/HER2- ABC* + placebo for Al PFS by investigator
assessment (RECIST v1.1)

- All patients that have Stratification factors

received Al + CDK4/6i * Visceral vs non-visceral Secondary endpoints
(palbociclib, ribociclib, or « ESR1m detection at first test vs at a
abemaciclib) as initial —> R 1 subsequent test - PFS2**
endocrine-based therapy for N=315 * Time from initiation of Al + CDK4/6i to
ABC for at least 6 months randomization: <18 vs 218 months - OS™
» Palbociclib vs ribociclib vs abemaciclib
-« ESR1m detected in ctDNA * Safety
with no evidence of disease Continuing Al (anastrozole/ Pati
progression letrozole) + CDK4/6i * Patient-reported

outcomes

+ placebo for camizestrant

Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death

*Pre- or perimenopausal women, and men received a luteinizing hormone-releasing hormone agonist per clinical guidelines. **Key secondary endpoint.
OS, overall survival; PFS2, second progression-free survival; qd, once daily dose; R, randomized; RECIST, response evaluation criteria in solid tumors.
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Baseline characteristics

Characteristic

Camizestrant + CDK4/6i

(N=157)

ESjERENA—B

Al + CDK4/6i
(N=158)

Median age (range) — years 61.0 (29-81) 60.5 (35-89)
Female — n (%) 157 (100) 155 (98)
White 97 (62) 102 (65)
e = () Asian/other 39 (25)/21 (13) 34 (22)/22 (14)
Postmenopausal status — n (%) 123 (78) 127 (80)
ECOG performance-status score — n (%)* 0/1 107 (68) / 48 (31) 98 (62)/ 56 (35)
Visceral metastases — n (%)’ 66 (42) 71 (45)
At first test 84 (54) 84 (53)
Time of ESR1m detection — n (%)" At a subsequent test! 73 (47) 74 (47)
Median (range) — months 22 (4-95) 22 (6-96)
Time from initiation of Al + CDK4/6 =18 months 97.(62) 100 (63)
to randomization — n (%)? <18 _months 60 (38) 98 (37)
Median (range) — months 23 (7-96) 23 (6-96)
CDK4/6i continued Palbociclib 19 (76) 19 (75)
AT (A RIbOCIC|I.b | 24 (15) 23 (15)
Abemaciclib 14 (9) 16 (10)
D538G 70 (45) 82 (52)
Most common ESR1m at baseline — n (%)* Y537S 61 (39) 60 (38)
Y537N 29 (19) 25 (16)

*Data was missing for 2 patients in the camizestrant + CDK4/6i arm and 3 patients in the Al + CDK4/6i. One patient in the Al+CDK4/6i group had a score of 2, which was a protocol deviation. fStratification factors. 'Subsequent tests were performed
every 2-3 months after the initial test. ¥Three most prevalent ESR7m detected of the 11 qualifying mutations. Patients may have had more than one ESR7m. ECOG, Eastern Cooperative Oncology Group.
" AMERICAN SOCIETY OF
ASCO CLINICAL ONCOLOGY
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),
Primary endpoint: Investigator-assessed PFS Estron

Camizestrant +

CDK4/6i (N=157) CDKA4/6i (N=158)
PFS events 71 100
Median PFS (95% CI); months  16.0 (12.7-18.2) 9.2 (7.2-9.5)
Adjusted HR (95% CI): 0.44 (0.31-0.60); P<0.00001

100
90
80
70
60
50

Al + CDK4/6i 60.7%

Camizestrant + CDK4/6i

PFS (%)

40 |
30 - 33.4%

20

10 7

T T T T f
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)

Number of patients at risk
Camizestrant + CDK4/6i 157 138 105 82 55 41 26 11 9 7 6 0

Al + CDKA4/6i 158 124 73 55 29 17 7 3 1 0 0 0

P-value crossed the threshold for significance (P=0.0001). PFS was defined per RECIST v1.1. HR was estimated using the Cox proportional hazard model adjusted for stratification factors.
Cl, confidence interval; HR, hazard ratio.
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),
Time to deterioration in global health status/quality of life SERENA-S
EORTC QLQ-CSO Camizestrant + Al +

CDKA4/6i (N=107)  CDKA4/6i (N=95)

100
90 - Events 36 49
Camizestrant + CDK4/6i _
S g0 - Median TTD (95% CI); months ~ 23.0 (13.8-NC) 6.4 (2.8, 14.0)
IS 70 - Adjusted HR (95% CI): 0.53 (0.33-0.82); nominal P<0.001
b=
? 60
s 50 - o—o—o
£ Al + CDKA4/6i ._]
= 40 C C O
o
o)
E’ 30 ® ®
(&)
Q 20
10
0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)
Number of patients at risk
Camizestrant + CDK4/6i 107 72 59 40 24 16 9 6 3 2 2 0
Al + CDK4/6i 95 42 26 16 11 8 2 2 1 1 1 0

+ Camizestrant + CDK4/6i also delayed the time to deterioration in pain compared with Al + CDK4/6i

Assessments were conducted at baseline, weeks 4, 8 and 12 and then every 8 weeks until PFS2. Analysis conducted in patients with a baseline score and at least one postbaseline assessment. TTD in global health status/quality of life, an exploratory
endpoint, was defined as the time from randomization to first deterioration that was confirmed at a subsequent timepoint measured using the European Organization for Research and Treatment of Cancer 30-item quality-of-life questionnaire

(EORTC QLQ-30). Deterioration was defined as a decrease from baseline 216.6. HR was estimated using the Cox proportional hazard model stratified by time of ESR7m detection (one test vs more than one test), and time from initiation of Al + CDK4/6i to
randomization (<18 months vs. 218 months). NC, not calculable; TTD, time-to-deterioration.
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£
. H SERENA-6
Second progression-free survival (PFS2) omererr -
Key secondary endpoint CDK4/6i (N=157) | CDK4/6i (N=158)

PFS2 events 38 47

Adjusted HR (95% ClI): 0.52 (0.33—-0.81); P=0.0038
[interim analysis threshold P=0.0001]

Information fraction: 54%

100

0
90 85.4%

80 -
70
60

Camizestrant + CDK4/6i

50 =0

PFS2 (%)

40
30

Al + CDK4/6i
20

10 7

I T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
Number of patients at risk
Camizestrant + CDK4/6i 157 146 120 103 74 55 39 17 12 9 6 1 0

Al + CDK4/6i 158 144 98 78 55 38 25 12 7 3 1 0 0

HR was estimated using the Cox proportional hazard model adjusted for stratification factors. Final PFS2 analysis will occur at 158 PFS2 events.
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ESERENA—B

Adverse events (210% of patients)
Al + CDK4/6i (N=155)

Total/Grade23 |  Grade1 || | Grade23 | Grade 23 Grade 2 Grade 1 Grade 23 / Total
Any adverse event, 145 (94%) Any adverse event, 135 (87%)

Neutropenia s5045 [T | (34745
Anemia 175 TTHE HN | 5 /17

Leukopenia 1710 T B | 3 ' 8 Hematological adverse events
Photopsia 20/ 1 | I | 0/ 8 Non-hematological adverse events
Arthralgia 16/ 0 | | | T ] 1 /17

Fatigue 15/ 0 | | | B 11 /14

Dry eye 121 0 | 00 0/ 7 !Exposure time-adjusteq _

0’0o 1 Do s
Back pain 101 [0 B 10 /10 neutropenia

Diarrhea 9,0 I BN 11 /1
Headache s/1_ W H____107/13

70 60 50 40 30 20 10 00 10 20 30 40 50 60 70
Patients (%)

Photopsia (brief flashes of light in the peripheral vision) did not impact daily activities: If experienced, visual effects had no/minimal impact on
daily activities, were typically <1 minute, <3 days/week, and reversible. There were no structural changes in the eye and no changes in visual acuity

Neutropenia is reported as a group term that includes neutropenia and decreased neutrophil count; anemia is reported as a group term that includes anemia and hemoglobin decreased; leukopenia is reported as a group term that includes leukopenia and
white blood cell count decrease. Bradycardia and sinus bradycardia were reported in the camizestrant + CDK4/6i arm only, in 8 patients (5.2%) and 4 patients (2.6%), respectively. No (sinus) bradycardia AEs were grade 23, and none of these events required
treatment discontinuation. Impact of visual effects was measured using the Visual Symptom Assessment Questionnaire.
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Drugging the PI3K Pathway Through the Decades

PIKK Dual PI3K/ mTOR Pan-PI3K PI3Kd PI13Ko-specific Mutant-selective
inhibitors mTOR inhibitors inhibitors inhibitors inhibitors inhibitors PI3Ka inhibitors
1980s-2000s 2000s 2007— 2010s 2014—> 2019 2021-future 2023
Wortmannin Dactolisib Temsirolimus Buparlisib Idelalisib Alpelisib RLY-2608 : :
LY294002 Everolimus Copanlisib LOXO-783 Capivasertio
Duvelisib
Umbralisib STX-478
| |
Idelalisib Alpelisib Capivasertib
= ers 2014 R/R CLL (with rituximab), With fulvestrant for With Fulvestrant
emsirolimus or SLL or FL after at least postmenopausal ;
2007 Advanced-stage RCC | two prior therapies women, or men, with ngaa”dyu;?\/\;v:]t:ed or
| advanced-stage, )
Everolimus Copanlisib PIK3CA-mutated metastatic HR+
2009 Advanced-stage RCC previously treated 2017 R/R FL after at least two HR*HER2™ breast HER2- breast
with sunitinib or sorafenib prior therapies cancer following cancer with one or
2011 Unresectable pancreatic NETs progression on or more biomarker
2012 With exemestane for postmenopausal Duvelisib after endocrine SlEratiane i
women with advanced-stage HR"HER 2~ 2018 R/R CLL, SLL or FL after at therapy PIK3CA/AKT/PTEN
breast cancer following recurrence or least two prior therapies
P P
progression after letrozole or anastrozole |
2016 Advanced-stage, progressive, Umbralisib ] ]
well-differentiated, non-functional lung 2021 R/R MZL or R/R FL after at Ther?ples ‘g'th regulﬂ;orh EDA
or gastrointestinal NETs least three prior therapies s s

CLL, chronic lymphocytic leukemia; FL, folli cular lymphoma; MZL, marginal zone lymphoma; NET, neuroendocrine tumor; R/R, relapse/refractory; RCC, renal cell carcinoma; SLL, small lymphocytic lymphoma.

Adapted from Vasan N, et al. Nat Rev Clin Oncol. 2022;19:471-485



INAVO120: A Phase lll, randomized, double-blind,
placebo-controlled study?-2

r N
______ }Se_y_ellg"_alllt_y_cflt_ezlE e _ Enrollment period: January 2020 to September 2023
! Enrichment of patients with poor prognosis: \ S
' : Inavolisib (9 mg PO QD)
1 * PIK3CA-mutated, HR+, HER2- aBC by central 1 + palbociclib (125 mg PO QD D1-D21) o
I ctDNA* or local tissue/ctDNA test ' + fulvestrant (500 mg C1D1/15 and Q4W)t <32
l . ' Until PD = 2
1 * Measurable disease I or toxicity 29
1, . . oL | Placebo (PO QD) =
: Prc_)gressmn durlng/vylthln 12 months of : + palbociclib (125 mg PO QD D1-D21) » O
\ _ _adjuvant ET completion / + fulvestrant (500 mg C1D1/15 and Q4W)t
* No prior therapy for aBC —
. Stratification factors:
* Fasting glucose <126 mg/dL and HbA,. <6.0% - Visceral disease (yes vs. no)

\ J « Endocrine resistance (primary vs. secondary)*
* Region (North America/Western Europe vs. Asia vs. Other)

» Primary endpoint: Investigator-assessed PFS
« Secondary endpoints included: OS; investigator-assessed ORR, BOR, CBR, and DoR; PROs

ClinicalTrials.gov number, NCT04191499.
Adapted from Jhaveri KJ, et al. SABCS 2023 (Abstract GS03-13). * Central testing for PIK3CA mutations was done on ctDNA using FoundationOne®Liquid (Foundation Medicine, Inc.). In China, the central ctDNA test was the PredicineCARE NGS assay
(Huidu); t Pre-menopausal women received ovarian suppression; ¥ Defined per 4t European School of Oncology (E SO)-European Society for Medical Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer 3
Primary: Relapse while on the first 2 years of adjuvant ET; secondary: Relapse while on adjuvant ET after at least 2 years or relapse within 12 months of completing adjuvant ET.
aBC, advanced breast cancer; BOR, best overall response; C, cycle; CBR, clinical benefit rate; ctDNA, circulating tumor DNA; D, day; DoR, duration of response; ET, endocrine therapy; HbA,, glycated hemoglobin; HER2—, HER2-negative;
gR+, homone receptor-positive; NGS, next-generation sequencing; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PO, by mouth; PRO, patient-reported outcome; Q4W, every 4 weeks;
D, daily; R, randomization.
1. Tumer NC, et al. N Engl J Med 2024; 391:1584-1596; 2. Jhaveri KJ, et al. SABCS 2023 (Abstract GS03-13); 3. Cardoso F, et al. Ann Oncol 2018; 29:1634—1657.

2025 ASCO IR rresevreosy: Nicholas Turner, MD, PhD ASCO s

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER



INAVO120 updated PFS

Events, n (%) Median, months (95% CI)

103 (64.0) 17.2 (11.6-22.2)
Placebo (n = 164) 141 (86.0) 7.3(5.9-9.2)
100+ Stratified hazard ratio, 0.42
. (95% Cl = 0.32-0.55)

PFS (%)
3

I

251 e .
i | 20.5 '
0 . . . ; . : . 16?'7 . . . . . . . Placebo Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months

No. at risk

161 146 129 112 89 73 65 57 46 32 25 19 15 11 10 7 3 1
Placebo 164 125 95 74 50 34 30 24 21 14 11 10 8 4 2 1 1 1

The improvement in PFS was maintained during longer follow-up

Data cutoff: November 15, 2024.
Cl, confidence interval; PFS, progression-free survival.
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INAVO120 key secondary endpoint: OS

Deaths, n (%) Median, months (95% CI)

72 (44.7) 34.0 (28.4-44.8)
Placebo (n = 164) 82 (50.0) 27.0 (22.8-38.7)
100- — Stratified hazard ratio, 0.67
(95% Cl = 0.48-0.94)
75 90!.1 p =0.0190
> | .
o 501 : |
o : !
| | i 46.3
251 . | :
0 : : ' : . I . . . . . . . . Pllacebo . Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months
No. at risk
161 155 149 142 131 114 99 88 78 67 54 43 34 22 19 13 7 1
Placebo 164 155 142 127 119 104 90 77 63 48 42 36 32 18 10 4 2 1

Improvement in median OS: 7 months. The prespecified boundary for statistical significance (p < 0.0469) was crossed

Data cutoff: November 15, 2024.
Cl, confidence interval; OS, overall survival.
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INAVO120 key post-progression therapies

Inavolisib Placebo
Patients, n (%) Second line | Third line or greater Second line | Third line or greater
Discontinued treatment 111/161 (68.9) 144/164 (87.8)
No subsequent therapy — death 17/161 (10.6) 22/164 (13.4)
Received subsequent therapy* 83/111 (74.8) 48/111 (43.2) 109/144 (75.7)t 56/144 (38.9)
Chemotherapy (any) 46/83 (55.4) 41/48 (85.4) 79/109 (72.5) 49/56 (87.5)
Capecitabine 26/83 (31.3) 14/48 (29.2) 37/109 (33.9) 24756 (42.9)
Paclitaxel 12/83 (14.5) 17/48 (35.4) 20/109 (18.3) 16/56 (28.6)
Eribulin 1/83 (1.2) 11/48 (22.9) 6/109 (5.5) 17/56 (30.4)
Antibody—drug conjugate (any) 1/83 (1.2) 8/48 (16.7) 1/109 (0.9) 20/56 (35.7)
Trastuzumab deruxtecan 0 6/48 (12.5) 1/109 (0.9) 16/56 (28.6)
Sacituzumab govitecan 0 2/48 (4.2) 0 8/56 (14.3)
PI3K inhibitor (any) 5/83 (6.0) 2/48 (4.2) 11/109 (10.1) 3/56 (5.4)
Alpelisib 5/83 (6.0) 2/48 (4.2) 9/109 (8.3) 2/56 (3.6)
mTOR kinase inhibitor (everolimus) 8/83 (9.6) 4/48 (8.3) 10/109 (9.2) 9/56 (16.1)
CDKA4/6 inhibitor (any) 8/83 (9.6) 3/48 (6.2) 5/109 (4.6) 3/56 (5.4)
Ribociclib 1/83 (1.2) 1/48 (2.1) 5/109 (4.6) 0
Abemaciclib 2/83 (2.4) 2/48 (4.2) 0 2/56 (3.6)
Other (any) 6/83 (7.2) 0 3/109 (2.8) 5/56 (8.9)

Following treatment discontinuation, fewer patients in the inavolisib group than in the placebo group received chemotherapy in the

second line, antibody—drug conjugates in the third line or later, or a PI3K inhibitor in the second line or later

Data cutoff: November 15, 2024.* Twenty-eight of 111 patients (20.7%) did not receive subsequent therapy in the inavolisib arm due to PD (12 patients), death/censored (7), AEs (2), loss to follow-up (1), non-compliance with study drug (1), physician
decision (1), symptomatic deterioration (1), or withdrawal by subject (3). Eleven patients in the inavolisib group had not received subsequent treatment but were documented being alive as of the clinical cutoff date. Thirty-four of 144 patients (23.6%) did not
receive subsequent therapy in the placebo group due to PD (24 patients), death/censored (4), withdrawal by subject (3), symptomatic deterioration (2), or AEs (1). Twelve patients in the placebo arm had not received subsequent treatment but were

documented being alive as of the clinical cutoff date; T One-hundred-and-ten patients in this group received post-progression therapies but one patient was excluded as they were listed as “not applicable” in the database.
AE, adverse event; CDK4/6, cyclin-dependent kinase 4/6; mTOR, mammalian target of rapamycin; PD, progressive disease; PI3K, phosphatidylinositol 3-kinase.
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INAVO120 time to first subsequent chemotherapy

Events n, (%) Maedian, months (95% CI)

64 (39.8) 35.6 (25.4-NR)
Placebo (n=164) 94 (57.3) 12.6 (10.4-16.1)
1001 == Stratified hazard ratio, 0.43

(95% Cl = 0.30-0.60)

~
(6)]

N
[@)]

Placebo: Median, 12.6 months
Median follow-up:

Received first subsequent
chemotherapy (%)
(&)}
o

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months
No. at risk
161 153 136 122 104 89 77 67 57 47 39 31 23 14 13 9 5 1
Placebo 164 134 111 89 68 58 45 40 31 22 16 15 13 9 5 3 1 1

Median time to first subsequent chemotherapy was substantially delayed by almost 2 years (23 months)

Data cutoff: November 15, 2024.
Cl, confidence interval; NR, not reached.
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INAVO120 overview of AEs

Patients, n (%) with at least one:

Inavolisib (n = 161)

Placebo (n = 163)

Any-grade AE 161 (100) 163 (100)
Grade 3-4 AE 146 (90.7) 138 (84.7)
Grade 5 AE* 6 (3.7) 2 (1.2)
Serious AE 44 (27.3) 22 (13.5)
AE leading to discontinuation of treatment
Inavolisib/placebo 11 (6.8) 1(0.6)
Palbociclib 10 (6.2) 0
Fulvestrant 6 (3.7) 0
AE leading to dose reduction of treatment
Inavolisib/placebo 24 (14.9) 6 (3.7)
Palbociclib 65 (40.4) 56 (34.4)

There was a low discontinuation rate due to AEs

Data cutoff: November 15, 2024. AE severity was graded per National Cancer Institute Common Terminology Criteria for AEs v5.0. * None of the grade 5 AEs were reported as related to study treatment by investigators.

The grade 5 AEs reported were cerebral hemorrhage, cerebrovascular accident, gastrointestinal hemorrhage, acute coronary syndrome, death, and COVID-19 in the inavolisib group, and COVID-19 pneumonia, and cardiac arrest in the placebo group.!

" AMERICAN SOCIETY OF
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AE, adverse event. 1. Turner NC, et al. N Engl J Med 2024; 391:1584—1596.
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INAVO120 selected AEs*

Inavolisib (n = 161) Placebo (n = 163)
Patients, n (%) Any grade Grade 3 or 4 Any grade Grade 3 or 4
Neutropenia 147 (91.3) 133 (82.6) 148 (90.8) 131 (80.4)
Thrombocytopenia 80 (49.7) 22 (13.7) 75 (46.0) 8 (4.9)
Stomatitis or mucosal
bW aniaticn 89 (55.3) 9 (5.6) 47 (28.8) 0
Anemia 64 (39.8) 11 (6.8) 62 (38.0) 3(1.8)
Hyperglycemia 102 (63.4) 11 (6.8) 22 (13.5) 0
Diarrheat 84 (52.2) 6(3.7) 26 (16.0) 0
Nausea 47 (29.2) 0 32 (19.6) 0
Rash 43 (26.7) 0 32 (19.6) 1 (0.6)
Ocular toxicities? 47 (29.2) 1 (0.6) 26 (16.0) 0
Aspartate transaminase/
alanine transaminase increase it ViR 87 (22T 42)
Vomiting 26 (16.1) 2(1.2) 10 (6.1) 2 (1.2)
Lymphopenia 6 (3.7) 1(0.6) 16 (9.2) 3 (1.8)
Pneumonitis$ 5 (3.1) 1 (0.6) 2 (1.2) 0

Longer exposure to inavolisib did not lead to a new safety signal, nor changes in the safety profile

Data cutoff: November 15, 2024. AEs in bold are key risks. * Grouped by medical concept; T Grade 2 (which is impactful on quality of life) in 29 patients (18.0%) in the inavolisib group and in seven patients (4.3%) in the placebo group; All were grades 1 or
2. with the exception of one Grade 3 cataract unrelated to inavolisib treatment

¥ The most common ocular toxicities observed were dry eye in 14 patients in the inavolisib group (8.7%) and seven patients in the placebo group (4.3%), and blurred vision in eight (5.0%) and two patients (1.2%), respectively.

§ Two patients each (1.2%) at grades 1 and 2. AE, adverse event.

