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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Data + Perspectives: Clinical Investigators Explore the
Application of Recent Datasets in Current Oncology Care
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7:15 AM - 9:15 AM — Breast Cancer
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* Therapeutic Options for Relapsed/Refractory HR-Positive Metastatic Breast Cancer
 Management of HER2-Positive Breast Cancer

* Treatment Approaches for Triple-Negative Breast Cancer
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e Optimizing the Role of Hormonal Therapy in the Care of Patients with Prostate Cancer
e Other Available and Emerging Therapeutic Approaches

10:30 AM - 11:30 AM — Colorectal Cancer (CRC)
e Current and Future Role of Immune Checkpoint Inhibitors in the Management of CRC
e Other Biomarker-Based Strategies for Patients with CRC

11:30 AM - 12:30 PM — Diffuse Large B-Cell Lymphoma (DLBCL) and Follicular Lymphoma (FL)
e Available and Emerging Novel Therapies for DLBCL and FL
e Role of Chimeric Antigen Receptor T-Cell Therapy and Bispecific Antibodies in Treatment for DLBCL and FL
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Case 6: Dr Teplinsky — 63-year-old woman
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Phase lll DESTINY-Breast09 (Interim): PFS (BICR)

T-DXd + P THP
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s Time from randomization (months)
T-DXd+P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0

Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)

*Median PFS estimate for T-DXd + P is likely to change at updated analysis; Tstratified log-rank test. A P-value of <0.00043 was required for interim analysis superiority
BICR, blinded independent central review; Cl, confidence interval; mo, months; (m)PFS, (median) progression-free survival; NC, not calculable; P, pertuzumab; T-DXd, trastuzumab deruxtecan; THP, taxane + tfrastuzumab + pertuzumab
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Phase lll DESTINY-Breast09 (Interim): OS (~16% Maturity)
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T-DXd + P THP
0.2 n=383 n=387
Median, mo NC NC
Hazard ratio (95% ClI) 0.84 (0.59, 1.19)
0 I I [ I I I I [ I [ I [ I [ I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
—— Time from randomization (months)
T-DXd+P 383 373 365 361 358 352 342 302 265 239 176 96 47 23 9 0
THP 387 381 375 369 362 352 337 297 255 220 158 88 43 15 4 0

Early OS data suggest a positive trend favoring T-DXd + P over THP

Cl, confidence interval, OS, overall survival; NC, not calculable; P, pertuzumab; T-DXd, trastuzumab deruxtecan; THP, taxane + trastuzumab + pertuzumab

Tolaney SM et al. ASCO 2025;Abstract LBA1008.
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Trastuzumab Deruxtecan (T-DXd) Followed by THP Before Surgery
Showed Statistically Significant and Clinically Meaningful Improvement
in Pathologic Complete Response for Patients with High-Risk HER2-

Positive Localized Breast Cancer in the DESTINY-Breastl1 Phase Il Trial
Press Release: May 7, 2025

“Positive high-level results from the DESTINY-Breast11 Phase Il trial showed T-DXd followed by
paclitaxel, trastuzumab and pertuzumab (THP) demonstrated a statistically significant and clinically
meaningful improvement in pathologic complete response (pCR) rate versus standard of care
(dose-dense doxorubicin and cyclophosphamide followed by THP [ddAC-THP]) when used in the
neoadjuvant setting (before surgery) in patients with high-risk, locally advanced HER2-positive
early-stage breast cancer. Pathologic complete response is defined as no evidence of invasive
cancer cells in the removed breast tissue and lymph nodes following treatment.

The secondary endpoint of event-free survival (EFS) was not mature at the time of analysis;

however, EFS data showed an early positive trend favouring T-DXd followed by THP compared to
standard of care. The trial will continue to follow EFS.”

https://www.astrazeneca.com/media-centre/press-releases/2025/enhertu-improved-pcr-in-early-stage-breast-cancer.html



T-DXd Demonstrated Highly Statistically Significant and Clinically
Meaningful Improvement in Invasive Disease-Free Survival in
Comparison to T-DM1 in the DESTINY-Breast05 Phase lll Trial for Patients

with High-Risk Localized Breast Cancer After Neoadjuvant Therapy
Press Release: September 29, 2025

“Positive high-level results from a planned interim analysis of the DESTINY-Breast05 Phase Il trial
showed trastuzumab deruxtecan demonstrated a highly statistically significant and clinically meaningful
improvement in invasive disease-free survival (IDFS) versus trastuzumab emtansine (T-DM1) in patients
with HER2-positive early breast cancer with residual invasive disease in the breast or axillary lymph nodes
after neoadjuvant treatment and a high risk of disease recurrence. This is the second positive Phase ll|
trial of T-DXd in the HER2-positive early breast cancer setting following positive results from the Destiny-
Breast11 Phase lll neoadjuvant trial earlier this year.