2025 ASCO #ASCO25 presenten BY: Nicholas Turner, MD, PhD ASCO AMERICAN SOCIETY OF

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER



Toxicity Summary : Everolimus, Capivasertib, Alpelisib, Inavolisib

| Alpelisib (PI3Ki) | Inavolisib (PI3Ki) | Capivasertib (AKTi) | Everolimus (mTORi)

Toxicity All Grade All Grade All Grade All Grade
grades 3+ Grades 3+ grades 3+ grades 3+
Diarrhea % 577 67 | 48.1 37 |24 93 | 30 2
Rash % | 35.6 9.9 | 25.3 |38 12.1 | 36 1
Hyperglycemia % I 63.7 36.6 ‘|58 6 5.6 | 16.9 2 13 4
Stomatitis % 24.6 2.5 14 6 2 o6 8

Discontinuation rate 25% 6. 8% 13% 19%

Rugo et al Ann Oncology 2020; Rugo et al ASCO 2023; Baselga et al NEJM 2012; Jhaveri et al SABCS 2023



A 65-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0) mBC with asymptomatic
bone metastases. Regulatory and reimbursement issues aside, which endocrine-based treatment would
you most likely recommend if biomarker evaluation revealed a PIK3CA mutation?

m

1




A 65-year-old woman with ER-positive, HER2-negative (HER2 IHC 0) breast cancer has developed multiple
metastases 2 years after completing 5 years of adjuvant anastrozole. Regulatory and reimbursement issues
aside, which endocrine-based treatment would you most likely recommend for this patient if biomarker
evaluation results were as follows?

ESR1-, PIK3CA-, AKT/PTEN- ESR1-, PIK3CA+, AKT/PTEN-

Dr Burstein Palbociclib + fulvestrant Capivasertib + ET or IPF

Palbociclib + Al Palbociclib + Al

44 Prof Dent Ribociclib + Al Ribociclib + Al

Ribociclib + Al

. B¢ DrKalinsky Ribociclib + Al
0 Abemaciclib + fulvestrant

Ribociclib + fulvestrant or ribociclib + Al

Ribociclib + Al
Ribociclib + fulvestrant

Ribociclib + Al Ribociclib + Al

ET = endocrine therapy; IPF = inavolisib, palbociclib and fulvestrant



A 65-year-old woman with ER-positive, HER2-negative (HER2 IHC 0) breast cancer has developed multiple
metastases 2 years after starting adjuvant anastrozole. Regulatory and reimbursement issues aside,
which endocrine-based treatment would you most likely recommend for this patient if biomarker
evaluation results were as follows?

ESR1-, PIK3CA+, AKT/PTEN- ESR1-, PIK3CA-, AKT/PTEN+ ESR1+, PIK3CA+, AKT/PTEN-

Dr Burstein Capivasertib + ET or IPF Capivasertib + ET Imlunestrant + abemaciclib

Abemaciclib + fulvestrant

44 Prof Dent Capivasertib + fulvestrant

Ribociclib + fulvestrant

. B¢ DrKalinsky
@ Dr O’Shaughnessy

Abemaciclib + fulvestrant Imlunestrant + abemaciclib
Capivasertib + fulvestrant

Ribociclib + fulvestrant

Ribociclib + fulvestrant Imlunestrant + abemaciclib

IPF = inavolisib, palbociclib and fulvestrant



Regulatory and reimbursement issues aside, do you believe the emerging results from the Phase Il
SERENA-6 study justify the routine use of circulating tumor DNA (ctDNA) monitoring for early detection of
ESR1 mutations?

If so, how often would you conduct ctDNA analysis?

Use of ctDNA Frequency of ctDNA analysis

84 Dr Burstein Yes

£
>

44 Prof Dent Every 3 months

\ T4 DrKalinsky Every 3 months

Every 3 to 4 months

N/A

£
>




Regulatory and reimbursement issues aside, do you believe the emerging results from the Phase lll SERENA-6
study justify an early change in treatment from an Al to an oral selective estrogen receptor degrader for patients
with ER-positive, HER2-negative mBC in whom an ESR1 mutation is identified during first-line therapy?

__
4 Prof Dent I’m not sure - likely
.gi Dr Kalinsky Awaiting maturity of PFS2 data

QT L S
[




Agenda

MODULE 1: Optimizing the Management of HER2-Positive Metastatic Breast
Cancer (mBC) — Dr Cortés

MODULE 2: Individualized Selection of Up-Front Therapy for Patients with
HR-Positive, HER2-Negative mBC — Dr Kalinsky

MODULE 3: Available Therapies for Patients with HR-Positive, HER2-Negative

Disease Progressing on CDK4/6 Inhibition — Dr Burstein

MODULE 4: Current and Potential Future Role of HER2-Targeted Therapy for
HER2-Low and HER2-Ultralow Disease — Dr O’Shaughnessy

MODULE 5: Current and Future Strategies for Patients with Endocrine-
Refractory HR-Positive mBC — Dr Rugo

MODULE 6: Selection and Sequencing of Therapy for Patients with Metastatic
Triple-Negative Breast Cancer — Prof Dent
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Targeted Treatments for advanced,
ER+ breast cancer

Harold J. Burstein, MD, PhD

wF24 HARVARD MEDICAL SCHOOL

Dana-Farber 52,
_ﬂ;* TEACHING HOSPITAL

' Cancer Institute



San Antonio Breast Cancer Symposium®, December 6—-10, 2022

CAPItello-291: Study overview

Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496)

Patients with HR+/HER2- ABC Capivasertib 44g2yr:g r:w:igcgadyasilg,ﬁ Dual primary endpoints

PFS by investigator assessment
months from end of adjuvant Al, or

500 mg: cycle 1, days 1 & £ ookl
Fulvestrant 15; thge'n )éve ; 4 wzleeks » AKT pathway-altered tumors
progression while on prior Al for ABC ’ Y (=1 qualifying PIK3CA, AKT1, or

» <2 lines of prior endocrine therapy for ABC PTEN alteration)

» <1 line of chemotherapy for ABC Str_atlflcatlon factors:
R1:1 * Liver metastases (yes/no)

* Men and pre-/post-menopausal women
» Recurrence or progression while on or <12

* Prior CDK4/6 inhibitors allowed (at least 51% (N=708) e Prior CDK4/6 inhibitor (yes/no)
* No prior SERD, mTOR inhibitor, PI3K :

inhibitor, or AKT inhibitor o Cugrall sunval

Placebo Twice daily, * Overall

not requiring insulin allowed 4 days on, 3 days off » AKT pathway-altered tumors
» FFPE tumor sample from the Objective response rate
HER2- was defined as IHC 0 or 1+, or IHC 2+/ISH-. *Region 1: United States, Canada, Western Europe, Australia, and Israel, Region 2: Latin America, Eastern Europe and Russia vs Region 3: Asia.
ABC, advanced (locally advanced [inoperable] or metastatic) breast cancer.

required) * Region" Key secondary endpoints
* HbA1c <8.0% (63.9 mmol/mol) and diabetes

primary/recurrent cancer available for 500 mg: cycle 1, days 1 & e Overall

retrospective central molecular testing 15; then every 4 weeks * AKT pathway-altered tumors
Pre- or peri-menopausal women also received a luteinizing hormone-releasing hormone agonist for the duration of the study treatment



CAPIltello-291

N Engl ) Med
2023;388:2058-2070

A Overall Population

130 Median
< 90+ Progression-
< 30 No. of No.of  free Survival
S 70 Patients Events (95% ClI)

g 60- mo
‘g Capivasertib—Fulvestrant 355 258 7.2 (5.5-7.4)
& 304 Placebo—Fulvestrant 353 293 3.6 (2.8-3.7)
§ 40+ Adjusted hazard ratio for disease
@ 30 progression or death, 0.60
o ) Capivasertib—fulvestrant (95% Cl,0.51-0.71)
g 204 —— P<0.001
& 104
0 T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib—fulvestrant 355 266 207 172 138 115 78 55 43 25 8 5 2 0
Placebo—fulvestrant 353 207 142 106 83 66 51 33 23 11 4 3 1 0
B Patients with AKT Pathway—Altered Tumors

100"y Median
= 90+ Progression-
< 30 No. of No.of  free Survival
S 704 Patients Events (95% ClI)

E 60- mo
E 5 Capivasertib—Fulvestrant 155 121 7.3 (5.5-9.0)
& 30 Placebo—Fulvestrant 134 115 3.1(2.0-3.7)
S 404 Adjusted hazard ratio for disease
@ 304 progression or death, 0.50
go Capivasertib—fulvestrant (95% Cl, 0.38-0.65)
3 20 i : P<0.001
a  od =5
0 T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib—fulvestrant 155 127 99 80 65 54 38 26 21 12 3 2 1 0
Placebo—fulvestrant 134 77 48 37 28 24 17 11 6 2 1 1 0 0




Phase |l CAPItello-291: Safety

Table 2. Most Frequent Adverse Events in the Overall Population (Safety Population).*
Event Capivasertib—Fulvestrant (N =355) Placebo-Fulvestrant (N=350)

Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 1 Grade 2 Grade 3 Grade 4

number of patients (percent)

Any adverse event 343 (96.6) 52 (14.6) 139 (39.2) 139 (39.2) 9 (2.5) 288 (82.3)  115(329)  118(33.7) 44 (12.6) 10 (2.9)
Diarrhea 257 (72.4) 164 (46.2) 60 (16.9) 33 (9.3) 0 70 (20.0) 60 (17.1) 9 (2.6) 1(0.3) 0
Rasht 135 (38.0) 57 (16.1) 35 (9.9) 43 (12.1) 0 25 (7.1) 9 (5.4) 5 (1.4) 1(0.3) 0
Nausea 123 (34.6) 85 (23.9) 35 (9.9) 3(0.8) 0 54 (15.4) 42 (12.0) 10 (2.9) 2 (0.6) 0
Fatigue 74 (20.8) 49 (13.8) 23 (6.5) 2 (0.6) 0 45 (12.9) 35 (10.0) 8 (2.3) 2 (0.6) 0
Vomiting 73 (20.6) 54 (15.2) 13 (3.7) 6 (1.7) 0 17 (4.9) (2 9) 5 (1.4) 2 (0.6) 0
Headache 60 (16.9) 47 (13.2) 12 (3.4) 1(0.3) 0 43 (12.3) 3 (9.4) 8 (2.3) 2 (0.6) 0
Decreased appetite 9 (16.6) 37 (10.4) 21 (5.9) 1(0.3) 0 22 (6.3) 1(3.1) 9 (2.6) 2 (0.6) 0
Hyperglycemia 58 (16.3) 24 (6.8) 26 (7.3) 7 (2.0) (0.3) 13 (3.7) 8 (2.3) 4(1.1) 1(0.3) 0
Stomatitis 52 (14.6) 24 (6.8) 21 (5.9) 7 (2.0) 0 17 (4.9) 15 (4.3) 2 (0.6) 0 0
Asthenia 47 (13.2) 29 (8.2) 14 (3.9) 4(1.1) 0 36 (10.3) (8 9) 3(0.9) 2 (0.6) 0
Pruritus 44 (12.4) 32 (9.0) 10 (2.8) 2 (0.6) 0 23 (6.6) 9 (5.4) 4(1.1) 0 0
Anemia 37 (10.4) 15 (4.2) 15 (4.2) 7 (2.0) 0 7 (4.9) 4(1.1) 9 (2.6) 4(1.1) 0
Urinary tract infection 36 (10.1) 8 (2.3) 23 (6.5) 5(1.4) 0 23 (6.6) 2 (0.6) 21 (6.0) 0 0

* The safety population included all the patients who received at least one dose of capivasertib, fulvestrant, or placebo. The listed events were reported as a single term (or for rash, as a
group term) in at least 10% of the patients for any grade in the capivasertib—fulvestrant group. Adverse events are reported regardless of the relationship to capivasertib, fulvestrant, or
placebo.

T The group term of rash includes the preferred terms of rash, rash macular, maculopapular rash, rash papular, and rash pruritic.

Turner et al. N Engl J Med 2023;388:2058-70



EMERALD (Study RAD1901-308)

Elacestrant
345 mg PO daily

Postmenopausal women or
men with ER+HER2- n=239 fﬂg':sry engf&lzn.t s g
metastatic breast cancer — per in -mut an
* 1-2 prior lines of ET s
+ 1 line ET with a CDK4/6i Seconcary snoposnt
inhibitor « OSin ESRT-mutand ITT
Investigator’'s Choice
‘ (Al or fulvestrant)
n=239
Stratification factors

« ESR1 mutation(s) (detected or not detected)
* Prior treatment with fulvestrant (yes or no)
« Visceral metastases (yes or no)

San Antonio Breast Cancer Symposium®, December 5-9, 2023



100

L] Elacestrant SOC
[ ]
EMERALD: Efficacy Results nme | oz
80 4 Events, No. (%) 144 (60.3) 156 (65.5)
HR (95% Cl) 0.70 (0.55 to 0.88)
70 ~ P .0018
2 60- 6-month PFS, % 34.3 20.4
= (95% Cl) (27.2t0 41.5) | (14.11t0 26.7)
- 20 1 %R 12-month PFS, % 223 9.4
PFS . u . 40 4 o__ . (95% Cl) (15.2t0 29.4) | (4.0to 14.8)
f 8-vg
20 - &o--—-w
—O&— Elacestrant ‘--U-h = o
101 --- soc S gl - o il ©-===0 E
T T T T T T T T T T T T T T T T T T T T T T 1 T T
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
No. at risk:
Elacestrant 239 223 106 89 60 57 42 40 34 33 27 24 19 13 11 8 7 6 6 2 2 2 2 1 0
soc 238 206 84 68 39 38 25 25 16 15 7 4 3 3 2 2 0
100 o Elacestrant soC
90 (n =115) (n=113)
Events, No. (%) 62 (53.9) 78 (69.0)
80 HR (95% Cl) 0.55 (0.39 to 0.77)
70 P .0005
- 6-month PFS, % 40.8 19.1
= 60 (95% Cl) (30.1t0 51.4) | (10.5 to 27.8)
“ 50 12-month PFS, % 26.8 8.2
& 40 ; (95% Cl) (16.2t037.4) | (1.3t015.1)
N ___e,' ° °
el 3 PFS in ESR1m patients
20_ e_-—oe---- \was v 7 Av 4 [(¢3) 0
—E&— Elacestrant iz
101 .- soc /WS )
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
No. at risk:
Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0 _ _
soc 113 99 39 34 19 18 12 12 9 9 4 1 1 1 0 Bidard FC et al. J Clin Oncol 2022;40(28):3246-3256.
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EMERALD: Subgroup Analyses

Prior ET+CDK4/6i =12 months with
ESR1-mut and bone metastases?

Elacestrant SOC
(n=67) (n =69)
mPFS, months 9.13 1.91
(95% Cl) (5.49-16.89) (1.87-3.71)

HR (95% CI), 0.381 (0.230-0.623)

0

Elacestrant 67 38 29 22 19 15
69 23 10 8 7 5 2 1 1 0

soC

C

100 -

80 -

60

PFS (%)

40 A

20 -

T
5 10 15 20 25 30
Time (months)
10 8 7 6 5 4 4 1 1 0

Prior ET+CDK4/6i 212 months with
ESR1-mut and <3 metastatic sites®

Elacestrant SOC
(n = 42) (n = 40)
mPFS, months 9.03 1.91
(95% Cl) (3.78-16.89) (1.87-3.75)

HR (95% Cl), 0.412 (0.225-0.749)

=

Elacestrant 42
SOC 40

5 10 15 20 25 30
Time (months)

29 20 16 14 10 6 6 6 5 4 3 3 1 1 0
12 8 7 6 3 0

B Prior ET+CDK4/6i =12 months with
100 ESR1-mut and liver and/or lung metastases®

Elacestrant SOC
(n = 56) (n=57)
801 mPFS, months 7.26 1.87
(95% CI) (2.20-10.84)  (1.84-1.94)
604 HR (95% Cl), 0.354 (0.209-0.580)

PFS (%)
-y
S

-

0 5 10 15 20 25 30
Time (months)

Elacestrant 56 24 17 13 11 10 7 6 5 4 4 3 3 1 1 0
sOC 57 156 3 3 3 2 1 1 1 0

D Prior ET+CDK4/6i =212 months with
ESR1-mut and =3 metastatic sites®
1001 Elacestrant SOC
(n = 28) (n=25)
80 - mPFS, months 10.84 1.84
(95% CI) (1.94-. ) (1.77-2.10)
HR (95% Cl), 0.306 (0.115-0.786)
E© 601
e
[T
2 40
S ————————
20 4
0
0 5 10 15
Time (months)
Elacestrant 28 6 4 2 2 2 1 1 0
SOC 25 5 2 2 2 1 1 0

Bardia A et al. Clin Cancer
Res 2024;30(19):4299-43009.



EMERALD: Safety Profile

Elacestrant Total
AEs® Occurring in 2 10% of
Patients in Any Arm All Grades Grade 3/4 All Grades Grade 3/4
Nausea 83 (35.0)° 6 (2.5) 43 (18.8) 2 (0.9)
Fatigue 45 (19.0) 2 (0.8) 43 (18.8) 2 (0.9)
Vomiting 45 (19.0)¢ 2 (0.8) 19 (8.3) 0
Decreased appetite 35 (14.8) 2 (0.8) 21 (9.2) 1 (0.4)
Arthralgia 34 (14.3) 2 (0.8) 37 (16.2) 0
Diarrhea 33 (13.9) 0 23 (10.0) 2 (0.9)
Back pain 33(13.9) 6 (2.5) 22 (9.6) 1 (0.4)
AST increased 31(13.1) 4 (1.7) 28 (12.2) 2 (0.9)
Headache 29 (12.2) 4 (1.7) 26 (11.4) 0
Constipation 29 (12.2) 0 15 (6.6) 0]
Hot flush 27 (11.4) 0 19 (8.3) 0
Dyspepsia 24 (10.1) 0 6 (2.6) 0
ALT increased 22 (9.3) 5(2.1) 23 (10.0) 1 (0.4)

Bidard FC et al. J Clin Oncol 2022;40(28):3246-3256.



( SAN ANTONIO

EMBER-3 Study Design ( ? BREAST CANCER

: ﬁgmealm AACR

American Association
for Cancer Research’

Mays Cancer Center

Primary Endpoints

Imlunestrant Investigator-assessed PFS for':
Men and Pre-3/Post-menopausal _ _ _
women 400 mg QD * A vs B in patients with ESR7m9

ER+, HER2- ABC

Prior therapy: * Avs B in all patients
 Adjuvant: Recurrence on or * Cvs Ain allh patients
within 12 months of completion SOC ETde

of Al = CDK4/6i
e ABC: Progression on first-line Key Secondary Endpoints

Al = CDK4/6i Exemestane e 0S, PFS by BICR, and ORR
* No other therapy for ABC * Safety

Fulvestrant or

Stratification Factors: Imlunestrant
» Prior CDK4/6i therapy (Y/N) 400 mg QD + | Cb Exploratory Endpoints

« Visceral metastases (Y/N) abemaciclibe * PFS ar?d OS for C vs B in
* Region® all" patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR1m, ESR1 mutation; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. 2 A GnRH agonist was required in men and premenopausal women; ° Enrollment into
Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Ams A and B); ¢ East Asia vs United States/European Union vs others; 4 Investigator’s choice; ¢ Labeled dose; f Scans every 8 weeks for the first 12
months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Buming Rock Biotech) for patients from China; " Analysis conducted in all concurrently
randomized patients.



100+
™ Median PFS
o EMBER-3:

ESRT1mut Imlun  5.5m Outcomes by

Progression-free Survival (%)

50- SOC 3.8m

HR 0.62 tumor ESR1 status
25 Pvalue <0.001
01 ] T

Imlunestrant vs

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. at risk Time (months)

- 138 95 74 56 45 35 22 18 15 8 4 4 3 2 0 0
118 74 51 33 19 7 5 3 2 1 0 0 0 0 0 0

100 Overall Survival in ESRTmut
9 ES R Twit Imlun 56m
T w SOC  5.7m |
>
= HR 1.0 R
g 75
£ 50 Pvalue NS 3
'g 3 50
'to—,, 251 25
E 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
0 Time (months)

No. at risk

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 — 138 132 124 121 116 100 85 74 57 45 34 24 13 8 6 2 0

Time (months) 118 112 108 102 96 82 66 54 44 32 25 16 12 8 3 1 0
No. at risk

== 193 130 99 79 73 54 40 20 28 22 16 15 10 8 0 0

— 212 147 114 89 70 56 46 38 36 22 17 14 10 2 0 0 N Engl J Med 2025;392:1189-1202



Subgroup Analysis: Imlunestrant + Abemaciclib vs Imlunestrant
Investigator-assessed PFS in Key Clinical Subgroups

SAN ANTONIO
BREAST CANCER
SYMPOSIUM®

(2 UTHeah  AACR

rrer-cmA \ssociation
for Cancer Research’

\‘y( er

100+

757

50+

Progression—-free Survival (%)

Patients with prior CDK4/6i treatment

Imlunestrant
+ abemaciclib
n=139

Imlunestrant
n=140

No. of events 79 109
Median (95% ClI); 91 3.7
months (7.2-11.2) (2.1-5.5)

HR (95% CI) 0.51 (0.38-0.68)

0

No. at risk

=139 105 87
-—140 79 56 39 32 21

2

12 14 16 18 20 22 24 26 28 30

Time (months)

4 6 8 10

76 58 43 29 19

13 11

17 8 3 2 1 0 0 O
10 6 1 0o 0 O o0 O

Jhaveri K et al. SABCS 2024

100 1

(6)] ~
o (@)

N
(&)

Progression—-free Survival (%)

Patients with PI3K pathway mutation?

Imlunestrant
+ abemaciclib

Imlunestrant
n=84

n=88
No. of events 55 70
Median (95% CI); 7.6 3.8
months (5.6-11.0) (3.1-5.5)

HR (95% Cl) 0.61 (0.42-0.87)

0.
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)
No. at risk
== 88 62 51 41 32 19 11 8 5 2 1 1 0 0 0
= 84 53 35 23 20 15 7 5 4 2 0 0 0 0 0



Median Progression Free Survival in Recent Randomized Trials of Endocrine Therapy:
Outcomes among patients with prior CDK4/6 inhibitor treatment*
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EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3
Prior CDK46i 100% 100%** 100% 100%** 100% 100% 100% 58% 100%**

*there are a lot of problems with cross study comparisons, especially in unplanned subset analyses:
extent/types of prior therapy, variable tumor genomics/biomarker profile,
SOC options, sample size, exposure vs resistance, investigator vs BICR, etc. ++ Denotes subset of larger study cohort



VERITAC-2: Global Phase 3 Trial of Vepdegestrant

Key Eligibility Criteria \

Age 218 years old

« ER+/HER2- advanced or metastatic
breast cancer

* Prior therapy:
— 1 line of CDK4/6i + ET
— <1 additional ET
— Most recent ET for 26 months

— No prior SERD (eg, fulvestrant,
elacestrant)

|
[ Randomization (1:1) ]

— No prior chemotherapy for
advanced or metastatic disease
» Radiological progression during or
after the last line of therapy

2ESR1m status was assessed in ctDNA by Foundation Medicine, except in China, where Origmed testing was used.

28-day Treatment Cycles

Vepdegestrant (n=313)

200 mg orally (once daily)

Fulvestrant (n=311)

500 mg IM
(days 1 and 15 of cycle 1; day 1 of
subsequent cycles)

Stratification Factors:
* ESR1 mutation? (yes vs no)
+ Visceral disease (yes vs no)

Primary Endpoint: nanamy AT =

* PFS by BICR in
— ESR1m population (&
— All patients (‘ /‘

Proteasome

Secondary Endpoints:
* OS (key secondary)
* CBR and ORR by BICR
* AEs

Vepdegestrant has a unique MOA that directly harnesses

the ubiquitin-proteasome system to degrade ER®

Data cutoff date: Jan 31, 2025
Clinicaltrials.gov: NCT05654623

AE=adverse event; BICR=blinded independent central review; CBR=clinical ben€fit rate; CDK4/6i=cyclin-dependent kinase 4/6 inhibitor; ER=estrogen receptor; ESR1=estrogen receptor 1 gene; ESRTm=estrogen receptor 1 gene mutation; ET=endocrine therapy; HER2=human epidermal growth factor receptor 2;
IM=intramuscularly; ORR=objective response rate; OS=overall survival; PFS=progression-free survival, SERD=selective estrogen receptor degrader.
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Phase lll VERITAC-2: Key Endpoints

PFS by BICR in Patients With ESRTm

PFS (%)

1

PFS (%)

100+ Vepdegestrant Fulvestrant
- \epdegestrant n=136 n=134
904 — Fulvestrant Median follow-up, months 74 6.0
80+ Events, n (%) 79 (58) 95 (71)
704 Median PFS, months 5.0 2.1
6-month PFS (95% CI): (95% CI) (3.7-7.4) (1.9-3.5)
60- 45.2% = Subgroup Vepdegestrant Fulvestrant HR (95% CI)
(36.1-53.9) Stratified HR (95% CI) 0.57 (0.42-0.77) All patients (stratified) 79/136 95/134 o 057 (0.42-0.77)
504 2-sided P<0.001 Age, years <65 50/86 66/88 e 0.51 (0.35-0.74)
265 29/50 29/46 —o— 0.75 (0.45-1.26)
40+ Menopausal status Pre/perimenopausal 14/28 20/28 —e— 0.48 (0.24-0.95)
Postmenopausal 65/108 75/106 o 0.60 (0.43-0.85)
30+ Geographic region Asia 32/56 38/50 I ! 0.43 (0.26-0.70)
20- Europe 25/41 39/56 —o—i 0.65 (0.40-1.08)
22.7% s hL North America 13/20 10/16 i 0.73 (0.32-1.69)
10- (15.1-31.2) Other 9/19 8/12 —e— 0.71(0.27-1.89)
ECOG PS 0 46/78 49/76 —o— 0.69 (0.46-1.04)
0 T T T T T T T T T T T T T T T T T 1 1 33/58 46/58 o 0.46 (0.29-0.73)
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 Visceral disease Yes 59/92 69/91 e 0.54 (0.38-0.77)
Time (Months) No 20/44 26/43 [ 0.65 (0.36-1.18)
- - Liver disease Yes 45/63 49/59 —o— 0.50 (0.33-0.75)
PFS by BICR in All Patients : =
y Bone-only disease Yes 8/25 15/24 (R ] 0.47 (0.20-1.23)
No 71111 80/110 o 0.58 (0.42-0.80)
e e Li f prior th 1 65/112 76/107 0.54 (0.39-0.75
004 Vepdegestrant Fulvestrant SR RUQENETERY, b ( )
— Vepdegestrant e =314 2 14/24 19/27 —e— 0.86 (0.43-1.72)
b = " 0.1 1 10
90 - Fulvestrant Median follow-up, months 7.4 12 ?SCRR_bimded \nmndent::a\tlﬂ! review Eigi?&iasl’em Cooperative Oncology Group performance status; < HR (95% Cl) >
804 Events, n (%) 186 (59) 198 (64) NErgld tod © cw,ffgm?ﬁs Ly Favors vepdegestrant  Favors fulvestrant
70 Median PFS, months 3.7 3.6
(95% Cl) (3.6-5.3) (2.2-3.8)
60 Stratified HR (95% Cl) 0.83 (0.68-1.02)
50 2-sided P=0.07
o o
“0- Interim OS data were immature at data cutoff
30
20
104
0 T: T T | T T T T T T T 1

0

1. 2 3 4 5 6 7 8 9

10 11 12 13 1‘4 15 16 17 18

Time (Months)

Hamilton E et al. ASCO 2025;Abstract LBA1000.



Phase lll VERITAC-2: Safety (All Treated Patients)

Overview TEAESs in >10% of Patients in Either Group
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
TEAEs, % (n=312) (n=307) (n=312) (n=307)
Any grade 87 81 TEAE, % Any Grade Grade 3/4 Any Grade Grade 3/4
Grade 23 23 18 Fatigue® 21 1 16 1
Senme L a ALT increased® 14 1 10 1
Leading to treatment discontinuation 3 1
- : AST increased® 14 1 10 3
Leading to dose reduction 2 NA
TRAEs, % Nausea 13 0 9 1
Any grade o7 40 Anemia®- ¢ 12 2 8 3
>
Grane s 8 2 Neutropenia® 12 28 5 12
QT prolongation Back pain 11 1 7 <1
+  TEAEs: vepdegestrant,10%; fulvestrant, 1%
« A QT interval sub-study (n=88) confirmed a mild increase (11.1 ms) from Arthralgia 1" 1 " 0
baseline in mean QTcF, with upper 90% CI (13.7 ms) <20 ms,f
Decreased appetite i1 <1 5 0

indicating no large QT-prolonging effect

ALT=alanine aminotransferase; AST=aspartate aminotransferase; Gl=gastrointestinal; QTcF=corrected QT interval using Fridericia's method; TEAE=treatment-emergent adverse event; TRAE=treatment-related adverse event.
2Includes fatigue and asthenia. °No between-group differences were observed for ALT/AST increases or anemia based on laboratory values. SIncludes anemia, hemoglobin decreased, and iron deficiency anemia. 9Includes neutropenia and neutrophil count decreased. No events led to dose
reductions or treatment discontinuation in either treatment group. There were no events of febrile neutropenia in the vepdegestrant group and 1 event of grade 2 febrile neutropenia in the fulvestrant group. ®1 patient with grade 4 event. '‘Based on a concentration-QTc population modeling analysis.

Deaths occurred in 43 patients with ESR1m and 80 patients overall, representing 22% and 20% of targeted events, respectively

Hamilton E et al. ASCO 2025;Abstract LBA1000.




A 65-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0) mBC, receives ribociclib with
anastrozole and initially responds but then experiences disease progression 2 years later. Regulatory and
reimbursement issues aside, which treatment would you most likely recommend for this patient if biomarker
evaluation results were as follows?

ESR1-, PIK3CA-, ESR1-, PIK3CA+, ESR1-, PIK3CA-,
AKT/PTEN- AKT/PTEN- AKT/PTEN+

Abemaciclib + fulvestrant Capivasertib + fulvestrant Capivasertib + fulvestrant

Exemestane/everolimus Capivasertib + fulvestrant Capivasertib + fulvestrant

Abemaciclib + fulvestrant Capivasertib + fulvestrant Capivasertib + fulvestrant

Capivasertib + fulvestrant Capivasertib + fulvestrant

75 Dr Kalinsky Exemestane/everolimus
¢ A Dr O’Shaughnessy 4 Abemaciclib + imlunestrant

Exemestane/everolimus

Abemaciclib + imlunestrant B Abemaciclib + imlunestrant

Capivasertib + fulvestrant Capivasertib + fulvestrant

Everolimus/fulvestrant Capivasertib + fulvestrant Capivasertib + fulvestrant

Capivasertib + fulvestrant or

) ] + L3 . . -
Abemaciclib +imlunestrant § =, - o ib + imlunestrant

Abemaciclib + imlunestrant




A 65-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0) mBC, receives ribociclib
with anastrozole and initially responds but then experiences disease progression 2 years later. Regulatory
and reimbursement issues aside, which treatment would you most likely recommend for this patient if
biomarker evaluation results were as follows?

ESR1+, PIK3CA-,
AKT/PTEN-

ESR1+, PIK3CA+, ESR1+, PIK3CA-,
AKT/PTEN- AKT/PTEN+

Abemaciclib + imlunestrant § Abemaciclib + imlunestrant Capivasertib + fulvestrant

Abemaciclib + imlunestrant B Abemaciclib + imlunestrant B Abemaciclib + imlunestrant

Capivasertib + fulvestrant Capivasertib + fulvestrant

75 Dr Kalinsky Abemaciclib + imlunestrant
¢ A Dr O’Shaughnessy 4 Abemaciclib + imlunestrant

Abemaciclib + imlunestrant

Abemaciclib + imlunestrant B Abemaciclib + imlunestrant

Abemaciclib + imlunestrant § Capivasertib + fulvestrant

Capivasertib + fulvestrant or

) ] + L3 . . -
Abemaciclib +imlunestrant § =, - o ib + imlunestrant

Abemaciclib + imlunestrant




An 80-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0) mBC, receives ribociclib with
anastrozole and initially responds but then experiences disease progression 2 years later. Biomarker evaluation
reveals ESR1 and PIK3CA mutations but is negative for AKT1/PTEN alterations. Regulatory and reimbursement issues
aside, what would be your most likely next treatment?

Abemaciclib + fulvestrant

\ L]
# } Dr O'Shaughnessy Abemaciclib + imlunestrant
florkwe ¢ EBacestamt
Dr Jhaveri Abemaciclib + imlunestrant




Based on published research data and your own clinical experience, indirectly, how would you compare
the global efficacy of elacestrant to that of imlunestrant when administered as monotherapy for
endocrine therapy-pretreated, ER-positive, HER2-negative mBC with an ESR1 mutation?

Fowoen ¥ mtwe
m Efficacy is about the same
Efficacy is about the same

1




Agenda

MODULE 1: Optimizing the Management of HER2-Positive Metastatic Breast
Cancer (mBC) — Dr Cortés

MODULE 2: Individualized Selection of Up-Front Therapy for Patients with
HR-Positive, HER2-Negative mBC — Dr Kalinsky

MODULE 3: Available Therapies for Patients with HR-Positive, HER2-Negative
Disease Progressing on CDK4/6 Inhibition — Dr Burstein

MODULE 4: Current and Potential Future Role of HER2-Targeted Therapy for

HER2-Low and HER2-Ultralow Disease — Dr O’Shaughnessy

MODULE 5: Current and Future Strategies for Patients with Endocrine-
Refractory HR-Positive mBC — Dr Rugo

MODULE 6: Selection and Sequencing of Therapy for Patients with Metastatic
Triple-Negative Breast Cancer — Prof Dent
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Current and Potential Future Role of
HER2-Targeted Therapy for
HER2-Low and HER2-Ultralow Disease

Joyce O’Shaughnessy, MD
Celebrating Women Chair in Breast Cancer Research
Baylor University Medical Center
Texas Oncology
Sarah Cannon Research Institute



Trastuzumab Deruxtecan active in HER2-low MBC

T-DXd: Best percent change in tumor size in HER2-low MBC

HER2: Continuum of expression in breast cancer

HER2 0 HER2 1+ HER2 2+
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HER? protein
HER2 mRNA

HER2-low
HER2 IHC 2+/ISH- OR IHC 1+/ISH - or untested

Of ~6100 breast cancer cases by IHC
~ 75% of cases of HR+ BC were considered HER2-low
~ 49% of cases of TNBC were considered HER2-low

Change in Tumor
Size From Baseline (%)

80
60
40
20

0

20

40 1

60 -

80

-100 -

IHC 2+

IHC 1+

Change in Tumor
Size From Baseline (%)

Confirmed ORR: 37%
Confirmed DCR: 87%
Median DoR: 10.4 months
Median PFS: 11.1 months

« T-DXD demonstrated significant anti-tumor activity in HER2 IHC 2+ and 1+ tumors

Penault-Llorca F. ESMO E-learning module
Modi S et al. JCO 2020




Trastuzumab Deruxtecan vs Chemotherapy in
Previously Treated HER2-Low BC (DB-04)

Clinical trial design (phase 3 — DESTINY-Breast04)

Patients®

« HERZ2-low (IHC 1+ vs IHC
2+/ISH-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

* HR+ disease considered
endocrine refractory

Hormone receptor-positive

T-DXd

5.4 mg/kg Q3W
(n=373)

HR+ = 480
HR- =60

TPC

Capecitabine, eribulin,

gemcitabine, paclitaxel,
nab-paclitaxel®

(n = 184)

Primary endpoint
+ PFS by BICR (HR+)

Key secondary endpoints®
* PFS by BICR (all patients)
+ 05 (HR+ and all patienis)

Hormone receptor-negative

I
" I
oF o
ORR 92.6% : 50.0% W Complete Response
s - T | [T e Partial Response
40 1 [
= |
g |
] 16.3% | 415 16.7%
—_—
[ [
1M -
Lt 1 1.4
[1] |
T-DXd (n = 333) TPC (n = 166) 1 T-DXd (n = 40) TPC (n = 18)
Prograssive Disease, % 211 | 12.5 . 333
Mot Evaluable, % 12.7 | 7.5 5.6
Clinical Benefit Rate®, % 34.3 II 2.5 7.8
Duration of Response, months 6.8 | B.G 4.9

HR+ Cohort

Modian ST o | Hazard rato
TN (n=331) | (n=163) | TR

100

PFS

Prmary 96 mo 42mo 037
analysis {8.4-10.0) {3449) (0.20-0.47)

Updated 9.6 mo 4.2mo 0.37
analysis {8.4-10.0) (3.44.9) (0.30-0.46)

24.month Landman (95% Cl)
T-DXat 15.4% (11.3-20.0%)

Progression-Free Survival Probability, %
g

10+ + Ceorsorea

T-D0d (n = 331) CEXT
. TPC 0 = 163}
L e 1y e e T O S 1T I D G 2 5 TR RO 15 N I B O e R R O U L 1R S B I L
0123456780021V MISETHIVNN2BIN07BHVNRIIANBINITEN

Time, months
Pationts still of risk:
T-OXE IR @ 330) wr w11 1o bt 1w 1 W e IV NN e e e
TPCInalld] wimmm ™ w mwmnowmme o0 & 61 8
HR+ Cohort
Median T-OXd T Hazard ratio
w00 (95% CI) (n = 331) | (n = 163) (95% CI)
90 '[ Primary 239 mo 175 mo 064
analysis' (20 8-24 8) (15.2-22.4) (0.48-0.86)
-"_ ho
= - Updated 239 mo 17.6 mo 063

3 ro \\ analysis (21.7-25.2) (15.1-20.2) (0.93-0.87)

6o .,
\ 24-month Landmark (05% C9)
o \ T-OXet 40.0% {43.3-54.5%)
TG 30.0% @T.3-43.0%)

; 40 \\\‘ 3¢-month Landmark (95% CI)

E + \. ';?«M:‘iolf\"aolj-nﬂ"vl
20 \ - N N0 28.0%)
. \\‘__\ e DS

10 +  Cormored
— TN 0 = 331)
TG n = 163
T T T T

T LA B e me e e S B B e S S S | ]
0O 2 4 6 & 10 12 14 0 1A 20 22 24 20 20 0 X2 24 M6 I8 40 42 44 4 4B

Time, months
Pationts s1iB ot risk: J

Vo000 0 w0 I0TH e o 007 100 W S e 7 T B O T e e e TR e o e e Y e

TP PN = TET) v o v v 100 T OB R T 0 o @ W T W T e e e

Modi S et al. N Engl J Med. 2022;387(1):9-20. Modi S et al. 2023 ESMO Congress. Abstract 3760.



DESTINY-Breast04: Efficacy in the HR- Cohort

(exploratory analyses)

Overall Survival Progression-Free Survival (by Investigator)
100 Median T-DXd TPC Hazard ratio 100 Median T-DXd TPC Hazard ratio
(95% Cl) (n = 40) (n=18) (95% Cl) (95% Cl) (n = 40) (n=18) (95% Cl)
20 — 20 —
Primary 18.2 mo 8.3 mo 048 Primary analysis 8.5 mo 2.9 mo 0.46
80 analysis' (13.6-NE) (5.6-20.6) (0.24-0.95) 80 (by BICRa)" (4.3-11.7) (1.4-5.1) (0.24-0.89)
70 Updated 17.1 mo 8.3 mo 0.58 =] Updated analysis 6.3 mo 2.9 mo 0.29
e analysis (13.6-23.0) (5.6-20.4) (0.31-1.08) 60 (by investigator) (4.2-8.5) (1.4-4.2) (0.15-0.57)

aPFS by investigator was not analyzed for the

50 - HR- cohort at the time of the primary analysis.

24-month Landmark (95% CI)
T-DXd: 32.6% (18.5-47.5%)

40 TPC: 11.8% (2.0-31.2%)
12-month Landmark (95% CI)

30| T-DXd: 25.3% (12.8-39.8%)

Overall Survival Probability, %

20—

Progression-Free Survival Probability, %
&
|

| 4+ Censored 10 +  Censored
10 T-DXd (n = 40) T-DXd {n = 40)
TPC (n = 18) TPC {n = 18) |_I
0~ T T T T T T T T T = =R T T 1 | e | T R 0 T T T 1 | ] TR 1T 1 A T 1 P P ]
0 2 4 6 B8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 18 17 19 20 21 22 23 24 25 26 27
Time, months Time, months
Patients still at risk: Patients still at risk:
T-DXdn=40) 40 38 36 34 31 28 26 23 19 18 16 14 12 12 12 8 7 5 5 4 2 2 0 T-DXd(n=40) 40 39 35 31 30 26 19 17 16 12 11 11 8 8 7 5 4 3 3 2 2 2 2 2 2 1 1 0
TPCin=18) 18 16 14 13 10 8 7 6 5 5 &5 3 2 2 2 2 2 1 1 0 0 o0 0 T™Cin=18) 18 17 10 7 6 4 2 1 0 0 0 0 0 0 0 0 0 0 0O O O 0 O O O O O

* Median FU now 32 months vs 18.4 at primary analysis
« There was a 42% reduction in risk of death and 71% reduction in risk of disease progression or death for HR-
patients receiving T-DXd compared with TPC

BICR, blinded independent central review; HR, hormone receptor; mo, month; NE, not evaluable; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Modi S et al. N Engl J Med. 2022;387(1):9-20. Modi S. 2023 ESMO Congress. Abstract 3760.



Is HER2 IHC score predictive of T-DXd activity?

0 100 T-DXd (n = 348)
‘g %
In DESTINY-Breast04, no difference in 5 "l
activity b/w HER2 THC 1+ and 2+/ISH- 3. W] WL
‘” \
g -60
ij 0 B IHC 1+
3 oo, WIHC 2+1SH-

Subgroup Analysis: PFS in HR+

No. of Events/No. of Patients PFS, median (95% Cl), mo . . .
T-DXd TPC T-DXd TPC Hazard Ratio for Disease Progression or Death (95% Cl)
Prior CDK4/6 inhibitors )
Yes 149/233 741115 10.0 (8.3-11.4) 5.4 (4.0-7.8) —— I 0.55 (0.42-0.73)
No 60/96 35/47 11.7 (9.5-17.7) 5.9 (4.3-8.2) —— 1 0.42 (0.28-0.64)
IHC status !
IHC 1+ 119/192 66/96 10.3 (8.6-12.3) 5.3 (4.1-7.8) —C— I 0.48 (0.35-0.65)
IHC 2+/ISH- 92/139 44/67 10.1 (8.2-12.2) 5.9 (4.3-7.9) —_— | 0.55 (0.38-0.80)
SUSAN F. SMITH BRIGHAM HEALTH
CENTER FOR DBI"IEI Farber sv%am?{%zpn& ?é\:(\:l:rNDGN}IiEODSIgGLAfCHOOL

WOMEN:S CANCERS Modi S, et al. ASCO 2022. Abstract LBA3. W Concerlnstitute




=

&% DESTINY-Breast04

Drug-Related TEAEs in 220% of Patients

16

. I T-DXd, Any Grade
Fatigues g | £ E B 70X, Grade 2
B TPC, Grade 23
N T ILD
Decreased appetite 29_16 All grade 12%
Thrombocytopeniad 24_9 Gr 13.5%
Transaminases lncreasedef Gr 2 6.5%
| Gr31.3%
Constipation 21_13 Gr 50.8%

I I I | I T I
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-Related TEAE (%)

T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice.

aThis category includes the preferred terms fatigue, asthenia, and malaise. *This category includes the preferred terms neutrophil count decreased and neutropenia. °This category includes the preferred terms hemoglobin decreased, red-cell count
decreased, anemia, and hematocrit decreased. 9This category includes the preferred terms platelet count decreased and thrombocytopenia. ¢This category includes the preferred terms transaminases increased, aspartate aminotransferase increased,
alanine aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal. fThis category includes the preferred terms white-cell count decreased and leukopenia.

2022ASCO L, ASCO syiosme
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What About HER2-ultralow in mTNBC?