Overall survival (OS) was not mature at the time of this planned interim analysis and will be assessed at a
subsequent analysis.

Data from DESTINY-Breast05 (Abstract #LBA1) and DESTINY-Breast11 (Abstract #2910) will be
presented during Presidential Symposium 1 on 18 October at the upcoming European Society for
Medical Oncology (ESMO) Congress 2025. The DESTINY-Breast05 data will also be shared with global
regulatory authorities.”

https://www.astrazeneca.com/media-centre/press-releases/2025/enhertu-improved-idfs-in-early-bc-in-db-05.html|



Adjuvant Datopotamab Deruxtecan (Dato-DXd): TROPION-Breast03 Trial

M=1,0i5
Randomized
2:1:2

Fatients with
Stage HIl TNEC

Residualinvasive disease
after necadjuvanttherapy

No evidence of
locoregional
or distantrelapse
Mo adjuvant
systemic therapy
ECOGPS0or1

Siratfied by

» Prior neoadjusant pembrokzumal
{Yes vs Noj, cap Na &t 40%

node mohement) al 20%
+ Prigr neoadjusani platinurm
ehemotherapy (Yes vs MNa)

+ Residual dsease (<1 emvs =1 cm), |
cap =1 cmiinthe absence of lymph

Arm 1

Dato-DXd
6 mog/kg IV Q3W x 8 cycles

Arm 3

Investigator's Choice of Therapy*

iDFS = invasive disease-free survival; ICT = investigator's choice of therapy

Bardia A et al. Ther Adv Med Oncol 2024 April 29:16:17588359241248336.

Primary Endpoint
iDFS:
Dato-DxXd +
durvalumab
vs [CT
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Neodjuvant Dato-DXd: TROPION-Breast04 Trial

Neoadjuvant - Adjuvantt

Key eligibility criteria:

Histologically Durvalumab!® Pri dooint
rimary endpoints:
confirmed Stage Il or llI Dato-DXd(? + durvalumab!®! for:9 ::-ycles
unilateral or bilateral for 8 cycles = 2 * pCR (central
rimary invasive TNBC* olaparibc] assessment)
P 2/ chemotherapy*
HR-I IHEI-TQZ b ¢ » EFS (investigator
-low, — breas
=~ : assessment
cancer N=1728 'f:d°m'zed Pembrolizumab!d! + )
: carboplatinf®! + paclitaxellf :
No evidence of distant P P Pembrolizumabld
: : for 4 cycles Secondary
disease Stratified by: e : for 9 cycles endpoints:
* Lymph node status (pos. vs neg.) — — + P 4

pembrolizumab!! + | ] ,
Tl olaparib » Overall survival (key)
Syelopioephianiide s capecitabinefll for 8 cycles

h!o _prior surgery, : +  Tumor stage (cT1-cT2 vs cT3-cT4)
radiation, or systemic + HR status (HR-negative [ER and

anticancer therapy PR <1%)] vs HR-low [ER and/or PR doxorubicin["/epirubicin! » DDFS, safety, PROs
1% to <10%; neither may be 210%)]) for 4 cycles
ECOGPS 0 or1 «  Geographic region

(US/Canada/Europe/Australia vs
other geographic region)

pCR = pathological complete response; EFS = event-free survival; DDFS = distant disease-free survival; PROs = patient-reported outcomes
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Neoadjuvant Sacituzumab Govitecan: NeoSTAR Trial

Baseline p— 12 wk ’_' Surgery i-" Adjuvant
T1c-T4 (any N) TNBC
(TNBC per local ; Definitive Surgery
testing; ASCO/CAP sag‘::t‘i';‘::::b (Lumpectomy or = Adjuvant
ideli . Mastectom chemotherapy*
gm:i";: & :> Q21 days, = :> L il
for 4 Cycles *as per investigator
discretion
Baseline Biopsy ~& if biopsy- ﬁ
Imaging Week 12 conﬁrm?:d Neoadjuvant
Imaging m— Therapy*
disease