HER2-low HER2-ultralow
~60-65%"" ~20-25%"

et

IHC 0
|
Weak-to-moderate complete Faint, incomplete Faint, incom_pl_ete.
membrane staining membrane staining membrane staining in
in >10% tumor cells in >10% tumor cells <10% tumor cells

Patients with a HER2-low classification at any stage of the disease

may be considered eligible for T-DXd

HER2=human epidermal growth factor receptor 2; IHC=immunohistochemistry. Curigliano G, et al. Presented at ASCO Breast Annual Meeting 2024, 31 May—4 June. Chicago, IL. Abstract #L.BA1000. Tolaney | 2024



DESTINY-Breast06: A Phase 3, Randomized, Multicenter, Open-Label Study
(NCT04494425)

PATIENT POPULATION
* HR+ mBC
» HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
(IHC 0 with membrane staining)*

* Chemotherapy naive in the mBC setting

Prior lines of therapy
» 22 lines of ET  targeted therapy for mBC
OR
* 1line formBC AND
— Progression <6 months of starting first-line ET + CDK4/6i
OR

1-DXd ENDPOINTS
5.4 mg/kg Q3W Primary
(n=436) * PFS (BICR) in HER2-ow
Key secondary
HER2-low =713 * PFS (BICR)in ITT (HER2-ow + ultralow)

HER2-ultralow = 153t

e OSin HER2-How

e OSiInITT (HER2-low + ultralow)

Other secondary
* PFS (INV)in HER2How

— Recurrence <24 months of starting adjuvant ET Options: - ORR (BICR/ANV) and DOR (BICR/ANV)in
Stratification factors capecita_bine, . :EfRZ_IO“; a::n::I I'I:'_I!HERZ—IOW + ultralow)
« Prior CDK4/6i use (yes vs no) nab-paclitaxel, a fety and tolerability .
« HER2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining) paclitaxel ° Patient-reported outcomes
= Prior taxane in the non-metastatic setting (yes vs no) TPC n (%)
At DCO, 119 patients (14.0%) remained on treatment: 89 (20.5%) T-DXd and 30 (7.2%) TPC Capecitabine 257 (59.8)
Median duration of follow up: 18.2 mo (ITT) Nab-paclitaxel 105 (24.4)
Paclitaxel 68 (15.8)

Patient population

* ~30% primary endocrine resistance
» ~30% de novo metastatic disease

* 3% bone only disease

* ~66% liver metastases

HER2 ultra-low similar to HER2 low population

Median 2 prior lines of ET

89% prior CDKi (9%<6 mo), ~30% other targeted agents
~54% chemotherapy for early-stage disease

Curigliano G et al. ASCO 2024. LBA1000. BardiaAet al. N Engl J Med. 2024;391(22):2110-2122.



PFS (BICR) in HER2-low: primary endpoint

Probability of PFS

No. at risk
T-DXd
TPC

HER2-low*

. N=713 )
1.0 : Hazard ratio 0.83
] ; ' 87.6%, T-DXd 95% Cl 0.66—1.05
Hazard ratio 0.62 08 TpC. 81,790 P=0.1181t
08 95% C1 0.51-0.74 - » &R0
* 1
e P<0.0001 S el |
Ly mPFS: 13.2 mo 2 :
= :
B 0.4 - :
0.4 [=} - \ | T
D_ : U LU
| ‘“\_N_"’M_«._‘—‘ 02 - i
H 12-month!OS rate
0 T T T T T T T T T T T 1 o T T T 1 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 3 36 39 o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk
359 310 265 213 163 131 72 49 28 17 10 0 TDXd 359 354 341 324 309 279 198 140 96 23 32 16 7 2 Q 0
354 254 192 118 85 65 37 19 10 6 2 0 TS 354 333 319 288 273 247 185 126 86 53 23 6 2 1 1 L]

T-DXd demonstrated a statistically significant and clinically meaningful improvement
in PFS compared with standard-of-care chemotherapy in HER2-low

PFS and OS in HER2-ultralow

Prespecified exploratory analyses

Probabllity of PFS

Mo at nsk

T-DXd
e

Curigliano G et al. ASCO 2024. LBA1000.
Bardia A et al. N Engl J Med. 2024;391(22):2110-2122.

02+

20.1% of patients in the TPC group received T-DXd

post treatment discontinuation (HER2-low)

PFS (BICR)
""" Hazard ratio 0.78

95% C1 0.50-1.21

T-DXd
mPFS: 13.2 mo

76
FLi]

64
62

T 1
6 9 12 15 18 21 24 27 30

44 35 24 9 L] 3 3

a3 0
a2 24 18 i4 ¥ L] 3 1 o

Probability of OS

0.8+

0.6

0.4 H

0.2 1

TPC, 78.7%

os*

H=152 .
5 Hazard ratio 0.75
H 84.0%, T-DXd 95% C1043-1.29

12-month OS rate

#3

T
3

76

T T t T T T T T T T T 1
6 9 12 15 18 21 24 27 30 33 36 39

70 66 49 36 28 23 15 L] 0 1]
G2 & 4% 25 17 15 ] 4 ] 1 ]

PFS improvement with T-DXd vs TPC in HER2-ultralow was consistent with results in HER2-low



DESTINY-Breast06 (phase 3): T-DXd Efficacy by Time to Progression
on 1L ET + CDK4/6 inhibitor

PFS by time to progression on 1L ET + CDK4/6i and ET resistance

10 <6-month 1L TTP? 10 - 6-12-months 1LTTP?
08 - T-DXd TPC 08 T-DXd TPC
£ Median PFS, Qe Median PFS,
L el . 140 65 s S s 132 69
E HR (95% Cl) 0.38 (0.25-0.56) = HR (95% CI) 009 (043-T-12)
L,‘; 04 - % 04
8 £
Q- 0.2 - | & 024
00 T T T T T T T T T T T T i 0.0 T T T T T T T T T T T q !
0 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Time (months) No.at risk Time (months)
T-DXd 65 61 53 47 32 25 12 8 3 3 O TDXd 60 50 38 31 28 20 9 6 3 1 1 0
TPC 59 38 30 14 12 9 4 4 0 0 O TPC 52 34 21 11 8 7 6 3 1 0 0 O
10 - >12-month 1L TTP?
. T-DXd TPC
08 E,”:g’ja“ 129 82
o month
S 0s. "R 087 (0510.80) January 27, 2025 FDA approved T-DXd for
2 04- HR+ HER2-low or ultralow MBC that
£ 02- progressed on ET for MBC. HER2-ultralow
00 4+— 1, — — . is defined as IHC 0 with membrane staining

T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39

No.at risk Time (months) by PATHWAY 435 Ab assay

T-DXd 168 146 125 94 74 59 28 17 11 6 2 1 0
TPC 166 114 8 62 44 33 14 8 6 2 0 0 O

aTTP analysis included patients with PD on prior 1L ET + CDK4/6i (65.8% of the ITT population).
bPrimary endocrine resistance defined as relapse in the first 2 years of adjuvant ET, or PD <6 mo of 1L ET for mBC; secondary (acquired) endocrine resistance
defined as relapse after the first 2 years on adjuvant ET, or relapse within 12 mo of completing adjuvant ET, or PD >6 mo after initiating ET for mBC.

Bardia A et al. SABCS 2024. Abstract LB1-04.



College of American Pathologists Updated HER2 Testing

Allison K, Krismurti U. CAP Biomarker
Testing of Specimens from Patients
with Carcinoma of the Breast

; g : . Version 1.6.0.0, March 2025
Table 4. Reporting Results of HER2 Testing by Immunohistochemistry (IHC)

Result Category Criteria
Negative (Score 0 or No staining observed (0/absent membrane staining)
0+)# or

Membrane staining that is incomplete and is faint/barely perceptible and within <10% of
tumor cells (0+/with membrane staining)

Negative (Score 1+)# | Incomplete membrane staining that is faint/barely perceptible and within >10% of tumor

cells
Equivocal (Score Weak to moderate complete membrane staining in >10% of tumor cells
2+ )8t or

Complete membrane staining that is intense but within <10% of tumor cells*

Positive (Score 3+) Complete membrane staining that is intense and >10% of tumor cells*
* Readily appreciated using a low-power objective and observed within a homogeneous and contiguous

population of invasive tumor cells.




HER2-Low expression is dynamic in breast cancer

* HER2status can change between early and relapsed setting
- IHCO on the primary often converts to HER2-low upon recurrence

Primary tumor

PRIMARY BC
3ISdv13d

* Liquid biopsy: HER2- CTCs can spontaneously convert into HER2-expressing CTCs and vice versa

Tarantino P, et al Eur J Cancer. 2022;163:35—43; Miglietta F, et al. NPJ Breast Cancer. 2021;7(1):137; Bergeron A. et al. Presented at USCAP 2022; Bardia et al Nature 2016.



HER2-Low Expression is Heterogeneous within Metastases

An autopsy study has also demonstrated a significant spatial heterogeneity for HER 2-low expression, with
8/10 of the patients studied having concomitant HER2-low, HER2-ultralow and HER2-0 lesions

A

Tissue donation

[ HER2-positive

] HER2-2+, ISH negative

B HER2-1+

" HER2-ultralow
HER2-absent

40

30

10 patients with
HER2-non-amplified
metastatic breast
cancer

Lesions per patient

ER-positive ER-negative

Clinical archives

BRIGHAM HEALTH
- § BRIGHAM AND
Dana-Farber @ AN AL HARVARD MEDICAL SCHOOL

Geukens T, et al. Eur J Cancer 2023; 188:152-160. Cancer Institute TEACHING HOSPITAL



DESTINY-Breast15 Study Design: Unanswered Questions

Patient Population
All Patients:
- mBC
+ HERZ status
« IHCO
* HER2-low: IHC 1+; IHC 2+/ISH-
* Upto 2 pLOT in metastatic setting
* Inclusion to ensure ethnic diverse population

HR+ (Early Progressors) = Cohort 3
* Recurrent disease <2 years from initiation
of adjuvant endocrine therapy OR

 Progression within 12 months of completion
of adjuvant CDK4/6i

» Progression within the first 12 months
of CDK4/6i in the first line metastatic setting

HR-

« 2 pLOT capped at 25% of cohort and only
allowed if one of the lines included SG

Fresh/archival biopsy & ctDNA

Cohort 1: HR-/HER2-low mBC

(n = 100)

|
T-DXd treatment, 5.4 mg/kg Q3W

2-year follow-up

|
v

Biopsy (C2D1) & ctDNA

Primary Endpoint: TTNT
Key Secondary: rwPFS

Secondary Endpoints:
- TTD
* QoL/PROs
 Tolerability
- ORR

Exploratory Endpoints: pathology/
translational research plan

Descriptive stats of primary endpoint
for FAS in subgroups:

* Brain mets

* Prior IO use

* Prior sacituzumab govitecan

* Bone metastases only

|
v

Progression biopsy (optional) & ctDNA

ctDNA, circulating tumor deoxyribonucleic acid; FAS, full analysis set; ISH, in situ hybridization; IO, immuno-oncology; ORR, objective response rate; pLOT, prior line of therapy; PROs, patient-reported outcomes;
Q3W, every 3 weeks; QoL, quality of life; rwPFS, real-world progression-free survival; SG, sacituzumab govitecan; TTD, time to treatment discontinuation; TTNT, time to next treatment.

Tolaney | 2024



Part 1: Dose Finding

population

*HR+ or HR-, HER2-
low (IHC 1+ or IHC
2+/ISH-) metastatic
breast cancer
—HR+ patients: =1
prior line of ET and
21 prior line of CTX
for metastatic
disease

—HR- patients: 21
prior line of CTX
for metastatic
disease

CTX, chemotherapy; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone
receptor; IHC, immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan.

Centrally assigned

Strategies to enhance efficacy:
DESTINY Breast 08 (DB-08) for HER2 low MBC

Module 1: T-DXd + capecitabine (HR+ or HR-)

Module 2: T-DXd + durvalumab + paclitaxel (HR+ or HR-)

Module 3: T-DXd + capivasertib (HR+ or HR)

Module 4: T-DXd + anastrozole (HR+) patients

Module 5: T-DXd + fulvestrant (HR+) patients only)

* Module 1 (HR+ or
HR-)

- HR+: only 1 prior line
of ET but no prior
CTX for mBC

- HR-: only 1 prior
line of CTX for
mBC

* Module 2 (HR-): no
prior CTX for mBC?

* Module 3 (HR-): only
1 prior line of CTX for
mBC

* Modules 4 and 5
(HR+): only 1 prior line
of ET but no prior CTX
formBC

Clinicaltrials.gov Identifier: NCT04556773

Part 2: Dose Expansion Based on RP2D From Part 1

Patient population

Allocation to open
modules (dependent on
available RP2D)

m Module 1: T-DXd + capecitabine

(HR+ or HR-)

Module 2: T-DXd + durvalumab + paclitaxel (HR-)

Module 3: T-DXd + capivasertib (HR-)

Module 4: T-DXd + anastrozole (HR+)

Module 5: T-DXd + fulvestrant (HR+)

aPatients who have received CTX in the neoadjuvant or adjuvant setting are eligible, as long as
they have had a disease-free interval of >12 months.

bMolecularly defined subgroup of special interest, PD-L1(+).

¢Molecularly defined subgroup of special interest, AKT/PTEN/PIK3CA altered



TRIO-US B-12 TALENT: Phase Il neoadjuvant trial
T-Dxd +/- anastrozole for HER2-low, HR+ early stage BC

Arm A: T-DXd (n = 25%)
20 A BCR PR SD [|PD

220 4
40 4
.60 -

-80 =

Change From BL in Tumor Size (%)

-100 -

Response, n (%) Arm A: T-DXd (n = 25)
ORR 17 (68)

= CR 2(8)

= PR 15 (60)

Change From BL in Tumor Size (%)

-100 -

Arm B: T-DXd + Anastrozole (n = 24")

204 II
0 -

220 -
-40 -

-60 =

-80 =

BCR PR JSD [IPD

Response, n (%)

Arm B: T-DXd + Anastrozole (n = 24)

ORR 14 (58)
= CR 2 (8)
= PR 12 (50)

*n = 4 still on tx; n = 3 discontinued prematurely but still had imaging and included in ORR analysis per protocol. 'n = 5 still on tx.

Hurvitz. SABCS 2022. Abstr GS2-03.




Is HER2 IHC score predictive of T-DXd activity in 1L mTNBC?

In BEGONIA (T-DXd +
durvalumab for HER2-low
TINBC), no difference in
activity b/w HER2 IHC 1+
and 2+/ISH-

Schmid P, et al. SABCS 2022. PD11-08.
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2

PDL1-
PDL1 Missing

=

HER2 status, local testing

Confirmed ORR, n (%)
95% ClI

Unconfirmed ORR, n (%)
95% CI

IHC 1+ IHC 2+/ISH-
n=37 n=21
25 (67.6) 8 (38.1)
50.2-82.0 18.1-61.6
26 (70.3) 9 (42.9)
53.0-84 .1 21.8-66.0




Other Novel ADCs for HER2-Low MBC

Trastuzumab duocarmazine (SYDg85) Disitamab Vedotin (RC48-ADC)
Trastuzumab mAB, Cleavable linker, Duocarmycin (vc-seco-DUBA) ~ humanized anti-HER2 mAB, cleavable linker, Monomethyl auristatin E
DAR:2.4t02.8 (MMAE): DAR ~ 4
100 [} [ HER2-low hormone receptor-positive - HER?2-low-expressing
80 100 mm mm |HC1+
% 56 80 = |HC2+ FISH-
% < 60
& 404 £
£ 2 40-
£ 201 IRl e g
2 DDDI::L * @ 20
s 01+ - *- i e = £
"I -
I G e S -20-
S A0y S
2 S 40
.; -60- g
@ o -60-
-80- |
-804
-100
| E G FR) Y N SR N | | A IS ) FAN CRN R T NN () RN RN PN N S SR RN NN NN DR NN SR PR -100-
Pationts Note: * means percent change from baseline of target lesion is 0%.
49 HER2-low MBC patients: ORR 32%, mPFS 4 mo 48 HER2-low MBC patients: ORR 40%, mPFS 5.7 mo
-HR+ (32/49): ORR 28% HER2 2+: ORR 42.9%
-TNBC (17/49): ORR 40% HER2 1+:30.8%

BanerjiU et al. Lanc Onc 2019; Wang J et al. ASCO 2021



Ongoing Trials with SYDg85 and Disitamab

* Phase 1Trial: SYDg85 + Paclitaxel for HER2-Low MBC (NCT04602117)

SYD985 1.2 mg/kg q3wk x 6

+ Paclitaxel weekly

* Phase 1Trial: SYDg85 + Niraparib in solid tumors (NCTo4235101)

* |-SPY Trial: Neoadjuvant SYDg85 for HER2-Low Early-Stage BC

SYD985 1.2 mg/kg q3wk x4 | =—> AC gq2-3week x 4 —p °

Randomized Phase 3 Study: Disitamab vs TPC HER2-Low MBC (NCTo4400695)

e ~

Centrally
HER2 Low
(IHC 1+ 2+)

1-2 prior
chemos

Physician’s choice single agent
(capecitabine/paclitaxel/docetaxel/vinorelbine)

Primary Endpoint = PFS




Best Change from Baseline (%)

DB-1303 HER2-directed ADC with novel topo1 inhibitor payload with bystander effect
Best Tumor Response, Duration of Response in HER2 Low MBC

Tumor Response Over Time for Her2 Low BC 8 mg/kg PTs with Postbaseline Scans

Best Tumor Response for Her2 Low BC 8 mg/kg PTs with Postbaseline Scans
Dose Level [ 8 mg/kg

120
Her2 IHC Status @ 1+ o 2+
90 -
60 |
30 —
0_.
B — — = — —— e -
-60 —
-90 —
00000000000000000000000000000000000000000000000000000000000000
-120
75 7p & 7y O O D9 o . Q- \?n?él?é’& 0076’6‘0\?7000@7\?7779 ) Py Py Oy h Oy Oy Oy Oy O SRR X A
0‘00 00%0 OOOQOGQOOQOOQOOIOO 00 09&00 09&06)20?0“0 ‘;‘009006:00 00)0%00 00 ,6\00 00 00‘200 0070900%,0"20 0‘20{200 0 6\ 0 007) "90900090‘%’00 00 0%0006:00@00 00900)09000900900@00 0060
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Subject

EAS: Efficacy Analysis Setincludes all subjects enrolled and who received at least one dose of DB-1303/BNT323, have

baseline efficacy assessment, and have either at least one post-baseline efficacy assessment or discontinued study treatment.

Subject

202003
202007
202020
206013
22023
22022
3001
115001
22019
03004
01057
220161
202000
1056
28002
319001
28010
Tot012{
202008
20003
101016
28001
317001
202014
23002
01055
202010
05008
28000
21050
22017
101015
1040067
207000
25004
01051
207010]
01087
104008
05011
01058
1030061
22015
28008
323004
07008
318002
304001
22021
1030021
206014
201014
2206
20106
115-004
03002
01080
102008
4003
352001
104007

101.014-

Dose Level [ 8 mg/kg

Her2 IHC Status

A

® 1+
® 2+

Response
o NE

@D
A PR
SD

T T T
40 50 60
Duration of Treatment (weeks)

70

» Continue Treatment

data cutoff: :

07Apr 2024




BRE 421 | 23189 (DYNASTY-Breast02): Trial for
HR+/HER2low MBC after progression on ET

DB-1303 is a HER2-targeted ADC with a topoisomerase | inhibitor payload

» Men or women with advanced
metastatic BC: ER+ and/or PR+
(>1%) HER2- low (IHC 1+ or IHC
2+/ISH-) by central testing*

- PD on CDK 4/6i + ET within 6
months of starting 1L tx for MBC DB-1303

and appropriate for chemo OR
* PD on at least 2 prior lines of ET

with or without targeted therapy
(ex: CDK 4/6, mTOR or PI3K
inhibitors) for MBC

Physician’s choice
« No prior chemo for MBC (cape/paclitaxel/nab-paclitaxel)

+ Measurable disease per RECIST
v1.1 or non-measurable bone only
disease (lytic or mixed lytic bone
lesions)

Stratification factors:

* Prior CDK4/6 inhibitor

* HER2 IHC 2+/ISH- vs. IHC 1+

* Prior taxane in non-metastatic setting

*TAT for central HER2 testing 6-9 working days

O'Shaughnessy et al. ESMO 2024;Abstract 436TiP.



Summary: Targeting HER2 Low & Ultralow Breast Cancer

 HER2 low/ultralow expression is dynamic, changes with therapy, and
is heterogeneously expressed in metastases

* New CAP guidance on reporting HER2 low/ultralow

e T-DXd is more effective than single agent chemotherapy in 1L (HR+)
and 2L (HR+/TN) in HER2 low/ultralow (1L) and HER2 low (2L) disease

* Toxicity is manageable with chest CT surveillance for ILD

e Several new HER2-targeted ADCs show early promise in treating HER2
low MBC, with anti-tubulin and alkylator payloads

 Are TROP2- and HER2-directed ADCs with topo1l inhibitors non-cross-
resistant or does payload and/or Mab need to change?



A 65-year-old woman presents with de novo ER-positive mBC, receives ribociclib with anastrozole and
initially responds but then experiences disease progression 6 months later. Biomarker evaluation is
negative for ESR1 mutations and PIK3CA/AKT1/PTEN alterations. Regulatory and reimbursement issues
aside, what would be your most likely next treatment?

HER2 ultralow

HER2 low (IHC 1+) (IHC 0 with membrane staining)

Abemaciclib + fulvestrant Abemaciclib + fulvestrant

Trastuzumab deruxtecan Capecitabine

Trastuzumab deruxtecan Depends on disease burden

Everolimus + fulvestrant

£ Dr Kalinsky Everolimus + fulvestrant
a4 I Dr O’Shaughnessy Abemaciclib + imlunestrant

Everolimus + fulvestrant

Abemaciclib + imlunestrant

Everolimus + fulvestrant

Everolimus + fulvestrant Everolimus + fulvestrant

Trastuzumab deruxtecan Trastuzumab deruxtecan




A 65-year-old woman presents with de novo ER/PR-negative, HER2-low (IHC 1+), PD-L1-positive, BRCA-negative mBC,
receives pembrolizumab/chemotherapy and initially responds but then experiences disease progression 6 months
later. Regulatory and reimbursement issues aside, what would be your most likely next treatment?

A T R

[




Outside of a clinical trial setting, have you administered or would you administer
trastuzumab deruxtecan to a patient with mBC as described?