Similar trial in combination with immunotherapy as well as

for HR+ breast cancer
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Adjuvant Sacituzumab Govitecan: ASCENT-05/0ptimICE-RD Trial

Study Design'2

I Sacituzumab govitecan Pembrolizumab (ascem o
X
10 mg/kg IV 200 mg IV Key Eligibility Criteria®?
DAY 1 AND DAY 8 OF DAY 1 OF A 21-DAY L e
21-DAY CYCLE CYCLE Key Inclusion Criteria Key E{clusmn Criteria
. Arm A « Age 218 years of age « Positive serum_pregnancy test or women who
Patients « ECOG performance status of 0 or 1 are breastfeeding
. . . . i i - Stage IV breast cancer as well as history of any prior
Residual invasive iiequa:e ren-al.and h:patlc'fur;mon R—— ipsilateral or contralateral invasive breast cancer
TNBC in breast or " cvident discase e breastsndior ymph nodes. ~* PO reament withanother stmulatory or conhibitory
e . . -C rece r nt, prior tr ment wi n
positive node(s) after _) 1:1 Randomization « Submission of both pre-neoadjuvant treatment direected agec:nage Gt s I
n eoadjuva nt thera Py Pembrol iZ umab Long-term g;:gg:esttliz:l::psy e e . :Er:/;daenc::g rsecurerent disease following preoperative
T r
and Surgery 200 IV fO”OW—Up « Patients must have received appropriate radiotherapy ) 2 Y gA o . e
N~1514 mg and have recovered prior to starting study treatment + Prior treatment with topoisomerase 1 inhibitors or ADCs
containing a topoisomerase inhibitor
ArmB DAY 1 OF A 21-DAY « Myocardial infarction within 6 months of enroliment or
CYCLE history of serious ventricular arrhythmia or LVEF <50%
TREATMENT OF « Active serious infection requiring anti-microbial
PHYSICIAN'S treatment
o
Endpoints’?
Pembrolizumab Capecitabine
x 8 CYCLES 200 mg v 1000 mg/m2 PO BID Primary Endpoint Secondary Endpoints
- iDFS .- 0S + QoL
DAY 1 OF A 21-DAY DAYS 1 THROUGH 14 OF i i
CYCLE A 21-DAY CYCLE e
- Sa

iDFS = invasive disease-free survival; OS = overall survival; dDFS = distant disease-free survival; QoL = quality of life; RFS = recurrence-free survival
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Study Population

* Centrally confirmed TNBC (ER
<1%, PR <1%, HERZ2 negative)

* Non-pCR after =5 cycles of
pembrolizumab and
chemotherapy including 1 cycle
of anthracycline-based
neoadjuvant therapy

* Randomization within 16 wk
of definitive surgery

» Adjuvant RT, if indicated,
completed and recovered
before randomization

* Provision of a tumor sample
for assessment of TROP2
expression (central testing)

* Adequate organ function

*ECOG PS 0 or 12

Stratification factors

R (1:1)°
N ~ 1530

* Residual tumor and lymph node status

Adjuvant Sacituzumab Tirumotecan (Sac-TMT) + Pembrolizumab:
TroFuse-012 Trial

Arm Ac
Pembrolizumab
400 mg IV Q6W

X
5 doses
Sac-TMT
4 mg/kg IV Q2W

X
12 doses

Arm B¢
Pembrolizumab
400 mg IV Q6W

X
5 doses
or
Pembrolizumab
400 mg IV Q6W

X
5 doses

Capecitabine?

1000-1250 mg/m?