ER negative,
HER2 ultralow

HR positive,
HER2 IHCO

HER2 IHC O,
HER2 mutation

| have not but would
for the right patient

| have not but would
for the right patient

I have not but would
for the right patient

| have not but would
for the right patient

£ Dr Kalinsky
, | have not but would
Dr O’Shaughnessy for the right patient

| have not but would
for the right patient

| have not but would
for the right patient

| have not and would not

| have not but would
for the right patient

| have not but would
for the right patient

| have not but would
for the right patient

| have not and would not | have not and would not




Do you use chest imaging to monitor a patient receiving trastuzumab deruxtecan who
otherwise does not require chest imaging?
How often would you order imaging if the patient remained asymptomatic?

Use chest imaging Frequency of chest imaging

£
>

84 Dr Burstein
Every 3 months

44 Prof Dent Every 6 to 9 weeks in first year

\ T4 DrKalinsky Every 9 weeks

Every 9 to 12 weeks

Every 8 to 12 weeks

Every 6 to 9 weeks




Do you evaluate pulmonary function, either clinically or by specific tests?
For a patient who develops Grade 1 interstitial lung disease (ILD) while receiving
trastuzumab deruxtecan, how do you approach retreatment?

Evaluate pulmonary function Treatment of Grade 1 ILD

Dr Burstein Hold T-DXd until resolution

Hold T-DXd, treat with steroids,
consider restart

Hold T-DXd, treat with steroids,
consider restart

Hold T-DXd until resolution

44 Prof Dent Yes, occasionally

. B¢ DrKalinsky
@ Dr O’Shaughnessy

Hold T-DXd, treat with steroids,
restart T-DXd at a reduced dose

Hold T-DXd, treat with steroids,
consider restart

Hold T-DXd until resolution

Hold T-DXd, treat with steroids,
consider restart

T-DXd = trastuzumab deruxtecan



Agenda

MODULE 1: Optimizing the Management of HER2-Positive Metastatic Breast
Cancer (mBC) — Dr Cortés

MODULE 2: Individualized Selection of Up-Front Therapy for Patients with
HR-Positive, HER2-Negative mBC — Dr Kalinsky

MODULE 3: Available Therapies for Patients with HR-Positive, HER2-Negative
Disease Progressing on CDK4/6 Inhibition — Dr Burstein

MODULE 4: Current and Potential Future Role of HER2-Targeted Therapy for
HER2-Low and HER2-Ultralow Disease — Dr O’Shaughnessy

MODULE 5: Current and Future Strategies for Patients with Endocrine-

Refractory HR-Positive mBC — Dr Rugo

MODULE 6: Selection and Sequencing of Therapy for Patients with Metastatic
Triple-Negative Breast Cancer — Prof Dent

4 -

A LB
RESEARCH
TO PRACTICE




ADCs: Current and Future Strategies for Patients
with Endocrine-Refractory HR+ mBC
(excluding T-DXd)

Hope S. Rugo, MD
Director, Women's Cancers Program
Division Chief, Breast Medical Oncology
Professor, Department of Medical Oncology & Therapeutics Research
City of Hope Comprehensive Cancer Center
Professor Emeritus, UCSF



Trends in ADC Development Over 4 Decades

o approved by FDA ADCs with differentiated payloads S e
in clinical development
70 - discontinued New in the clinic:
},‘5, » camptothecin + triptolide dual payload (KH815)
g_ 60 « MCL1 inhibitor (S227928)
2 » ecteinascidin (AT03-65) Most ADCs rely on 3 payloads:
> 50- microtubule inhibition, TOPO1
(3; Recently discontinued: inhibition, and DNA alkylation
o » BET degrader (ABBV-787) §
= 20 . STING (TAK-500) 2
2 « hemiasterlin (STRO-002, M1231) §_
& 304 - anthracycline (NBE-002, SOT102) £
& o
3 20- Partial clinical hold:
9,: « GSPT1 degrader (ORM-5029)
=
10~
0 | | Calighggmicin | . . | ansinoi 1 |
1985 1990 1995 2000 2005 2010 2015 2020 April
Year 2025

R. Colombo, AACR 2025 and Columbo et al, Cancer Discovery 2024



ADCs Approved for HR+/HER2- mBC as of 5.2025

Sacituzumab govitecan Datopotamab deruxtecan* Trastuzumab deruxtecan

(SG) (Dato-Dxd) (T-DXd)

Approval HR+/HER2- mBC after at least HR+/HER2- mBC after at least one Endocrine resistant, HER2

one line of chemotherapy line of chemotherapy low/ultra-low HR+/HER2- mBC
Antibod hRS7 MAAP-9001a hRS7
y Humanized IgG1 mAb Humanized IgG1 mAb Humanized IgG1 mAb
Pavload SN38 DXd DXd
y (DNA Topo | inhibitor) (DNA Topo | inhibitor) (DNA Topo | inhibitor)
Linker cleavage Enzymatic and pH-dependent Enzymatic Enzymatic
Bystander effect Yes Yes Yes
DAR 7.6 4 ~8
Half-life 11-14h ~5 days ~5-6 days

Dosing D1, D8 of Q3W schedule Q3W Q3W



All Approved ADCs have Linker Instabilities

- - mgmgm Gemtuzumab * sacituzumab govitecan has both linker-drug instability an
Ll n ke I’-d ru g I n Sta bl I ltles ' ozogamicin antibct)dy-linkgrginsttability,hwithbtrfz Ifonl(merd mgre ratlpti)dI b
| b
‘ :z(:)t;:rl:\rir::?n #approved by the NMPA in China but not by the U.S. FDA
i & approved by the MHRA in U.K. but not by the U.S. FDA
i i Sacituzumab
N O gD C s ?;::?,:::(,IST:: tirumotecan#
to ate Trastuz.umab Sacit b
( ) st 1 Result: fres drug
100% 80% 30% 0% released in circulation
STABLE Percentage of drug remaining conjugated to the antibody after 7 days in plasma U N STAB L E
Trastuzumab
deruxtecan
Datopotamab
deruxtecan R |t d | k
Brentuximab eSulit: rug-linkKer
N O ADCS Loncastuximab vedotin = g - -
it Polatuzumab released in circulation
(to d ate) Enfortumab
vedotin : .
e (and re-conjugation to
vedotin . - ;
Biar albumin for maleimides)
vedotin#
Antibody-linker instabilities o

R. Colombo, AACR 2025 and adapted from Columbo et al, Cancer Discovery 2024



TROPiCS-02: Phase Ill Study of Sacituzumab Govitecan in Locally Recurrent
Inoperable or Metastatic HR+/HER2- BC

( )

Metastatic or locally recurrent inoperable HR+/HER2-

breast cancer that progressed after:* Endpoints
Sacituzumab govitecan (SG) 10 mg/kg IV Primary
. o . Days 1and 8, every 21-day cycle
21 endocrine therapy and CDK4/6 inhibitor, and taxanes in (n=272) e PFS by BICR
any setting

Secondary

(08

Two to f9ur !ines of chemotherapy for Treatment of physician’s choice (TPC) ORR, DOR, CBR
T metastatic disease N=543 —> (capecitabine, vinorelbine, gemcitabine or eribulin) by LIR and BICR
(n=271)
PRO
Treatment was continued until progression or Safety

Measurable disease by RECIST 1.1

unacceptable toxicity

'E!' Visceral metastases (yes vs. no)

@ Endocrine therapy in metastatic Prior lines of chemotherapy for metastatic
™

setting 26 months (yes vs. no) ' disease (2 vs. 3/4)

STRATIFICATION

* Median lines of chemotherapy for MBC: 3
Demographics * 39% CDK4/6i >12 months
* 95% visceral metastases, 85% liver metastases

*Disease histology based on the ASCO/CAP criteria; 'Single-agent standard-of-care treatment of physician’s choice was specified prior to randomisation by the investigator.

ASCO, American Society of Clinical Oncology; BC, breast cancer; BICR, blinded independent central review; CAP, College of American Pathologists; CBR, clinical benefit rate; CDK4/6, cyclin-dependent kinase 4/6;
DOR, duration of response; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IV, intravenous; LIR, local investigator review; ORR, objective response rate; OS, overall survival;

PFS, progression-free survival, PRO, patient-reported outcome; R, randomised; RECIST, Response Evaluation Criteria in Solid Tumours; SG, sacituzumab govitecan.

Adapted from: Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376.



TROPICS-02 for HR+/HER2- Disease:

PFS & OS in the ITT Population

PFS' 0§23
BICR analysi |56 (m272) 7

Median PFS, mo (95% Cl) 5.5(4.2-7.0) 4.0(3.1-4.4) Median OS, mo (95% Cl) 14.5 (13.0-16.0) 11.2 (10.2-12.6)
Stratified HR (95% Cl) 0.66 (0.53-0.83) Stratified HR (95% Cl) 0.79 (0.65—-0.95)
Stratified Log Rank P value P=0.0003 Nominal P value P=0.0133
o 6 months 9 months 12 months PFS rate, % (95% Cl) 1009y, 12 months 18 months 24 months (o} ra, % (95% Cl)
2T ERETTEETTE o et e |
2 907 6o 46.1 30.3 < o | | | (n=272)
. . (39.4-52.6) (23.6-37.3) Z | | | 12-mo 60.9 (54.8-66.4)  47.1 (41.0-53.0)
E 0] 9-mo 32,5 17.3 5 0 18-mo 39.2 (33.4-45.0)  31.7 (26.2-37.4)
. . (25.9-39.2) (11.5-24.2) '§ 801 1 i i 24-mo 25.7 (20.5-31.2)  21.1(16.3-26.3)
T 60 12.m0 21.3 7.1 o 5 : i i
c de T (15.2-28.1) (2.8-13.9) I ! ! !
t.% 50 _E 40 | ‘ |
E 7 : ; : @ W
g 307 P T, T 2 | |
2 204 P iy e | | | |
g 20 P Ny ) 3 10 e : 3 :
2 10+ SG : : - 1 3 !
£ TPC : 1 0 T T T T T T T T T T T T T
0 —— 7 ——— 1 ———— T ———— 17— 0 3 6 9 12 15 18 2 ] 7 30 3 % 3
o 3 & g 12 15 18 2 24
No. of Patients Still at Risk (Events)
) ) ) Time (months)
Mo, of Patients $41l at Risk (Events) SG 2200 283(17) 22345 200(68) 163(105) 130(138) 105(163) 71(184) 52(196) 33(204) 19209 BEM) 123 0
SG 272{0) 148 {83) B2 (124) 44 (146) Z2 (160) 12 {166) 6 (167} 3 (169) O {170y
271 {0} 105 (91} 41 [136) 17 {151) 4 (158 1 (158) i (158} o {158) (0)  251(16)  199(66) 167(97) 124(140) 96(166) 82(180) 66(193) 46(206) 27(214) 15(220) T(224) 1(224)  0(224)

SG demonstrated a statistically significant improvement in PFS and OS vs TPC

Median follow-up was 10.2 months.

BICR, blinded independent central review; ITT, intent-to-treat; OS, overall survival; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

1. Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376. Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative metastatic breast cancer. J Clin Oncol. 2022. doi:
10.1200/JC0.22.01002. Reprinted with pemission from American Society of Clinical Oncology. 2. Rugo H, et al. ESMO 2022. Oral LBA76. 3. Tolaney et al, ASCO Abstract 1003; Rugo et al, Lancet 2023

No new toxicity signals compared to ASCENT



Response (%)

TROPICS-02: Responses and Safety Summary

Safety summary

Tumor response (n=249)

AE Grade >3 199 (74) 149 (60)
100 - W SG (n=272) ®TPC (n=271) AEs > discontinuation 17 (6) 11 (4)
AEs = dose delay 178 (66) 109 (44)
80 - AEs = dose reductions 91 (34) 82 (33)
SAEs 74 (28) 48 (19)
AEs = death? 6 (2)
| Anygrade | Grade23 | Anygrade | Grade23
Hematologic Neutropenia 189 (71) 140 (52) 136 (55) 97 (39)
Anemia 98 (37) 20 (7) 69 (28) 8 (3)
Thrombocytopenia 17 (6) 1(<1) 41 (16) 9 (4)
Gl Diarrhea 166 (62) 27 (10) 57 (23) 3(1)
Nausea 157 (59) 3(1) 87 (35) 7 (3)
ORR  CR PR SD  SD PO NE  CBR Constipation 93 (35) 1(<1) 61 (24) 0
T >6 mo T Vomiting 64 (24) 3(1) 39 (16) 4(2)
OR (95% Cl): OR (95% Cl): Abdominal pain 53 (20) 10 (4) 34 (14) 2 (1)
1.66 (1.06-2.61) 1.80 (1.23-2.63) Other Alopecia 128 (48) 0 46 (18)
P=.027 P=.0025 Fatigue 105 (39) 16 (6) 82 (33) (4)
Asthenia 62 (23) 6(2) 50 (20) 5(2)
Decreased appetite 57 (21) 4 (1) 52 (21) 2 (1)
Median DoR, months (95% Cl): 8.1 (6.7-8.9) vs 5.6 (3.8-7.9) Dyspnea 49 (18) 5(2) 39 (16) 11 (4)
Headache 44 (16) 1(<1) 36 (14) 2(1)
Pyrexia 39 (15) 2(1) 45 (18)
AST increased 33(12) 4 (1) 44 (18) 8 (3)

30f 6 AEs leading to death, 1 (septic shock due to neutropenic colitis) was considered treatment related by
investigator

Rugo HS et al. J Clin Oncol. 2022;40(29):3365-3376. Rugo HS et al. 2022 ESMO Congress. Abstract 15530. Rugo HS et al. 2022 SABCS. Abstract GS1-11.
Tolaney et al. 2023 ASCO Annual Meeting. Abstract 1003. Rugo HS et al. Lancet. 2023;402(10411):1423-1433.



ASCENT and TROPiCS-02:
Safety Outcomes by UGT1A1 Status

UTG1Al

v Variants affect enzymatic function,
causing reduced metabolic
capacity

v" Over 50% of individuals may
harbor an UTG1A1 polymorphism,
dependent on genetic ancestry

Grade 23 TEAEs SG
Overall (%) (n=268)
Neutropenia 52
Diarrhea 10
Anemia 8
Febrile neutropenia 6

- ASCENT TROPiICS-02

(Sf_gggf“ts UTG1A1 UTG1A1 Dose
Status n(%) |Intensity (%) Statusn(%) |Intensity (%)
*1/*1 (wt) 113 (44) 99.8 104 (38) 99
*1/*28 96 (37) 99.5 119 (44) 98
*28/*28 34 (13) 99.8 25 (9) 94

ASCENT TROPiICS-02
ﬁ;?fAi?’sLEﬁf:(% *1/%1 (wt) *1/%*28  *28/*28 *1/*1(wt) *1/*28  *28/*28
Neutropenia 53 47 59 45 57 64
Diarrhea 10 9 15 6 13 24
Anemia 4 6 15 6 8 8
Febrile neutropenia 3 5 18 6 7 4

Growth factor for neutropenia (initiated on/after first dose) overall 54%
33 49 11

ASCENT: Treatment discontinuation
due to TRAEs more common in *28
homozygous genotype

Nelson, RS, et al. Cancers. 2021;13:1566.
Rugo, HS, et al. npj Breast Cancer. 2022;8:98.

Marmeé, F, et al. Annals of Oncol. 2023;8(1suppl_4):101223-101223.
Rugo et al, Lancet 2023



AEs Leading to Dose Reductions, Rx
Interruptions, and Permanent D/C in
ASCENT, TROPiCS-02, and PRIMED

Rates of Neutropenia and Diarrhea in
ASCENT, TROPiCS-02, and PRIMED

B ASCENT  HETROPiICS-02  ® PRIMED

70.1%
63.2% 0
59.3% 56.7% - 0%66 .0%
34.1% 9 34.0% 9
28.0% 31.7% 33.0% 30 0%
22.0%
20.9%
16.8% 17.19%19-0% i 14.0%
0,
8 o 12 - 4.0% 12 o, S(yg 3?0¢y I 5.0% 6.3% 0%
.. 0 (o] - - (o]
Anv Grad q AEs leading to dose AEs leading to treatment AEs leading to permanent
ny Lrade G4 Any Grade reductions interruptions discontinuations
Neutropenia Diarrhea

50 patients; loperamide 4 mg day 2,3,4 then 9, 10, 11; G-CSF SCday 3,4 and 10, 11

G, grade; NA, not available.
Pérez-Garcia JM, et al. Presented at 2024 ASCO Annual Meeting. Abstract 1101.



TROPION-BreastO1 (Phase 3): Datopotamab deruxtecan vs chemo
for unresectable/inoperable or metastatic HR+, HER2- breast cancer

Key eligibility Dual primary endpoints:
* HR+/HER2-2 breast cancer . | * PFS by BICR
* Previously treated with 1-2 lines Continue until PD, ° 05
UElBesfEiEl Key secondary endpoints:
of chemo toxicity / other y y P )

(inoperable/metastatic setting) : AaesriauEier * ORR

* Experienced progression on ET criteria e PFS (investigator
and for whom ET was unsuitable assessed)

« ECOGPS0/1 * Safety

At data cutoff (July 17, 2023), patients remaining on treatment:
e Lines of chemo in unresectable/ Data-DXd, n=93
metastatic setting (1 vs 2) TPC, n=39
* Geographical location (US/Canada/ Median FU: 10.8 months (now 22.8 mos)
Europe vs ROW) Median age 55, 1-2% AA/Black

* Previous CDK4/6 inhibitor (yes vs no) 82% prior CDK 4/6i
(o}

Median one line of prior therapy (62%)

alHC 0/1+/2+; ISH-; blnvestigator’s choice of chemotherapy; cBy BICR per RECIST v1.1.
Dato-DXd, datopotamab deruxtecan; TPC, treatment of physician’s choice.
Bardia A, et al. SABCS 2023. Abstract GS02-01; Bardia A, et al. J Clin Oncol 2025;43:285-96;



TROPION-BreastO1: PFS and Time to Subsequent Therapy

PFS by investigator assessment

Time to subsequent therapy

1.0 1 1.0
w 08- Dato-DXd = ICC g § 0.84 Dato-DXd | ICC
o Median PFS, months 6.9 45 ° 5 Median TFST, months 8.2 5.0
5 06 55 29, (95% CI) (59-7.1) (42-5.5) - (95% CI) (74-89) (46-5.7)
= : S & 06 o -~
2 ’ HR (95% ClI) 0.64 (0.53-0.76) >65 HR (95% Cl) 0.53 (0.45-0.64)
= =3
S ST
04 = o
3 36.9% Dato-DXd (n=365) _gﬁ 0.4-
o ‘ —— ICC (n=367) °3
o oo
= 0.2
) — Dato-DXd (n=365)
0.0 . . } } ’ . — ICC (n=367)
0 3 6 9 12 15 18 0.0 . . ' . .
Number at risk Time from randomization (months) 0 3 6 9 12 15 18
Dato-DXd 365 272 185 74 19 4 Number at risk Time from randomization (months)
ICC 367 216 110 43 1 2 0 Dato-DXd 365 304 231 110 36 7 0
ICC 367 256 147 65 13 4 0

PFS by BICR (primary endpoint)
* Median 6.9 vs 4.9 months
* HR0.63 (95% Cl: 0.52, 0)

Prior duration of CDK4/6i, <12 months

Dato-DXd ICC
(n=151) (n=136)
Median PFS
.9(5.5,8.1 .2 (4.0, 5.
(95% Cl), months 22 >->81)  4.2(4.0,55)
HR (95% Cl) 0.61(0.45, 0.81)

Bardia A, et al. SABCS 2023. Abstract GS02-01; Bardia A, et al. J Clin Oncol 2025;43:285-96;

Prior duration of CDK4/6i, >12 months

Dato-DXd ICC
(n=153) (n=164)
Median PFS
(95% Cl), months 7.1(5.8, 8.5) 5.0(4.1,5.7)
HR (95% Cl) 0.61 (0.45, 0.82)



Subsequent Anticancer Therapy and Overall Survival

» Use of ADCs as subsequent therapy after discontinuation of study treatment was imbalanced between Dato and ICC
* 74 vs 79% received subsequent therapy; 12 vs 24% received an ADC, most T-DXd

1.0 -
09- 10 OS Adjusted for
108 097 Subsequent ADC Rx
@ 07- 0.8 _
" ,
5 064 B 0.7 .,
Z S 06 oy % _
- 0.5- Maturity: 59.6% E 05 Post—hpc Sgnsmwty A
S 044 . = Analysis Using IPCW P N
= Median FU: 22.8 mos S 04- iy
o 0.3 - < Method Tl
—+ [« 03_ ..........
0.2 N
— Dato-DXd (n=365) — 029 — Dato-DXd (n=365) —
019 ICC (n=367) 014 —ICC (n=367)
0 | | | | | | | I I I T T 0 T T T T T T T T T T T
0o 3 6 9 12 15 18 21 24 21 30 33 3 0 3 6 9 12 15 18 21 24 21 30 33
Number at risk Time from randomisation (months) Number at risk Time from randomisation (months)
Dato-DXd 365 349 331 299 250 227 180 118 49 12 1 Dato-DXd 365 348 327 290 245 212 163 105 43 M2 2
ICC 367 335 309 283 249 213 175 123 51 9 1 ICC 367 329 285 243 196 188 120 79 2 8 2
Dato-DXd ICC DatO'DXd ICC
0,
;‘:‘dei‘a’:“(‘;s’ “n: ::ths 22138(2” 21138(28) OSevents,n (%)  195(53) 177 (48)
(95% Cl) (17.3-20.1)  (17.3-20.5) Median OS, months 19.1 17.5
HR (95% Cl) 1.01 (0.83-1.22) HR (95% CI) 0.86 (0.70-1.06)
E sl -
@ SMOOHESS Pistilli et al, ESMO Virtual Plenary February 12, 2025 Data cutoff: 24 July 2024. m



TRAEs Occurring in 210% of Patients and TRAEs of Special

Interest Nausea| 519
Stomatitis| | 514
Neutropenia™ | 11.7 43.3
Alopecia | 36.4 Maximum grade:
4 Fatigue | 250 Dato-DXd
E Dry eye|| 239 Grade 1
Vomiting 20.6 Grade 2
Anaemia: 12.2 19.9 ECGrade >3
Constipation | 18.9 9.1 Grade 1
Leukopenia® 75 17.4 Grade 2
Keratitis?] 15.8 5.4 M Grade 23
60 5IO 4IO 3IO 2IO 1I0 (I) ‘IIO 2I0 30 4I0 5I0 6I0 7b
Dato-DXd (n=360) Patients, % ICC (n=351)

Data cutoff: 24 July 2024. Data are ordered according to frequency in either the Dato-DXd or ICC arms.
*Grouped term comprising neutropenia and neutrophil count decreased. tGrouped term comprising white blood cell count decreased and leukopenia. *Grouped term comprising keratitis, punctate keratitis, ulcerative keratitis.

Oral mucositis/stomatitis*

Ocular surface eventst

100 -1 ([{[
80 1 43% il Apsentorclinically 80 i 6% |
—  [[Noevent: | ild/asymptomatic: Noevent; — Absent
X ' e . . ' '
by 60 monitor; continue 60 -
c prophylaxis
S 40 {[26%Cr 40 - = May be clinically
o - 3% Gr1l - symptomatic: consider
20 1o Clinically 20 " r ophthalmologic assessment;
24%Gr2| — symptomatic: _ continue prophylaxis
o JEEASEY ) requires intervention o w} Clinically symptomatic:
Dato-DXd 2%~ Dato-DXd 2N oPhitalmologe
n=360 Gr3 n=360 assessment; aelay aose

(:>) ESMO ON AIR

Pistilli et al, ESMO Virtual Plenary February 12, 2025

Adjudicated drug -related ILD*

100 ===
80 4 96%
iNo event |
60 -
40 -
1.7% Gr 1
20 1.4% Gr 2
0.6% Gr3
0 - 0.3% Gr 51
Dato-DXd
n=360




FDA approves datopotamab deruxtecan-dink for
unresectable or metastatic, HR-positive, HER2-negative
breast cancer

January 17, 2025, datopotamab deruxtecan-dink received US FDA
approval for the treatment of adult patients with unresectable or
metastatic, HR+/HER2- mBC who have received prior endocrine-
based therapy and chemotherapy for unresectable or metastatic

disease.

Steroid mouthwash and cold chips during infusion

recommended to reduce stomatitis



Next Steps

TroFuse-010: PD-L1-
Ascent-07: Sacituzumab Tirumotecan in mHR+ BC
First-line Chemotherapy in HR+

-_—
Key eligibility criteria: Key inclusion criteria: N-1 200
*HR+/HER2* negative, locally Primary Endpoint
advanced and unresectable, or - PFS by BICR Un::sfctt'able |?CT|"Y ad\f’?ncedd or
metastatic breast cancer metasiatic centrally-conime Arm A: MK-2870
st i Sacituzumab govitecan HR+/HER2- breast cancer
« Eligible for first chemotherapy for 9 Key Secondary Endpoints
advanced mBC Dave 1 i d"';g’kg 0y o . 0s + Disease recurrence on/after CDK4/6i
ays 1 and 8, every EVES . . . S

« Progressed after 1 or more ET for N =654 - ORR by BICR (in the early or metastatic setting) J R Arm B: MK-2870 +

mBC’Iotlj relaz§ed thtE[P 12 T]f;nths of 21 + TTDD to Physical functioning Key exclusion criteria: 3:3:2 Pembrolizumab

completing adjuvan or while randomization . . . 3

receiving adjuvant ET ) Prevnously Freate(_i with chemotherapy

) ) Secondary Endpoints in metastatic setting
* No prior treatment with a - PFS by investicator -
topoisomerase | inhibitor Stfa‘gica“t?”i ¢ orior CDK 4/61in metasatic setting (none/<12 ORRS’ ) t?' ) + Disease recurrence within 6 months = Arm C: TPC
. uration or prior I In metastatic setting (none/< mos vs . y investigator i i i
- Measurable disease per RECIST 12 mos) - boR after completion of adjuvant/neoadjuvant
vi1.1 + HER2 IHC (HER2 IHC 0 vs HER2 IHC-low ([IHC 1+; 2+/ISH-]) oo chemotherapy
. . . A +  Geographic region (US/CAN/EU vs. ROW + Safety

* Prior CDK 4/6i not required (no prior orap gian ( ) v

CDK 4/6i capped at 30%) Stratification Factors: *Treatment of Physician’s Choice:
1) PD-L1 status (CPS<1 vs CPS 1-9 vs CPS>10) |1 # X X T ;
2) TROP2 expression (low+medium vs high) gii?)trauxbei:;li:ab Paclitaxel/ Capecitabine/ Liposomal
3) Geggraphical Regioq (WE vs NAvs RQW)

* Best sequencing in the metastatic setting?

* Optimal order of T-DXd (does order matter)?

* How effective are TROP2 ADCs after T-DXd?

* Should T-DXd always be given as first ADC for HER2 low/ultra-low?
* Change the target/change the payload?

* New agents under evaluation!




New Directions: Patritumab Deruxtecan

* Targets HER3, highly expressed across
breast cancer subtypes; DAR 8

* ICARUS-BREASTO1

* Phase Il study, HR+/HER2- mBC with one
prior chemotherapy

* Confirmed ORR 53.5%, 8.7 [8.1; 12.5]

* No association of response with
HER3 expression

* PFS: 9.4 [8.1; 13.4]
* SOLTI VALENTINE ws tumor shrinkage: 90/99 patients

Confimed global response
(RECIST vi.1)

\' i Complete response
Partial response

I Stable disease
Progressiv /e disease

Percentage of tumor reduction from baseline

* Neoadjuvant HER3-DXd +/-letrozole vs TEAEs:
chemo (2:2:1); high risk HR+ 20% dose modifications
HER3-DXd HER3-DXd + LET  Chemotherapy Overall 11% discontinuation
N=50 N=48 N=24 N=122

BCR rate ) | ‘ . 7% ILD, all grade 1
O;AR(QS%CI") 4.0% mll;-x:.x 7) 2.1% (0.1-11.1) 4.2% (0.1-21.1) 3.3% . 9-8.2) Toxicity

N 35 O . Nausea, fatigue, diarrhea (10% >gr 3),
% (95%CI") 70.0% (55.4-82,1) 81.3% (67.4-91.1) 70.8% (48.9-87.4)  74.6% (65.9-82.0)

0, > H
Pistilli et al, ESMO 2024; Oliveira et al, SABCS 2024 12% >gr 3 neutropenia



HER2 +ve BC |HER2-low
(N=136) BC (N=110)

Phase | Study of SHR-A1811, an anti-

BOR in EES
00 209 HER2 ADC
PR 102(76.1) 65 (60.2)
SD 27(20.1)  35(32.4)
PD 1(0.7) 6 (5.6)
791 62.0 TRAEs Any grade m
ORR in EES (106/134, (67/108,
71.2-85.6) 52.2-71.2) 384 (98.2) 247 (63.2)
Dor momene | 236(156- 12.2(7.3- Neutrophll count decreased 289 (73.9) 185 (47.3)
e NE) NE) Anemia 276 (70.6) 101 (25.8)
6-month rate  89.1 77.3 .
11— c14 White blood cell count decreased 253 (64.7) 125 (32.0)
oks months | 200(151- 11.0(8.2- Nausea 241 (61.6) 5(1.3)
’ NE) 13.7) Platelet count decreased 173 (44.2) 62 (15.9)
6-month rate 87.4 72.1 .
12-month rate 65.6 43.1 Alopecia 157 (40'2) 0
Decreased appetite 154 (39.4) 6 (1.5)
1004 PFS events: 60/110 (54.5%) Vomltlng 154 (394) 3 (08)
90 Median PFS: 11.0 months (95% Cl 8.2-13.7) Aspartate aminotransferase increased 143 (36.6) 2 (0.5)
80
70 Alanine aminotransferase increased 126 (32.2) 3(0.8)
< 601 Hypoalbuminemia 108 (27.6) 1(0.3)
B0 - R Weight decreased 98 (25.1) 2 (0.5)
0 40 -
. : : 0 : B
23: PES in HER2-low ILD in 1Q patients (2.6%), predominantly grade 1-2
o EES: Efficacy evaluable set
0 43% HERZ2 low had 3 or more lines of therapy
o 2 4 6 & 1'% (1& . 1)'4 16 18 20 22 24
Number ime (Months

atrisk 110 101 89 67 5 41 30 21 19 16 5 5 0

Yao et al, SABCS 2024



Novel ADCs for HR+/HER2- mBC: Phase | Data

" Emi-Le " Puxitatug samrotecan (P-Sam)
— B7-H4 directed Dolasynthen ADC with — B7-H4 targeted TOP1i ADC with DAR 8
auristatin F-HPA payload, DAR 6 — BLUESTAR: median 3 prior lines of

— 37 pts with HR+ mBC
— Median 7 lines prior Rx
— 54% prior T-DXd or SG
— Most common TRAEs
— transient AST increase, reversible

— Toxicity: low grade nausea, fatigue,
neutropenia

— B7-H4 expressed in 68-80%
— Confirmed ORR

proteinuria, low-grade fatigue, nausea — 1.6mg/kg: ORR 40%, PFS 5.6 mo
— Response correlated with B7-H4 expression — 2.4 mg/kg: ORR 30%, PFS 8.1 mo
and dose

— Responses seen in TNBC but 3 patients « Many others in phase | trials

with high B7-H4 had PD — IZA-BREN: EGFR/HERS3 bispecific, TOP1i
payload, data reported in mixed population

Baird et al, ESMO Breast 2025; Hamilton et al, ASCO 2025; Du et al, ESMO Breast 2025



New Types of Drug Conjugates

" Bicyclic peptide drug conjugates!

— Short peptides chemically constrained with a
central scaffold

Toxin, shielded
when bound

to bicyclic
Selective molecule
" First-in-class: Zelenectide pevedotin bicyclic
molecule e
. . Protease
— Nectin4 targeted, with MMAE payload fo target cleavable
linker
L] L] L] o
— Amplified in ~20% HR+/HER2-
/ Potential bicyclic Synthetic, highly constrained, tumor-
Short linear medicines targeting bicyclic peptides linked to
paptide Bulld arid cytotoxic payloads enable payload
X X Optimize release in the tumor
x Therapeutic Targatad Diug microenvironment
bicyclic Conjugates
¢ molecules Small, with molecular weight ~40
+ — — times less than some antibody-drug
Targeted/ conjugates
Easy Multi-specific ] :
conjugation bicyclic Rapidly distributed
Bicyclic molecule of Linkers molecules Short plasma half-lives that are
and Payloads . .. .
believed to limit systemic exposure
Scaffold
Chemical modification N . -I;::Igigted
with scaffold -’ Conjugates




Prospective Trials: Sequencing ADCs in HER2- MBC

TBCRC 064 TRADE-DXd: TReatment of ADC-Refractory Breast
CancEr with Dato-DXd or T-DXd: TRADE-DXd

NCT06533826; PI: Garrido-Castro

Eligibility:
« Confirmed unresectable locally
advanced or metastatic disease
History of HER2-low BC: IHC 1+

or met) 0-1 prior lines

HR- (n=50)

Measurable disease

* Prior endocrine therapy and

and if 212m elapsed since last
dose to metastatic recurrence

HR- (n=50)

*Randomization 1:1 to T-DXd or

I

DC,
) . HR+ (n=66) Crossover HR+ (n=66) Treat until
or 2+/ISH- (any sample: primary T-DXd S[ﬁ\\\z to ADC, at Dato-DXd * progression or
: 1-2 prior lines unacceptable
. progression HR- (n=50)
CDK4/6 inhibitor for HR+ MBC -
= Prior topo-l inhibitor allowed Dato-DXd HR+ (n=66) Crossover o HR+ (n=66) Treat until
only in neo-/adjuvant setting(s) YTt ﬁk—) to ADC; at % progression or

Primary endpoint (ADC;, ADC,): ORR
Secondary endpoints: PFS, OS, CBR, TTOR, DOR

ADC,

toxicity

rogression 1-2 prior lines unacceptable
Proe LA =200) toxicity

I X

Dato-DXd as ADC, for allocation

Baseline
purposes.

Pre-ADC,
Biopsy

Post-C2 Baseline Optional
On-ADC, Pre-ADC, Post-ADC,
Biopsy Biopsy Biopsy

* Tumor assessments + Blood collection g9w

*Patients who received T-DXd/Dato-DXd as ADC, off-study allowed to enroll on ADC, cohorts.

SERIES: Phase Il, single-arm, multi-center, open-label study of
SG post-progression on T-DXd

NCT06263543; Pl: Mahtani

N=75
HR+/HER2 LOW (IHC 1+/2+ &ISH-) mBC
Refractory to at least one prior endocrine therapy

Received >1 <4 chemotherapies in the metastatic
setting

CDK4/6i (in adjuvant or metastatic setting)

Trastuzumab deruxtecan*

Sacituzumab govitecan 10 mg/kg Day 1 and 8 of each
21-day cycle until POD or toxicity
» Progression of disease

Blood-based biomarkers/tissue-based biomarkers

TBCRC 067 ENCORE: ProspectivE Registry of
Sequential ANtibody Drug COnjugates in HER2
Negative Metastatic BREast Cancer

NCT06774027; Pl: Huppert

Cohorts 1 & 2: Enroliment Prior to ADC1 - Cohort 1: HR+/HER?2- MBC (~35 patients)

- Cohort 2: mTNBC (~25 patients
me ][ me (s

o [ me ]
£t & ¥t ¥ 1
Enrollment Prospective assessment

Cohorts 3 & 4: Enroliment Prior to ADC2
- Cohort 3: HR+/HER2- MBC (~25 patients)

| ADC1 | _ - Cohort 4: mTNBC (~15 patients)
[EASC] [TAee2 T roratconans

* ADCs and imaging at least q12wk per SOC
D 1 f f * PRO data collection
Retrospective Enroliment Prospective + Research blood collection: Prior to C1D1, C2D1, C5D1,
assessment assessment q4 cycles, end of treatment
« Archival tissue collection and research biopsy if SOC
biopsy planned
f= Study Blood Draw (20ml) + Intervening therapies between ADCs is allowed



A 65-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0) mBC, receives ribociclib with

anastrozole and initially responds but then experiences disease progression 6 months later months later. Biomarker evaluation is

negatlve for ESR1 mutations and PIK3CA/AKT1/PTEN alterations. She then receives capecitabine followed by further
disease progression. Regulatory and reimbursement issues aside, what would be your most likely next treatment?

Abemaciclib + fulvestrant
m Sacituzumab govitecan
Depends on disease burden; if burden is heavy
may consider antibody-drug conjugate
Datopotamab deruxtecan

o




Based on published research data and your own clinical experience, indirectly, how
would you compare the global efficacy and tolerability of datopotamab deruxtecan to
that of sacituzumab govitecan for patients with HR-positive mBC?

Efficacy Tolerability

Dr Burstein Sacituzumab govitecan is more tolerable

Efficacy is about the same Tolerability is about the same

44 Prof Dent Efficacy is about the same

\ T4 DrKalinsky Efficacy is about the same
0 Efficacy is about the same

Efficacy is about the same

Datopotamab deruxtecan is more tolerable
Tolerability is about the same

Sacituzumab govitecan is more tolerable

Efficacy is about the same Datopotamab deruxtecan is more tolerable

Efficacy is about the same Efficacy is about the same




What is the primary toxicity patients experience with datopotamab deruxtecan
that leads to withholding this regimen?

Fowan | owenn
m As reported in TROPION-Breast01

\ -
§lomgo g 0 swomaws
el 000 e




Based on the published literature and/or your clinical experience, approximately what proportion of
patients with HR-positive mBC receiving datopotamab deruxtecan experience mucositis?

What preemptive strategies, if any, do you employ to prevent the development of mucositis associated
with datopotamab deruxtecan?

Chance of developing mucositis Preemptive strategies

Dr Burstein 10% Steroid mouth rinse

As reported in TROPION-Breast01 Steroid mouth rinse
Prof Dent 40% Ice chips/popsicles; steroid mouth rinse

Steroid mouth rinse

. B¢ DrKalinsky 40%
@ Dr O’Shaughnessy 50%

At least 30%

Steroid mouth rinse; diet
Steroid mouth rinse

20% Steroid mouth rinse

50% - 60% Steroid mouth rinse; ice chips; dental hygiene




Based on the published literature and/or your clinical experience, approximately what proportion
of patients with HR-positive mBC receiving datopotamab deruxtecan experience ILD?

What is your approach to screening for ILD in patients with HR-positive mBC receiving
datopotamab deruxtecan?

Chance of developing ILD Screening approach

% Dr Burstein <5%
As reported in TROPION-Breast01
44 Prof Dent Very few Not approved

Scans every 9 weeks

. B¢ DrKalinsky ~2%

3% to 5%

Every 12 weeks, starting at 9 weeks

<10% Every 12 weeks

1% - 2%




Agenda

MODULE 1: Optimizing the Management of HER2-Positive Metastatic Breast
Cancer (mBC) — Dr Cortés

MODULE 2: Individualized Selection of Up-Front Therapy for Patients with
HR-Positive, HER2-Negative mBC — Dr Kalinsky

MODULE 3: Available Therapies for Patients with HR-Positive, HER2-Negative
Disease Progressing on CDK4/6 Inhibition — Dr Burstein

MODULE 4: Current and Potential Future Role of HER2-Targeted Therapy for
HER2-Low and HER2-Ultralow Disease — Dr O’Shaughnessy

MODULE 5: Current and Future Strategies for Patients with Endocrine-
Refractory HR-Positive mBC — Dr Rugo

MODULE 6: Selection and Sequencing of Therapy for Patients with

Metastatic Triple-Negative Breast Cancer — Prof Dent

NP
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Selection and Sequencing of Therapy
for Patients with Metastatic TNBC
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Current ESMO and National Comprehensive Cancer Network®
(NCCN®) mTNBC treatment algorithm

Living ESMO Guidelines (May 2023)'
——— NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
: Recommended Systemic Therapy Regimens For Recurrent Unresectable
I (Local or Regional) or Stage IV (M1) Disease?

Search theragnostic
markers

!

~

HR-Negative and HER2-Negative (Triple-negative breast cancer; TNBC)

l Setting Subtype/Biomarkers Regimen
gBRCAmM |PD-L1—, gBRCAm-wiId-typel
| | First line PD-L1 CPS210regardless of Pembrdizumab + chemotherapy (albumin-bound NCCN Category 1,
¢ I ¢ germline BRCA1/2mut status pacitaxel, or gemcitabine and carboplatin)? Preferred
Imminent organ No imminent organ PD-L1 CPS<10 and no germline .
l failure failure BRCA7,/2mut Systemic chemotherapy
_ : R based p Preferred: Preferred: taxane or PD-L1 CPS<10 and germline PARPI (olaparib, talazoparib) Category 1
Atezolizumab-nab-paclitaxel ChT-based therapy . ine- d i 9 [Ptk P oy b
[Il, A; MCBS 3] (a,pb, d,e) (platinum () BS 4 ammac{ﬂ:‘; rt:t(iir:‘e pased ;nt:raﬂc:ytr:llne BRCA1/2mut Platinum (cisplatin or carboplatin) Preferred
or preferred over taxane) [I, A] > a9 Altornative: onotherapy
[Te‘&r.\l')v:té:iszsurz\]a(l;-(izlg) taxane-bevacizumab or
oY g capecitabine-bevacizumab Second line Germline BRCA1/2mut PARPI (olaparib, talazoparib) Categary 1.
- - b Category 1,
Sacituzumab govitecan
p B d Systemic chemotherapy or targeted agents

No germline BRCA1/2mut and ) Category 1
HER2 IHC 0+, 1+ or 2+/ISH Fam-trastuzumab deruxtecan-nxkic A

negative

If HER2-low: Trastuzumab ChT: eribulin, capecitabine
deruxtecan [MCBS 4] (d)t . °"Ib_ Third line Any Systemic chemotherapy
Vinoreidine and beyond

Biomarker positive
(i.e. MSI-H, NTRK, RET, TMB-H)

Targeted agent and emerging biomarker options



Immunotherapy in TNBC

* Phase 3 trials assessing immune-checkpointinhibitors in first-line setting (TFI>6 months)

~

+ Metastatic or

inoperable locally
advanced TNBEC

* No prior therapy for
advanced TNBEC Y.