PO BID on days
1-14 and days

22-35 every 6-wk
cycle for 4 cycles
(2 wk on, 1 wk off)

* TROP2 expression
* Intention to use capecitabine (Yes vs No)

RTP
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Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman
Case 5: Dr Ku — 59-year-old woman

Case 6: Dr Teplinsky — 63-year-old woman
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Case Presentation: 78-year-old frail woman with cough and
ER-positive, HER2-low (IHC 1+) mBC s/p multiple lines of
therapy receives sacituzumab govitecan

Dr Eric Fox (Bryn Mawr, Pennsylvania)




Targeting TROP2

Sacituzumab govitecan

Humanized

anti-Trop-2 antibody

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

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)

SN-38 payload

* SN-38 more potent than
parent compound,
irinotecan (topoisomerzase |
inhibitor)

» SN-38 chosen for its
moderate cytotoxicity (with
IC50 in the nanomolar
range), permitting delivery
in high quantity to the tumor

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

Courtesy of Rebecca A Dent, MD, MSc

in Metastatic Breast Cancer

Datopotamab deruxtecan

Payload mechanism of action:
Topo-I inhibitor*

\ [ = High potency payload*
I . »  Optimised drug to antibody ratio =4*t

»  Payload with short systemic half-life*
. . »  Stable linker-payload*
*  Tumour-selective cleavable linker*

Deruxtecan ®© Bystander antitumour effect*

|\

I 1

SOUN BUS BN TS

N

Cudu Gl & ©. 5 g U0 OO
RO d ‘gmo
H,C N HO 'w=CHj

Cleavable ¢

Topo-l inhibitor
payload (DXd)

tetrapeptide-based linker

Sacituzumab tirumotecan
(SKB264/MK-2870)

D F_(y:\/_g__\‘\r' JQL N O
" NH  Nay w o 0”0 e
o N iq\/*ON-::p/\'gi\.)LﬂQ\:" N A
S 'ﬁ\l =} =}
NHy

+ anti-TROP2 ADC

 Sulfonyl pyrimidine-CL2A-
carbonate linker

» Payload: belotecan-derivative
topoisomerase | inhibitor

- DAR: 74



OPEN ACCESS | CLINICAL TRIAL UPDATES | 9 (@) & (® | February 29, 2024

Final Results From the Randomized Phase lli
ASCENT Clinical Trial in Metastatic Triple-
Negative Breast Cancer and Association of
Outcomes by Human Epidermal Growth Factor
Receptor 2 and Trophoblast Cell Surface Antigen
2 Expression

Authors: Aditya Bardia, MD, MPH & , Hope S. Rugo, MD , Sara M. Tolaney, MD, MPH , Delphine Loirat, PhD, MD,

Kevin Punie, MD , Mafalda Oliveira, MD, PhD , Adam Brufsky, MD, PhD , ... SHOW ALL ..., and Sara A. Hurvitz, MD,

FACP AUTHORS INFO & AFFILIATIONS J Clin Oncol;42(15):1738-44,




Phase Ill ASCENT Study Design

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) e :0 "‘C/"i;'l"d
ﬂ 22 chemotherapies for Ay 4 e\iezrsv_, -day cycle Continue Primary
advanced disease (n=267) treatmentuntil _| « PFSt
[no upper limit; 1 of the pm"‘”':';l" Secondary
; . : unacceptable
requiem pior egimars Treatment of Physician's ey * PFS for the full
ki Choice (TPC)* population*
occurred within a 12-month e 0S. ORR. DOR
period after completion of (n=262) i : !
(neo)adjuvant therapy)] TTR, safety
N=529 Stratification factors Data ctitetfs March 14. 2020

¢ Number of prior chemotherapies (2-3 vs >3)
* Geographic region (North America vs Europe)
NCT02574455 * Presence/absence of known brain metastases (yes/no)

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.

TTR =time to response

RTP
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Phase Ill ASCENT: Progression-Free Survival (PFS)

1.0 A
0.9 4 Patients (events) mPFS (95% Cl)
0.8 - TPC 262 (171) 1.7 (1.5 to 2.5)
SG SG 267 (191) 4.8(4.110 5.8)
- 0=
= Stratified HR (CI) = 0.413 (0.330 to 0.517)
=
C
£
(=
| -
L
72
.
a

-
-
—
—
—
—
—
-
—
—
—

Time (months)
mPFS = median progression-free survival RTP
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Bardia A et al. J Clin Oncol 2024;42(15):1738-44.



Phase Ill ASCENT: Overall Survival (OS)

1.0 -
0.9 - Patient (events) mOS (95% Cl)
TPC 262 (222) 6.9 (5.9 to 7.7)

0.8 SG 267 (201) 11.8 (10.5 to 13.8)
E‘ 0.7+ Stratified HR (Cl) = 0.514 (0.422 to 0.625)
S 0.6-
=
o 0.5 0060000008 00000000000000000e0e0ercrtliMbI0ererestrerenerer :
a - =
— 0.4 -
7
O 03 - a e

0.2 - : :

Lot
0.1 - ™ *ﬁ
0.0 -
| 1 1 - 1 - 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
Time (months)
RTP
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Bardia A et al. J Clin Oncol 2024;42(15):1738-44.