*Chemotheracﬁly includes Nab-paclitaxel,
Paclitaxel and Gemcitabine/carboplatin

|

Randomization—;

|

|

] [ Randumizatiung

—

Randomization™

|

Atezolizumab
+

Nab-paclitaxel

IMpassion 130
Placebo
. N=902

Nab-paclitaxel TFI >12 months
VENTANA SP142 assay

Atezolizumab
+

Paclitaxel

IMpassion 131

Placebo

. N=943
Paclitaxel
Pembrolizumab
+
Chemotherapy”®
Keynote 355
Placebo N=847

+
Chemotherapy*

TFI >6 months
Dako 223C assay

Co-Primary endpoints:
PFS & OS
(ITT — Others)

Primary endpoint:
PFS
(PDL1+ 1% — Others)

Co-Primary endpoints:
PFS & OS
(PDL1+ CPS=10 — Others)

TORCHLIGHT: Toripalimab + nab-paclitaxel vs.
nab-paclitaxel alone; Improvement PFS and OS

Positive

Negative

Positive

Positive



KEYNOTE 355 Progression-Free Survival in Subgroup by On-Study
Chemotherapy

PD-L1 CPS =210 Hazard Ratio
far
PD-L1 CPS =210 Median PFS (mo)  Progression Hazard Ratio
for
Median PFS (m Pembro_  Placebo  or Death Median PFS (mo) progression
Pembro Place Subgroup N * Chemo  + Chemo (25% CI) Pembro- Placebo orDeath
Subgroup N +Chemo +Che 065 N +Chemo +Chemo (95%Cl)
Chvarall —=— 323 ar 26 ;
(0.49 o 0.86) 0.82
Overall —=— 323 9.7 5.6 —=—| 847 75 5.6 (06910 0.97)
On-st chemoaothera
On-study chemotherapy Ly P hotherapy
Nab-Paclitaxsl —s | ee 39 55 LT 069
Nab-Paclitaxel —#—— 99 9.9 53 ' ' - (0.34 to 0.95) el H—=— 268 75 5.4 (0.51 io 0.93)
Paclitaxel +—s— 4 96 36 Paclitaxel —m | 44 a6 16 — —s—| 114 80 38 057
(0.14 o 0.7G) (0.3510 0.93)
Gemcitabine- CGemcitabimne- 07T - 0.93
Carboplatin [ el 7.2 Carboglatin : = i 180 a0 T2 (0.53 to 1.11) [ 74 r4 (0.74 to 1.16)
OTO 015 1.0 1I.5 I " T T T 1 OI.5 1.0 1I.5
Hazard Ratio (95% Cl) 0.0 0.5 1.0 1.5 Hazard Ratio (95% Cl)
: Favors Favors= - Hazard Ratio [35% ) - Favors Favors=
Pembro + Chemo Placebo + Chemo Favaors Favaors bro + Chemo Placebo + Chemo
Pembro + Chemo Placebo + Chemo

Rugo H SABCS 2020



Immunotherapy in mTNBC

* Keynote-355: Overall Survival

Median 038 (mo) Hazard Ratio
Pembro + Placebo for Death
Subgroup N Chemo + Chemo (95%)
C P S >1 0 Overall —— 223 230 16.1 0.73 (0.55 to 0.95)
= Age (years)
<65 —— 257 21.8 16.8 0.78 (0.58 to 1.05)
265 —_—— 66 28.3 126 0.51 (0.28 to 0.92)
n/N Events HR F-vaiug Geographic region
(95% ClI) (one-sided) N America/EUANZ —— 212 23.5 152 0.72 (0.52 to 1.00)
Asia —— 56 26.7 174 0.44 (0.23 to 0.84)
Pembro + Chemo 1551220 70.5% 0.73 0.00932 Rest of world + 55 18.0 220 1.07 (0.57 to 1.98)
(0.55-0.95) ECOG PS
Placebo + Chemo 84/103 81.6% 0 —— 196 26.4 19.8 0.70 (0.49 to 1.00)
1 —t— 127 17.7 106 0.70 (0.47 to 1.05)
On-study chemotherapy
100~ Nab-paclitaxel —— 99 20.8 18.4 0.63 (0.39 to 1.03)
Paclitaxel —— 44 288 85 0.34 (0.16 to 0.72)
90- Gemcitabine-Carboplatin —— 180 19.1 16.2 0.88 (0.61 ta 1.25)
Prior same-class chemotherapy
a 807 ! Yes ——r 65 235 14.9 0.60 (0.32 1o 1.09;
5 70_ :48-20/0 ] kv ] + L0 o T LT | - P
= 134.0% Prior (nec)adjuvant chemotherapy
T 60 ; Yes —— 193 20.3 17.1 0.86 (0.61 to 1.22)
5 | P L — No —— 130 28.3 13.0 0.53 (0.34 to 0.80)
[ 1] 50- """"""""""" R e et et 3 -B'iEEHEh rIEE;III.EI'EI:
2 , ! 16.1 months de novo metastasis —_—— 104 2.4 125 0.54 (0.34 to 0.86)
£ 404 : ; <12 months = 65 17.1 19.7 1.44 (0.73 to 2.82)
S 30- ; . 212 months —_r— 153 24.9 17.1 0.65 (0.45 to 0.96)
{ i ' Number of metastatic sites
20- ! . b i i g <3 —— 184 32.1 18.8 0.63 (0.43 to 0.91)
10 ! : 23 — 138 13.2 10.5 0.75 (0.51 to 1.10)
— 1 1 r L T T T 1
l i 0 1 2 3
0 1 1 L 1 1 1 1 1 1 1 1 1 L] 1 1 1 1 1 .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 B Hazard Ratio (95% Cl)
Time, months " Favors Favors

Pembro + Chemo Placebo + Chemo

Which is the benefit of ICIs in early recurrent mTNBC?

Cortes, NEJM 2022



CAN Immunotherapy work in patients with mTNBC
who experience early relapse?

No improvement in OS

IMpassion132 in PD-L1+ TNBC

* Unresectable locally advanced/ ; e o _ Placebo + CT Atezolizumab + CT
metastatic TNBC Carboplatin/gemcitabine or capecitabine® 90 0s (n=177) (n=177)
+ atezolizumab 1200 mg q3w 80 8
* Prior anthracycline and taxane for 8 0l evers,nfh) s 12
early TNBC Treatment continued until disease progression or unacceptable toxicity s Med'?"‘ okl 95 H2E0-159) IS
< 60- Stratified HR (95% Cl) 0.93 (0.73-1.20)
+ Disease progression <12 months : e D = Stratified log-rank p-value 0.59
< 50
after last treatment with curative Sa:boplbatln/:?emcnabme or capecitabine ]
intent for early TNBC 2 pacsu i ) i
. 30 -
* No prior chemotherapy for Stratification factors: Primary endpoint:
advanced TNBC - - tararohical fosfi 2
« Visceral (lung and/or liver) metastases ~ * OS (hierarchical testing: PD-L1+ 7 H—t . s
* Known PD-L1 status (SP142) * CT backbone TNBC¢then, if positive, modified
0 T T T T T T T T T T T T T 1

* PD-L1 status (during all-comer enrolment)  ITT population9) 5 @ & B upHm 1 =0 me oY B B BC B A2 4F 50 Bl B B0 BE oM 0[5 .0

Time (months)

*68% DFIl<6mo
Poor Outcomes:
* 73% recv'd carbo/gem PFS ~4 mo | OS ~12 mo

Dent R et al, Annals of Oncology 2024



Current ESMO and National Comprehensive Cancer Network®
(NCCN®) mTNBC treatment algorithm

Living ESMO Guidelines (May 2023)'

Patients with
mTNBC

|

[ Search theragnostic ]

markers

Atezolizumab-nab-paclitaxel
[ll, A; MCBS 3] (a, b, d, e)
or
Pembrolizumab-ChT
[I, A; MCBS 4] (a, c-e)

| gBRCAmM |

ChT-based therapy
(platinum (f)
preferred over taxane) [I, A]

| PD-L1-, gBRCAm-wil d-type |

I
v v

——

Imminent organ No imminent organ
failure failure

)

Preferred: taxane or
anthracycline
monotherapy

Preferred:
anthracycline-taxane-based
com bination
Alternative:
taxane-bevacizumab or
capecitabine-bevacizumab

If HER2-low: Trastuzumab
deruxtecan [MCBS 4] (d)*

ChT: eribulin, capecitabine
or
vinorelbine

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
Recommended Systemic Therapy Regimens For Recurrent Unresectable
(Local or Regional) or Stage IV (M1) Disease®

HR-Negative and HER2-Negative (Triple-negative breast cancer; TNBC)

Setting

First line

Subtype/Biomarkers

PD-L1 CPS210regardless of
germline BRCA1/2mut status

PD-L1 CPS<10 and no germline
BRCA1/2mut

PD-L1 CPS<10 and germline
BRCA1/2mut

Regimen

Pembrdizumab + chemotherapy (albumin-bound
pacitaxel, or gemcitabine and carboplatin)?

NCCN Category 1,
Preferred

Systemic chemotherapy

PARPI (olaparib, talazoparib)
Platinum (cisplatin or carboplatin)

Category 1,
Preferred

@econd line

-

Germline BRCA1/2mut

No germline BRCA1/2mutand
HER2 IHC 0+, 1+ or 2+/ISH
negative

Category 1,

PARPI (olaparib, talazoparib) Preferred

Category 1,

] : o
Sacituzumab govitecan Proforred

Systemic chemotherapy or targeted agents

Category 1,

f = jc.d
Fam-trastuzumab deruxtecan-nxkic Proforred

G

Third line
and beyond

Any

Biomarker positive
(i.e. MSI-H, NTRK, RET, TMB-H)

Systemic chemotherapy

Targeted agent and emerging biomarker options



OLYMPIAD

HER2-negative metastatic BC
+ ER+and/or PR+ or TNBC
Deleterious or suspected
deleterious gBRCAm
Prior anthracycline and taxane
<2 prior chemotherapy lines in
metastatic setting
HR+ disease progressed on =1
endocrine therapy, or not suitable
If prior platinum use
+ No evidence of progression
during treatment in the
advanced setting
+ 212 months since
(neo)adjuvant treatment

+*

*

+*

Olaparib
300 mg tablets bd

Chemotherapy
treatment of
physician’s choice
(TPC)
Capecitabine

Eribulin
Vinorelbine

PARP inhibitors in metastatic TNBC

EMBRACA

Patients with locally advanced or
metastatic HER2 negative BC and a
germline BRCA1/2 mutation

Stratification factors

+ Number of prior CT regimens
(0 or21)

+ TNBC or HR+

«+ History of CNS mets or no CNS
mets

Caveat:

Neither study has
platinum as
control arm

Talazoparib

1 mg PO daily

Treatment (21-day cycles)
continues until progression
or unacceptable toxicity

Physicians choice of
therapy (PCT):

capecitabine, eribulin,
gemcitabine or
vinorelbine

Robson, NEJM 2017; Litton, NEJM 2018



PARP Inhibition is standard of CARE FOR METASTATIC
BREAST CANCER in patients with gBRCAmM

Olaparib Talazoparib

PFS 7 vs 4.2 (A3 mos) 8.3 vs 5.6 mos (A 3 mos)
(HR 0.58); p=0.0009 (HR 0.54); p< 0.0001
0S HR 0.89 (NS) HR 0.86 (NS)
ORR 59.9% 62.6%
mDOR 6.4 mos 5.4 mos
* Bothtrials showed benefit in terms of Quality of Life compared to RobsonR,\(jlbgf ZLMEitr il’cliﬁggﬂr gg;g

chemotherapy Litton J et al, NEJM 2018
Litton J et al, Ann Oncol 2020



Best Change in SLD by RECIST (%)

PARP inhibitors in metastatic triple-negative
breast cancer
* Beyond germline BRCA1 and BRCAZ2... Olaparib in gPALB2 and sBRCA1/2

Germline Best Overall Response Somatic Best Overall Response

100 100

3 = PALB2 [ = PALB2
Bl =ATM E = BRCA1
[ = CHEK2 = BRCA2
[ = Other Bl =ATM
[ = Other

3

Best Change in SLD by RECIST (%)
=
(=
e
L]
E BRIP1
D FANCA
m BRCA2
I ATM
[l BRCA1

- . L
o | Fls mEEE
/S o~
; < o
o~ o~
" x ¥ 85 o = C & o =
> ¥ o 2 e < % 8 =
T %) E £ < o0 o
............................. O w5 g < 0 e ] |
) - & % - o
] S 9 E @ g S ¥ 3
50 w < o < = o~ 50 € o @
5 e o & & @ 5 o @ o

PALB2,
P;
PA
PAL/
PALB2

* PD due to growth or appearance of new mets * SD due to lack of confirmation of PR on subsequent scan

o~
o
2
o

100 00 g
PALB2 (N=13) BRCA1/2 (N=17) Only ATM or CHEK2 (N=17)
Germline: 9/11 PR (82%) Somatic: 8/16 PR (50%) Germline: 0/13
Somatic: 0/2 (SD, limited assessments) Somatic: 0/4

Tung, JCO 2020



PARP inhibitors in metastatic triple-negative

breast cancer
* Next generation PARP1-selective inhibitors

* Saruparib is a first-in-class, PETRA Trial with Saruparib (AZD5305)
potent new generation PARP

inhibitor with high selectivity for
PARP1.

100

Breast cancer tumor type
507 B HR+BC

TNBC

2010 B | 1 | | 1 7tttk ettt ettt ettt

* Wide therapeutic index,
superior PK/PD properties and
efficacy compared with
approved PARP inhibitors

280 e s R M- gatirrtrHH T B

-50

Best % change from baseline
o

 Favorable safety profile and low
rate of dose reduction
compared with approved PARP
inhibitors

-100 -

Yap, AACR 2024



Current ESMO and National Comprehensive Cancer Network® (NCCN®)
MTNBC treatment algorithm

Living ESMO Guidelines (May 2023)'
——— NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
: Recommended Systemic Therapy Regimens For Recurrent Unresectable
I (Local or Regional) or Stage IV (M1) Disease?

Search theragnostic
markers

Atezolizumab-nab-paclitaxel
[ll, A; MCBS 3] (a, b, d, e)
or
Pembrolizumab-ChT
[I, A; MCBS 4] (a, c-e)

| gBRCAmM |

ChT-based therapy
(platinum (f)
preferred over taxane) [I, A]

| PD-L1-, gBRCAm-wil d-type |

v

[ Imminent organ ] [

failure

Preferred:
anthracycline-taxane-based
com bination
Alternative:
taxane-bevacizumab or
capecitabine-bevacizumab

HR-Negative and HER2-Negative (Triple-negative breast cancer; TNBC)

Subtype/Biomarkers

PD-L1 CPS210regardless of
germline BRCA1/2mut status

PD-L1 CPS<10 and no germline
BRCA1/2mut

PD-L1 CPS<10 and germline
BRCA1/2mut

Regimen

Pembrdizumab + chemotherapy (albumin-bound
pacitaxel, or gemcitabine and carboplatin)?

NCCN Category 1,
Preferred

Systemic chemotherapy

PARPI (olaparib, talazoparib)
Platinum (cisplatin or carboplatin)

Category 1,
Preferred

If HER2-low: Trastuzumab
deruxtecan [MCBS 4] (d)*

ChT: eribulin, capecitabine
or
vinorelbine

Germline BRCA1/2mut

No germline BRCA1/2mutand
HER2 IHC 0+, 1+ or 2+/ISH
negative

Category 1, )

PARPI (olaparib, talazoparib) Preferred

Category 1,

] : o
Sacituzumab govitecan Proforred

Systemic chemotherapy or targeted agents

Category 1,

f = jc.d
Fam-trastuzumab deruxtecan-nxkic Proforred

nE

J

Setting
First line
No imminent organ
failure
Preferred: taxane or
anthracycline
monotherapy
Second line
\.
Third line
and beyond

Any

Biomarker positive
(i.e. MSI-H, NTRK, RET, TMB-H)

Systemic chemotherapy

Targeted agent and emerging biomarker options



ADCs in metastatic triple-negative breast cancer

* Targeting Trop2 in mMTNBC

Sacituzumab govitecan

Linker for SN-38

* pH-sensitive,
hydrolyzable linker for
SN-38 release in
targeted tumor cells
and tumor
microenvironment,
allowing bystander
cffect

* High drug-to-antibody
ratio (7.6:1)

Internalization and
enzymatic cleavage by
tumor cell not required
for SN-38 liberation
from antibody

Humanized
anti—-Trop-2 antibody

« Directed toward Trop-2, an
epithelial antigen expressed
on many solid cancers

SN-38 payload

» SN-38 more potent than
parent compound,
irinotecan (topoisomerase |
inhibitor)

» SN-38 chosen for its

moderate cytotoxicity (with

IC50 in the nanomolar

range), permitting delivery

in high quantity to the tumor

Datopotamab deruxtecan

Payload mechanism of action:

" ) o me
3 . Topo-! inhibitor*
o"oo" *  High potency payload*

‘ ‘ S »  Optimised drug to antibody ratio =4*t
»  Payload with short systemic half-life*f
. . »  Stable linker-payload*

*  Tumour-selective cleavable linker*
Deruxtecan © Bystander antitumour effect*

N/\/\/\rN\)L”/\gNH)eLH/\rNVO\)LNH ) o ]
" H,C \—l\{ \l-:o"\—c?H3
Cleavable .
tetrapeptide-based linker Topo-l inhibitor
payload (DXd)

G

Sacituzumab tirumotecan
(SKB264/MK-2870)

N S o,
)= o N . o
~ = | S
= N'{'__«t”f H H\)OL Q/\ciu:o =Y )N\o
o Ao~ I oy = QN
o [ \HH o b
Nk

 anti-TROP2 ADC

« Sulfonyl pyrimidine-CL2A-
carbonate linker

 Payload: belotecan-derivative

topoisomerase | inhibitor
« DAR: 74



ADCs in metastatic triple-negative breast cancer
* Targeting Trop2 in mMITNBC: ASCENT Trial — Study design

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) e ;“ m!/"!z'lvd :
— 22 chemotherapies for ays . e\:ezrav_, -day cycle Continue Primary
advanced disease (n= ) treatment until « PFST
[no upper limit; 1 of the progression or Secondary
required prior regimens unacceptable e PFS for the full
. Treatment of Physician’s i orthe tu
could be progression . ty P
e Choice (TPC)* population
occurred within a 12-month e OS ORR DOR
period after completion of (n=262) ! ! !
(neo)adjuvant therapy)] TTR, safety
N=529 Stratification factors

Data cutoff: March 11, 2020

* Number of prior chemotherapies (2-3 vs >3)

Geographic region (North America vs Europe)
Presence/absence of known brain metastases (yes/no)

NCT02574455

Demographics:
TPC: 53% eribulin, 20% vinorelbine, 15% gemcitabine, 13% capecitabine; 70% TN at initial diagnosis
Median prior regimens 4 (2-17); ~88% with visceral disease

ASCENT was halted early due to compelling evidence of efficacy per unanimous DSMC recommendation.

1.0 +
0.9 5
0.8 o
0.7 4
0.6
0.5 5

0.4 1

0S (probability)

0.3 5

0.2 H

0.1 5

0.0

Sacituzumab Govitecan = SG

Overall Survival

Patient (events)
262 (222)
267 (201)

mOS (95% Cl}
6.9 (5.9tc 7.7}
11.8 (10.5 to 13.8)

TPC

5G

Stratified HR (Cl} = 0.514 (0.422 to 0.625]

Bardia, NEJM 2021

Bardia, JCO 2024

Time (months)



* Targeting Trop2 in MINBC: OptiTROP-Breast01 Trial - Study design

A randomized, controlled, and open-label
phase Ill study (NCT05347134)

Patients with locally recurrent
or metastatic TNBC

* Relapsed or refractory to 2 or more
prior chemotherapy regimens for
unresectable, locally advanced or
metastatic disease
+  For prior therapy, 1 could be in the

(neo)adjuvant setting, provided
progression occurred during treatment or

within 12 months after treatment
discontinuation

* Received taxane(s) in any setting

Stratification factors
= Line of prior therapy (2-3 vs >3)
= Presence of liver metastases (yes vs. no)

Sac-TMT, !
Treatment until
5 mgl/kg IV, days 1 &15 disease
every 28-day cycle ETiees
unacceptable
Physician's choice of toxicity or any
chamatherapy: other reason for

eribulin, capecitabine,
gemcitabine, or vinorelbine
every 21-day cycle

discontinuation

Tumor assessment
« Every 6 weeks for the first year
and every 12 weeks afterward.

Endpoints?

Primary

* PFS by BICR

Secondary

+ 0S

* PFS by investigator
assessment

* ORR, DOR

« Safety

—|

Choice of chemotherapy
* Eribulin: 88 (66.2%)
* Capecitabine: 4 (3.0%)

* Gemcitabine: 20 (15.0%)

* Vinorelbine: 21 (15.8%)
Patient population

SAC-TMT

* Median 3vs 2 lines of prior

chemotherapy
* 87% visceral mets

e 35% liver

* Targeting Trop2 in mINBC: OptiTROP-BreastO1 Trial — Results

20

Progression-free Survival (%)

PFS by BICR

)|
108 (81.2)
25(1.7.2.7)

PFS events, n (%)
Median PFS (95% CI), mo

79 (60.8)
6.7(55,8.0)

9-month PFS rate
HR 0.32 (95% CI: 0.22, 0.44)

P <0.00001
34.0%

mPFS: 2.5 mo

Sac-TMT —— Chemotherapy
0 T T T T T T T T T T T T
] 1 2 3 4 5 6 7 8 9 10 1" 12
Time (Months)

No. at Risk
Sac-TMT 130 122 97 83 8 67 54 a2 33 20 10 9 6
Chemotherapy 133 19 62 32 30 17 10 7 s 4 4 3 3

« PFSbyi y endpoint): Median 6.5 vs 2.6 mo; HR 0.32 (95% CI: 0.24, 0.44)

OS (interim)

100
OS events, n (%) 43(33.1) 70 (52.6)
Median OS (95% CI),mo  NR(112,NE) 9.4(85,11.7)
80 12-month OS rate, % 578 352
g
3 601
§ HR 0.53 (95% CI: 0.36, 0.78) mOS: Not reached
o -
= 40 P=0.0005
g mOa: 9.4 mo
20
Sac-TMT Chemotherapy
] 1 2 3 4 5 6 7 8 9 0 1 12 13 14 15 16
Time (Months)
No. at Risk

Sac-TMT 130 127 124 120 120 117 111 106 8 66 44 33 22 15 11 4 0
Chemotherapy 133 131 128 119 111 101 95 88 71 S0 37 24 15 6 4 0

« Efficacy boundary (corresponding to actual OS events of 113): 0.0042. The study

Binghe Xu et al, ASCO 2024
YinY et al, Nat Med 2025



OptiTROP-Breast05 Study Design

Multicenter, open-label phase Il study (NCT05445908)

Key eligibility criteria

o No prior systemic
therapy for a/m TNBC

o PD-L1 positive or
negative?

o« DFI 26 months
« ECOG PS 01

Tumor assessment

Sac-TMT (5 mg/kg Q2W)

« Every 6 weeks for the first 18 months and every 12 weeks afterward.

*PD-L1 expression was assessed at a central lab with PD-L1 IHC 22C3 pharmDx

®Tumor response was assessed using RECIST version 1.1

DFI: disease-free interval; ECOG PS Eastern Cooperative Oncology Group performance status; DCR: disease control rate; DOR: duration of

2025 ASCO

ANNUAL MEETING

Treatment
until disease
progression or
unacceptable
toxicity

Primary endpoint®

+« ORR by investigator
assessment

Secondary endpoints

« PFS,DOR, DCR, OS
o Safety

eresenteo 8y: Professor Yongmei Yin

Presentation is property of the author and ASCO. Permission required for reuse; contact parmissions@asco org

; RECIST: Resp: B

Criteria in Solid Tumors

Antitumor Responses

Antitumor Responses were observed regardless of PD-L1 expression.