Phase Ill ASCENT: PFS by TROP2 Expression

PFS

1.0 1
0.9 1
0.8 -
0.7 -
0.6

PFS (probability)

Q1 (H-score: 0-130)

Patients (events) mPFS (95% CI)

TPC 45 (33) 1.5(1.4t0 2.2)
SG 35 (25) 27(1.4105.7)

Unstratified HR (CI) = 0.583 (0.339 to 1.003)

0 3 6 9 12 15 18 21 24
Time (months)
No. at risk:
TPC 45 5 2 1 0 0 0 0 0
SG 35 12 6 5 3 2 2 0 0
1.0 A Q3 (H-score: 220-275)
0.9 4 Patients {(events) mPFS (95% Cl)
E 0.8 - TPC 40 (32) 1.6(1.4t0 2.7)
= 0.7 SG 39 (30) 6.8 (4.3t0 8.3)
o
o 0.6 Unstratified HR (Cl) = 0.196 (0.105 to 0.364)
o
o 0-5 il FETTOTRTI P
| -
o 04
vy 0.3
B 0.2
0.1 1
0.0 A

Time (months)

Bardia A et al. J Clin Oncol 2024;42(15):1738-44.

PFS (probability)

1.0
0.9 1
0.8
0.7 1
0.6 1

0.4 -
0.3
0.2 1
0.1 1
0.0 -

Q2 (H-score: 130-220)

mPFS (95% Cl)

2.8(1.7t0 4.3)
4.8(291t07.1)

Patients (events)

TPC 33 (22)
SG 47 (31)

Unstratified HR (Cl) = 0.517 (0.291 to 0.920)

No. at risk:

TPC
SG

PFS (probability)

1.0 4
0.9
0.8 1
0.7 1
0.6 1
0.5
0.4 1
0.3
0.2
0.1

0.0 1

33
47

3 6 9 12 15 18 21 24
Time (months)

11 2 0 0 0 0 0 0

27 14 7 3 3 2 1

Q4 (H-score: 275-300)

mPFS (95% Cl)

2.8(1.4t0 3.1)
6.9 (5.6 to 8.1)

Patients (events)

TPC 32 (18)
SG 47 (32)

Unstratified HR (Cl) = 0.314 (0.166 to 0.592)

Time (months)
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0S (probability)

Phase Ill ASCENT: OS by TROP2 Expression

0s

Q1 (H-score: 0-130)

Patients (events) mOS (95% Cl)

45 {40) 7.0 (4.910 9.6)
35(29) 8.7 (6.9t0 12.9)

Unstratified HR (Cl) = 0.739 (0.457 to 1.196)

TPC
SG

No. at risk:
TPC
SG

1.0 4
0.9 -
0.8 -
0.7 -
0.6 -

0S (probability)

45
35

38
31

24
27

12 15 18 21 24 27 30 3

[{e]

Time (months)

16 14 12 9 5 3 1 0 0
16 13 10 8 6 5 3 1 0

Q3 (H-score: 220-275)

mOS (95% Cl}

40 (37) 6.5(4.1108.2)
39 (28) 15.2 (11.8 to 17.5)

Unstratified HR (Cl) = 0.344 (0.207 to 0.573)

Patients (events)

TPC
SG

—

9 12 15 18 21 24 27 30 33

Time (months)

Bardia A et al. J Clin Oncol 2024;42(15):1738-44.

0S (probability)

1.0 4
0.9
0.8
0.7 1
0.6
0.5
0.4
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0.2 -
0.1 -
0.0

Q2 (H-score: 130-220)

mOS (95% Cl)

33(24) 8.8 (4.81t0 10.2)
47 (34) 13.4 (7.8 to 16.5)

Unstratified HR (Cl) = 0.690 (0.408 to 1.168)

Patients (events)

TPC
SG

No. at risk:

TPC
SG

0S (probability)

1.0 1
0.9
0.8 -
0.7 A
0.6 -
0.5
0.4 -
0.3 4
0.2
0.1 1

0.0 1

0 3 6 9 12 15 18 21 24 27 30 3
Time (months)

33 27 18 14 8 6 5 4 2 2 0 0
47 42 34 29 23 19 12 7 3

Q4 (H-score: 275-300)

Patients (events) mQS (95% Cl)
TPC 32 (30) 7.1{49t09.8)
SG 47 (34) 14.5 (10.6 to 18.3)

Unstratified HR (Cl) = 0.358 (0.216 to 0.594)

T T T T T T T T

12 15 18 21 24 27 30 33

o
w
<
©o

Time (months)




Phase lll TROPiCS-02 Study Design

Metastatic or locally recurrent
inoperable HR+/HER2- breast
cancer that progressed after:

» At least 1 endocrine therapy,
taxane, and CDK 4/6 inhibitor in any
setting

* At least 2, but no more than 4, lines
of chemotherapy in the metastatic
setting

(Neo)adjuvant therapy for early-stage
disease qualified as a prior line of
chemotherapy if disease recurred within
12 months

* Measurable disease by RECIST 1.1
N = 543

Treatment was continued untif
progression or unacceptable toxicity

Sacituzumab govitecan
10 mg/kg IV

days 1 and 8, every 21 days
n=272

Treatment of physician’s choice
(capecitabine, vinorelbine,
gemcitabine and eribulin)

n=271

Stratification:

» Visceral metastases (yes/no)

End Points

Primary
*+ PFShyBICR

Secondary

+ OS5

+ ORR,DOR, CBR
by LIRand BICR

« PRO
» Safety

» Endocrine therapy in metastatic setting 2 6 months (yes/no)

* Prior lines of chemotherapies (2 vs 3/4)

PFS = progression-free survival; BICR = blinded independent central review; OS = overall survival; ORR = objective response
rate; DOR = duration of response; CBR = clinical benefit rate; LIR = local investigator review; PRO = patient-reported outcome

Rugo HS et al. Lancet 2023 October 21;402(10411):1423-33.
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Phase Il TROPiCS-02: Final PFS (Intent-to-Treat Population)

Sacituzumab govitecan Chemotherapy

(n =272) (n=271)
No. of events 170 159
PFS rate
100 6 mo 46% 30%
90 - 12 mo 21% 7%
Median PFS
80 - —mo (95% CI) 5.5 (4.2 to 7.0) 4.0 (3.1 to 4.4)
70 - HR (95% CI), P-value 0.66 (0.53 to 0.83), P =.0003
;\; 60 —0— Sacituzumab govitecan
;; ) P I . —%— Chemotherapy
L 1
(o 18 40 - I
I
30 - e
| I
20 Lo
1 I
| o
10 A '
. o s S
I ! ! I I 1 1 L 1 B = |
0 3 9 12 15 18 21 24

Rugo HS et al. J Clin Oncol 2022 October 10;40(29):3365-76.

Time (months)



Phase lll TROPiCS-02: Final OS (Intent-to-Treat Population)

Overall survival probability (%)

Numberof Numberof Median overall
patients events survival, months
(95% Cl)
— Sacituzumab govitecan 272 191 14-4 (13-0-15-7)
—— Chemotherapy 271 199 112 (10-1-12-7)

Hazard ratio for death, 0-79 (95% Cl 0-65-0-96)

p=0-020

Number at risk
(events)

Rugo HS et al. Lancet 2023 October 21;402(10411):1423-33.

Time (months)



FDA Approves Datopotamab Deruxtecan-dink for Unresectable

or Metastatic HR-Positive, HER2-Negative Breast Cancer
Press Release: January 17, 2025

“On January 17, 2025, the Food and Drug Administration approved datopotamab deruxtecan-dink,

a Trop-2-directed antibody and topoisomerase inhibitor conjugate, for adult patients with unresectable
or metastatic, hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-
negative (IHC 0O, IHC1+ or IHC2+/ISH-) breast cancer who have received prior endocrine-based therapy
and chemotherapy for unresectable or metastatic disease.