All patients [ PD-L1 CPS <10° »
(N =41) (N=32) -
ORR?, n (%) 29 (70.7) 23(71.9)
(95% CI) (54.5,83.9) (53.3, 86.3)
CRY, n (%) 2(4.9) 1(3.1)
PR, n (%) 27 (65.9) 22 (68.8)
Confirmed PR, n (%) 24 (58.5) 19 (59.4)
SD, n (%) 9(22.0) 7(219) o
DCR, n (%) 38(92.7) 30 (93.8) :
(95% CI) (80.1,98.5) (79.2,99.2)

All patients ORR: 70.7%

PD-L1 CPS <10 ORR: 71.9%

Data cutoff Nov 18, 2024 Median follow-up was 18.6 months.

2Incuding confrmed PRICR of response pending confirmation

® All CRs were confirmed by investigators

PDLL1 expression was assessed at a central lab with PD-L1 IHC 22C3 pharmDx
CR complete response; PR partial response; SD. stable disease.

2025 ASC

#ASCO25 resenTeo By: Professor Yongmei Yin
ANNUAL MEETING I a

X Change o Bchae

Progression-Free Survival

PFS benefits were observed regardless of PD-L1 expression.

All patients
(N=41)

PFS events, n (%)

Median PFS, months (95% CI)

20 (48.8)
13.4(9.9, 18.2)

ASCO @

KNOWLEDGE CONQUERS CANCER

ROGY

PD-L1 CPS <10
(N =32)

PFS events, n (%)

Median PFS, months (95% CI)

18 (56.3)
13.1 (8.9, 18.2)

100 12-month PFS rate (95% ClI), % 64.6 (45.0, 78.7) 100 e 12-month PFS rate (95% CI), % 59.1 (371, 75.7)
L
1
L
3 80 3 80 —
3 3 e
£ £ L
[ L
a 60 & 60 —_
8
£ : L
- : £ 40| mPFS: 13.1mo | |
§ - mPFS: 13.4 mo g 113, -
e
°‘ 20 £ 20|
Censor: + Sac.TMT Sﬂi“f:j Sac-TMT —
0 T T T T y T T T 0 T T T T T y r T
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Time in Months Time in Months
Number of subjects at risk (Events) Number of subjects at risk (Events)
Sac-TMT 41(0) 31(2) 27(5) 23(8) 16(11) 11(16) 4(18) 0(20) Sac-TMT 3200 24(2) 20(5) 16(8) 13(10) 8(15) 4(16) 0(18)



ADCs in metastatic triple-negative breast cancer

. Targeting Trop2 in mTNBC: Datopotamab deruxtecan in TROPION-PanTumor01 Study

e 100 -
O X 80 -
=@ 60-
o & 40 -
NS 20-
L m 0 -
55 20
C @ 40 -
g S 60 -
@ i
78 o
%z -100 .
= m
Previous ADC'
Previous IO

Previous lines >3

TNBC

rrrrrrrrrrrrrrrrrrrrrr T e T T TrTrrd

TNBC

— All — Topo I-naive

Median (95% Cl), mo

Median (95% CI), mo

7.3 (3.0 to 18.0)

4.4 (3.0to 7.3)

% 100 -
e 80 - .
e
ss %
(%]
7] E 40 A
L
o2 20
oW
| -
o 0 -
0 3
No. at risk:
All patients 44 23
Topo I-naive 30 18

6 9 12
Time (months)

15 10 7 5 1 0
14 10 7 5 1 0

Bardia, JCO 2024



ADCs in metastatic triple-negative breast cancer
* Targeting HER2 in mTNBC: DESTINY-Breast04 — Study design

Trastuzumab deruxtecan (T-DXd)
HER2-directed ADC

T-DXd
Patients? 5.4 mg/kg Q3W
‘ —_ . + HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint
\ B -to-
/ antibody ratio 2+/ISH-), unresectable, and/or * PFSbyBICR (HR+)
Highly potent - ] mBC treated with 1-2 prior
Inmor perioed ' lines of chemotherapy in the : Key secondary endpoints¢
metastatic setting TPC » PFS by BICR (all patients)
Unresectable or metastatic HER2-low breast * HR+ disease considered giﬁ:ﬁ:sm:ep::ﬁ’t‘;tgl * 0S8 (HR+ and all patients)
cancer (IHC 1+ or IHC 2+/ISH-) after a prior endocrine refractory nab-paclitaxel:
chemotherapy in the metastatic setting or (n=184)
disease recurrence during or within 6 months of
completing adjuvant chemotherapy Hormone rece ptO r-neg ative
100

Hazard ratio: 0.46 100
95% Cl, 0.24-0.89

T-DXd
mPFS: 8.5 mo

Hazard ratio: 0.48
95% Cl, 0.24-0.95

————————
80 80

B0

o TPC T B
mOS: 8.3 mo -

___________________

40 <

Overall Survival Probability (%)

20 4 20 L —n

mPFS: 2.9 mo [ i

T T T T T T T T T T T T T T T T T T T T T T T T T T T7T
0 1 2 3 4 5 8 7T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Progression-Free Survival Probability (%)

Q

LN N N D E B B B R BN R B N B B BN B N B R BN N BN B B B R B
0 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Months Months
No. at Risk No. at Risk
TDXd(n=4D) 40 38 33 20 28 25 21 20 19 18 13 13 1 1 10 &8 7 5 5 4 4 4 4 3 1 0O T-DXd (n=40) 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 1914 13 9 8 B 7T 7 & 6 5 4 4
TPC(n=18y 18 17 1 7 & 4 23 3 2 2 2 2 2 2 1 1 11 11 @ TPC(n=18) 18 17 16 14 14 14 3 11 10 & & 8 7 &6 & 5 5 5 5 3 3 2 2 2 O

Modi, NEJM 2022; Modi ESMO 2023



ADCs in metastatic triple-negative breast cancer
* Beyond Trop2 and HER2: emerging targets

100

e o PD ESD MPR

_ HS-20089 3 o

% 40 -g gg; ‘80275

3T 1| [ 3 njtiRlares Enfortumab

i £ o vedotin

E ™ e

: ORR 29% 5 e

80 g_;%g; Confirmed ORR (%; 95% CI): 19.0; 8.6-34.1 70
om 29027
m Ladiratuzumab vedotin
? i1 — .
P (SGN LIVLA) . NeCtin e01  Patritumab deruxtecan
- m o On'hemy .4 / 407
g5 ()
V '%\ 20 il
; 0
é"s '& 200 1
4= 407
rid [s) i
$ ORR 28% gg ORR 22.6%, SD 56.6%
e individzal Patients _1_00- PFS 5.5 d
Adapted from Schmid

Krop ASCO 2022, Tsai ESMO 2021, Giordano ASCO 2024, Wu ESMO 2023



PD-L1

expression

ADCs in metastatic triple-negative breast cancer

* Combining ADCs and immune-checkpoint inhibitors

100

(2]
o
|

&
o
|

Best change from baseline
in target lesion size (%)
o
|

-100 —

SP263 PD-L1 TAP 10% cutoff L LLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHLLLLLLLLLLLLLLLLLLLLLHLL
22C3PD-L1CPS 10 cutoff LLLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHLHLLLLLLLLLLLLLLLLLHLHLL

Antitumour responses were observed regardless of PD-L1 expression

U Unknown/Missing

. Progressive disease

BEGONIA Trial

Dato-DXd + Durvalumab

in 18tline mTNBC

I Stable disease

N=62
ORR 79% - mPFS 13.8 mo

I Not evaluable

M Partial response

[ Complete response

level as assessed by 2 separate PD-L1 assays and scoring methods

Schmid et al, ESMO 2023

100 =

50 =

Best % change in sum of
diameters from baseline
o
1

Morpheus-PAN BC Trial
Sacituzumab Govitecan + Atezolizumab
in PD-L1+ 18t line mTNBC

N=30 Atezo + SG arm

ORR77% - mPFS 12.2 mo S mew

* *

B> HEsp

50 =1
—100 =
T 1 1 1 1 1 1. 1. 1 11 1 1°r 7111 & 11+ 71 °§&1°% 1% 11§17 17717717
Trop-2 PAN o | o [EOE 65 IO 218 "M 140 IEH KW 245 300 63 205 VMl 280 260 |143 120 00
| H-scoref
CD8 immune FEEIITEN 0/0 0/0 [V&18] 070 & 30/0 ‘0/20 W) 0/25 [l 0/20 (0/45 N} 050/70 65/55 0/20 5/50 70/45 0/20 20/50 10/40 Ko/l 20/70 0/70 70/6
phenotype
% stromal TiLs | 10 10| 51 o 5] 2f10] 5|5 2] 5 |t 10 [ 22| 5 el s | ] 7 10 [ 2] 0] 5] 3] 10 8

Trop-2 IHC (H-score)

PR [ >0-<100] o0 |

% stromal TILs

ST o= <o <t |

CD8 immune phenotype

Inflamed | Excluded Data N/A

Schmid et al, ESMO Breast 2024



ASCENT-04/KEYNOTE-D19: 1L sacituzumab govitecan + pembrolizumab vs
chemotherapy + pembrolizumab for PD-L1+ advanced TNBC, primary results

Previously untreated, locally
advanced unresectable, or
metastatic TNBCa:

« PD-L1-positive (CPS 2 10 by
the 22C3 assay®)
+ 26 months since treatment in

curative setting (prior anti-PD-
[L]1 use allowed)

9_

N =443

Stratification factors:

De novo mTNBC* vs recurrent within 6 to 12 months from
completion of treatment in curative setting vs recurrent
> 12 months from completion of treatment in curative setting

« US/Canada/Western Europe vs the rest of the world
« Prior exposure to anti-PD-(L)1 (yes vs no)

SG + pembrod
(SG 10 mg/kg IV, days 1 and 8 of 21-day

cycles; pembro 200 mg, day 1 of 21-day
cycles)
n =221

Chemo* + pembro9
(paclitaxel 90 mg/m? OR nab-paclitaxel

100 mg/m? on days 1, 8, & 15 of 28-day cycles,

OR gemcitabine 1000 mg/m? + carboplatin
AUC 2 on days 1 & 8 of 21-day cycles; pembro
200 mg on day 1 of 21-day cycles)

n=222

*Eligible patients who experienced BICR-
verified disease progression were
offered to cross-over to
receive 2L SG monotherapy

All treatment,
including SG
or chemo, was
continued until
BICR-verified
disease
progression or
unacceptable
toxicity

* Data cutoff date for primary PFS: March 3, 2025

*  Median follow-up: 14 months (range 0.1-28.6 months)

Tolaney SM, et al. ASCO 2025. Abstract LBA109.

End points
Primary
* PFS by BICR®

Secondary
+ OS

« ORR, DOR by
BICRe

+ Safety
* QoL




ASCENT-04/KEYNQOTE-D19: Efficacy of 1L sacituzumab govitecan +
pembrolizumab for PD-L1+ advanced TNBC

PFS BICR SG + pembrolizumab Chemo + Pembro
100+ ( ) (n=221) (n=222)
L Events 109 40
~ 6 H 0,
2] 7e Median 1PFS, months(gf:f)’ 11.2(9.3,16.7) 7.8(7.3,9.3)
701 HR (95% CI) 0.65 (0.51, 84)
d 12mo 6-month PFS, % (95% CI) 72 (65, 77) 63 (56, 69)
2 : 12-month PFS, % (95% CI) 48 (41, 56) 33(26-10)

40+ \H\_
o g L_m_‘——q__‘.q_\_‘

Pragresslon-Free Survival Probability (%)
8

20 : ‘L B
10
o 1] L] : ] I l. I l L] 1 1 I
0 2 4 ] 8 10 12 14 16 18 20 22 24 26
Time (months)
No. of Patlents Still at Risk (Events)
SG+Pembro  221(0)  202(11)  174(33)  142(59)  105(75)  78(B3)  58(96)  42(98)  34(39)  22(103)  11(106)  E(108)  2(109)  0(109)
Chemo+Pembro 222(0)  191(21)  159(d8)  123(76)  88(102)  S9(120)  40(128)  29(134)  21(135)  13(137)  7(138)  4(138)  1(13%)  O(140)
PFS by investigator assessment was consistent with BICR analysis * PFS benefit was observed for SG + pembro
SG + pembrolizumab Chemo + Pembro vs chemo across prespecified Su bgrou pS
(n=221) (n=222)
Events 111 142
Median 1PFS, months(QEé"l/;) 11.3(9.2, 14.6) 8.3(7.3,9.3)
HR (95% Cl) 0.67 (0.52, 0.87);0.002
6-month PFS, % (95%Cl) _ 75 (68, 80) 61 (54, 68)
12-month PFS, % (95% CI) __ 48 (41, 56) 38 (29, 42)

Tolaney SM, et al. ASCO 2025. Abstract LBA109.



ASCENT-04/KEYNOTE-D19: Efficacy of 1L sacituzumab govitecan +
pembrolizumab for PD-L1+ advanced TNBC

PFS subgroup analysis

PFS (Investigator assessed)

SG + Pembro Chemo + Pembro
S e Unstratified HR (95% C1) Uns(t;;:}ﬂgﬂ HR
100+ SG + Pembro  Chemo + Pembro i o R =
(h=221) (n=222) mo (95% C1) mo (95% CI)

= $0 4 6mo Number of PFS events 11 142 ITT population 11.2(9.3-16.7) 78(7.393) A 0,65 (0.51-0.85)

3 ; Median PFS, mo (35% C1) 11.3(92-146)  83(7.393) Age group !
Stratified HR (35% Cl) 0.67 (0.52-0.87) <65yr 163 11.3(9.3168) 165  7.5(7.0-9.2) —_ 061 (0.45-0.82)
70 Nominal P-value? 0.002 265yr 58 11.1 (7.5-NR) 57 93(7.3-132) —e et 0.85(0.52-1.39)

° 12mo 6-month PFS rate, % (95% CI) 75 (68-80) 61 (54-68) ECOGPS H
5 601 12-month PFS rate, % (95% CI) 48 (41-56) 36 (29-42) 0 156 129(9.3-168) 154 8.7(7.39.9) e | ; 0.65 (0.48-0.88)
Z 21 65 9.2(7.5-183) 67 7.5(56-9.3) eyl 0,66 (0.43-1.03)

5 %0 Geographic region 1
o4 US/Canada/Waestern Europe 85 MNT(75194) 85 74(57:99) —_— 065 (0.43-0.98)
- Rest of the world 136 1.2(9.3167) 137 84(7.4-93) —— 0.66 (0.48-0.91)

20 Curatlve treatment-free Interval '
De novo 7% 81(7.3186) 75  7.7(61-119) —_—— 089 (0.59-1.34)
5 207 Recurrent 6-12 mo 40 9.9(5.7-16.8) 40 7.2(4.4-9.1) — 0,62 (0.36-1.08)
] Recurrent > 12mo 106 166(11.0-NR) 107  8.7(7.3-108) —_— 052 (0.35-0.76)

10 ; P Prior (neojadjuvant anti-PDL)1 therapy !
o : ; : ! ; y : : : ; ; : . Yes 9 1.5 (0.9-NR) 1" 6.6 (2.1-NR) ! 1.08(0.31-3.75)
0 2 p p s = 2 & i b7 20 & 2 i No 212 117(33168) 211 7.8(7.493) —_—— 0.65 (0.50-0.84)

Time (months) Chemo selected prior to randomization '
No. of Patients Stillat Risk (Events) Taxane 116 11.4(86167) 114 9.2(7.2-129) — 082 (0.68-1.17)
SG+Pembro  221(0)  202(14)  174(38)  152(54)  10B(T7)  B1(93)  63(99)  43(105)  33(107)  24(108)  13(110)  7(10)  2(110)  0(i1) Semctiabine/Carboplatin 105 11.3(92:212) 408, 74(6990) e . |1052(036:0.78)

Chemo + Pembro 222 (0) 199(16)  164(46)  120(81)  91(102)  63(121)  47(127)  3B(134)  24(13T)  18(138)  10(139)  4(141) 0(142) 025 05 1 2 4

SG +pembrobetter  Chemo + pembro better

PFS by investigator assessment was consistent with the BICR analysis,

demonstrating PFS benefit with SG + pembro vs chemo + pembro PFS benefit was observed for SG + pembro vs chemo + pembro across prespecified subgroups

Tolaney SM, et al. ASCO 2025. Abstract LBA109.



ASCENT-04/KEYNOTE-D19: Safety of 1L sacituzumab govitecan +

pembrolizumab

Exposure (ITT population)

SG + Pembro (n=221)

Treatment
Alltreated patients, 221 221 220 220
n
Median duration of 8.9 8.5 6.2 6.4
treatment, mo (0.0-27.1) (0.0-26.8) (0.0-26.3) (0.0-25.6)
(range)
Safety
SG + Pembro Chemo +
n (%) (n=221) Pembro (n=220)
Any TEAE 220 (>99) 219 (>99)
Grade =3 158 (71) 154 (70)
Treatment-emergent SAE 84 (38) 68 (31)
Treatment-related 61(28) 42(19)
T!EAES l('aadln.gto treatment 26(12) 68(31)
discontinuation
TEAEs leading to dose interruption 171 (77) 162 (74)
TEAEs leading to dose reduction 78 (35) 96 (44)
TEAEs leading to death 7 (3) 6 (3)
Treatment-related 3(1) 1(<1)

Tolaney SM, et al. ASCO 2025. Abstract LBA109.

Chemo + Pembro (n=222)

Most common AEs (220% any group)

Neutropenia FEE 45 N5
Fatigue 58 T I BEE 56
Nausea 68 T I 83 2 38
Diarrhea ZO N B S 10 | 29
Anemia B7i— l— 7 16 | 51
Alopecia 8 i im— l 32
Constipation 41 11 35
ALT increased 2000 4 6| 30
Vomiting 297 i 12 14
Headache 261 17
AST increased 160N 3 4 25
Rash 21 1 20
Leukopenia ' g 4+ Pembro TR chemo + Pembro
Thrombocytopenia (n=221) & 14 (n = 220)
Peripheral neuropathy 2 3 21
80 60 40 20 0 20 40 60
TEAEs 22 %

uGrade 2 3
= Any grade
uGrade 2 3
= Any grade



Several Phase 3 clinical trials are evaluating the
use of ADCs = immunotherapy in 1L mTNBC

Target Trial Intervention Control arm

PD-L1-negative or PD-L1/PD-1 inhibitor-ineligible population

ASCENT-033 Sacituzumab govitecan TPC (gemcitabine/carboplatin, paclitaxel, or nab-paclitaxel)
TROPION Breast-024 ICC (paclitaxel, nab-paclitaxel, carboplatin, capecitabine or eribulin
mesylate)
Sacituzumab tirumotecant TPC (gemcitabine and carboplatin, paclitaxel,
TroFuse-011 pembrolizumab or nab-paclitaxel)
TROP2 '

SKB264-I11-116 Sacituzumab tirumotecant ICC (paclitaxel, nab-paclitaxel, capecitabine, eribulin, or carboplatin)

PD-L1+ population

ASCENT-047 Sacituzumab govitecan + TPC (gemcitabine and carboplatin, paclitaxel,
pembrolizumab or nab-paclitaxel) + pembrolizumab

TROPION Breast-058 Datopotamab deruxtecan * ICC (paclitaxel, nab-paclitaxel or gemcitabine + carboplatin)
durvalumab + pembrolizumab

ADCs (T-DXd and SG) are approved globally as monotherapy in previously treated mTNBC;

SG, Dato-DXd and Sac-TMT are being evaluated in 1L mTNBC?5-°




Take home messages

1. Immunotherapy and ADCs demonstrated to improve overall survival in patients with
MTNBC

Treatment positioning and novel combinations represent the new therapeutical challenge

2. Urgently need to understand the optimal ADC sequence: mechanisms of resistance
to the antibody and to the payload should be characterized and validated for patient
selection

3. Novel agents and biomarkers are emerging in mTNBC

4. In the future, the lack of targets will no longer define this aggressive disease

SingHealth DukeNUS

ACADEMIC MEDICAL CENTRE

ONCOLOGY




Regulatory and reimbursement issues aside, which treatment would you most
likely recommend for a 65-year-old patient with de novo ER/PR-negative, HER2-
negative (IHC 0), mBC with a germline BRCA mutation?

PD-L1 positive PD-L1 negative

Dr Burstein Pembrolizumab/paclitaxel Paclitaxel

Pembrolizumab/nab paclitaxel/carboplatin Carboplatin/paclitaxel/bevacizumab

Olaparib

44 Prof Dent Pembrolizumab/paclitaxel

. g Dr Kalinsky Pembrolizumab + sacituzumab govitecan
@ Dr O’Shaughnessy 4 Pembrolizumab/gemcitabine/carboplatin

Pembrolizumab + sacituzumab govitecan

Sacituzumab govitecan

Olaparib
Olaparib
Olaparib

Pembrolizumab + sacituzumab govitecan

Olaparib

Pembrolizumab + sacituzumab govitecan




Regulatory and reimbursement issues aside, what would be your preferred next line of systemic therapy
for a patient with ER/PR-negative, HER2-negative (IHC 0), PD-L1-positive mBC with a germline BRCA
mutation who has experienced disease progression on first-line pembrolizumab/chemotherapy?

m

_ , Olaparib if first-line pembrolizumab/nab paclitaxel; sacituzumab
% 4 Dr O’Shaughnessy
4 govitecan if first-line pembrolizumab/carboplatin/gemcitabine
n Dr Hurvitz Olaparib
Dr Jhaveri Olaparib




For which specific DNA damage repair pathway abnormalities beyond germline
BRCA1/2 would you attempt to access a PARP inhibitor for a patient with mBC?

44 Prof Dent PALB2 and somatic BRCA1/2
.gi Dr Kalinsky Germline or somatic PALB2, somatic BRCA

3




RTP Live from Chicago: Investigator Perspectives on
Available Research Findings and Challenging Questions
in the Management of Soft Tissue Sarcoma and
Other Connective Tissue Disorders

A CME-Accredited Virtual Event Held in Conjunction
with the 2025 ASCO® Annual Meeting

Tuesday, June 3, 2025
7:00 AM - 8:00 AM CT (8:00 AM —9:00 AM ET)

Faculty

Rashmi Chugh, MD
Mrinal Gounder, MD

Moderator
Neil Love, MD



Thank you for joining us!
Your feedback is very important to us.

Please complete the survey currently up on the iPads
for attendees in the room and on Zoom for
those attending virtually. The survey will remain open
up to 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program
syllabus for the CME credit link or QR code.
Online/Zoom attendees: The CME credit link
is posted in the chat room.
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