Efficacy was evaluated in TROPION-Breast01 (NCT05104866), a multicenter, open-label, randomized
trial. Patients must have experienced disease progression, been deemed unsuitable for further
endocrine therapy, and have received one or two lines of prior chemotherapy for unresectable or
metastatic disease. Patients were excluded for a history of ILD/pneumonitis requiring steroids, ongoing

ILD/pneumonitis, clinically active brain metastases, or clinically significant corneal disease. Patients also
were excluded for ECOG performance status >1.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-datopotamab-deruxtecan-dink-unresectable-or-
metastatic-hr-positive-her2-negative-breast




Phase Ill TROPION-Breast01: Progression-Free Survival (PFS)

PFS (probability)
L

= |CC (n = 367)

Dato-DXd (n = 365)

Dato-DXd ICC
Median PFS, months 6.9 4.9
(95% CI) (6.7 to 7.4) (4.2 to b.b)

HR (95% ClI) 0.63 (0.52 to 0.76)

<.0001

Mumber at risk
Dato-DXd 365
ICC 367

Bardia A et al. J Clin Oncol 2025;43(3):285-96.
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Phase Ill TROPION-Breast01: Overall Survival

Dato-DXd ICC
OS events, n (%) 223 (61) 213 (58)
@ Median OS, months 18.6 18.3
S (95% ClI) (17.3-20.1) (17.3-20.5)
= HR (95% CI) 1.01 (0.83-1.22)
S
- —t  Maturity: 59.6%
— Dato-DXd (n=365) —  Median follow-up: 22.8 months
0191 —1cc (n=367) * Protocol prespecified OS sensitivity
0 : : é / 1'2 1'5 LN N T A analysis baseq on the stratifice;tion
Niriber st fisk Time from randomisation (months) factors according o the eCRF™

0 . i
DatoDXd 365 349 331 299 250 227 180 118 49 12 HR 0.99 (35% CI: 0.82-1.20)

ICC 367 336 309 283 249 213 175 123 51 9

Pistilli B et al. ESMO Virtual Plenary 2025;Abstract VP1-2025. w



Phase Ill TROPION-Breast01: Overall Safety Summary

TRAES, n (%) Dato-DXd ICC

(n=360) = (n=351)

All grades 341 (95) 303 (86)

Grade 23 80(22) 160 (46)

Associated with dose reduction 87 (24) 106 (30)
Associated with dose interruption 57 (16) 85 (24)

Associated with discontinuation 12 (3) 9(3)
Associated with death 0 1(0.3)*
Serious TRAEs 22 (6) 32 (9)

 Compared with the primary PFS data cutoff,
with an additional ~12 months follow-up:

— Overall safety profile was consistent

— No late-onset toxicities were observed

» Rate of grade 23 TRAEs in the Dato-DXd
group was less than half that in the
ICC group

 Fewer TRAEs leading to dose reductions or
interruptions with Dato-DXd compared with
ICC,; rates of TRAES leading to discontinuation
were similar between arms

Data cutoff: 24 July 2024. The safety analysis population included all patients who received at least 1 dose of study drug. *investigator-reported cause of death: febrile neutropenia.

TRAEsS, treatment-related adverse events.

(>) ESMO ON AIR

Pistilli B et al. ESMO Virtual Plenary 2025;Abstract VP1-2025.
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Phase Ill OptiTROP-Breast01 Trial: Final PFS Analysis by BICR

100 —
No. of No. of Median PFS
patients events (months) (95% Cl)
= Sac-TMT 130 79 6.7 (5.5-8.0)
& 80+ Chemotherapy 133 108 2.5 (1.7-2.7)
© HR (95% ClI) 0.32 (0.24-0.44)
; P value <0.00001
7 60 —
Q
0]
S
c
Q40
wn
wn
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o
o
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— Sac-TMT — Chemotherapy '
Y | | | | | | | | | T T T T
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ESMO 2025 Abstracts of Interest (HR-Positive, HER2-Negative mBC)

Sacituzumab Tirumotecan

LBA23 — Sacituzumab tirumotecan (sac-TMT) vs investigator's
choice of chemotherapy (ICC) in previously treated locally
advanced or metastatic hormone receptor-positive, HER2-
negative (HR+/HER2-) breast cancer (BC): Results from the

randomized, multi-center phase 3 OptiTROP-Breast02 study
Speaker: Ying Fan




Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman
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Case Presentation: 61-year-old woman with NTRK-mutant
ER-negative, HER2-low (IHC 2+) recurrent mBC and PD on
chemoimmunotherapy and larotrectinib receives
trastuzumab deruxtecan
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2024 ASCO DESTINY
ANNUAL MEETING BREASTO6

Trastuzumab deruxtecan vs physician’s choice of
chemotherapy in patients with hormone receptor—positive,
human epidermal growth factor receptor 2 (HER2)-low or
HER2-ultralow metastatic breast cancer with prior endocrine
therapy: primary results from DESTINY-Breast06

Giuseppe Curigliano
European Institute of Oncology, IRCCS, Milan, Italy;
Department of Oncology and Hematology-Oncology, University of Milan, Italy

Sunday, June 2, 2024

Additional authors: Xichun Hu, Rebecca Dent, Kan Yonemori, Carlos H Barrios, Joyce A O’Shaughnessy,
Hans Wildiers, Qingyuan Zhang, Seock-Ah Im, Cristina Saura, Laura Biganzoli, Joohyuk Sohn,
Christelle Lévy, William Jacot, Natasha Begbie, Jun Ke, Gargi Patel, Aditya Bardia

On behalf of the DESTINY-Breast06 investigators Abstract LBA1000



HER2-Low and Ultralow Disease

I |
ESTIP ommll HER2-low HER2-ultralow !
I 23 2-4 I
! ~85% of HR+, HER2- mBC __~60-65% ~20-25% |
‘ . ¥ NI L. AP 3 MERT BIE A
IHC 0

Weak-to-moderate complete Faint, incomplete Faint, incomplete Absent / no

membrane staining membrane staining membrane staining observable

in >10% tumor cells in >10% tumor cells : . membrane

in £10% tumor cells staining

ASCOICAP, American Society of Clinical Oncology / College of American Pathologists; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC, immunohistochemistry; ISH, in situ hybridization;

mBC, metastatic breast cancer; T-DXd, frastuzumab deruxtecan

Images adapted from Venetis K, et al. Front Mol Biosci. 2022;9:834651. CC BY 4.0 license available from: https://creativecommons.org/licenses/by/4.0/

1. Wolff AC, et al. J Clin Oncol. 2023;41:3867-3872; 2. Denkert C, et al. Lancet Oncol. 2021;22:1151-1161; 3. Chen Z, et al. Breast Cancer Res Treat. 2023;202:313-323; 4. Mehta S, et al. J Clin Oncol. 2024;42(Suppl. 16).Abstract e13156
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Phase Ill DESTINY-Breast06 Study Design

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 O with membrane staining)*
« Chemotherapy naive in the mBC setting

Prior lines of therapy
« 22 lines of ET * targeted therapy for mBC
OR
* 1 line for mBC AND
— Progression =6 months of starting first-line ET + CDK4/6i
OR
— Recurrence =24 months of starting adjuvantET

T-DXd
5.4 mg/kg Q3W

(n=436)

HER2-low =713
HER2-ultralow = 1531

Stratification factors
+ Prior CDK4/6i use (yes vs no)

+ HERZ2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining)

= Prior taxane in the non-metastatic setting (yes vs no)

Options:
capecitabine,
nab-paclitaxel,

paclitaxel

ENDPOINTS
Primary
* PFS (BICR) in HER2-low

Key secondary

« PFS (BICR) in ITT (HER2-low + ultralow)
* OS in HER2-low

« OSin ITT (HER2-low + ultralow)

Other secondary
* PFS (INV) in HER2-low

« ORR (BICR/INV) and DOR (BICR/INV) in
HER2-low and ITT (HER2-low + ultralow)

« Safety and tolerability
» Patient-reported outcomes*

*Study enrollment was based on central HER2 testing. HERZ status was determined based on the most recent evaluable HERZ2 IHC sample prior to randomization. HERZ-ultralow was defined as faint, parial membrane staining in =10% of tumor cells
(also known as IHC =0<1+); THER2-ultralow status as determined per IRT data (note: efficacy analyses in the HER2-ultralow subgroup were based on n=152 as determined per central laboratory testing data); *to be presented separately

BICR, blinded independent central review; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DOR, duration of respaonse; ET, endocrine therapy, HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC,
immunohistochemistry; INV, investigator assessed; IRT, interactive response technaology; ISH, in situ hybridization; [TT, intent-to-treat; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival, PD, progressive disease; PFS,
progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, frastuzumab deruxtecan; TPC, chemotherapy treatment of physician's choice

NCT04494425. Updated. April 12, 2024. Available from: https:/iclinicaltrials gow/study/NCT04494425 (Accessed May 13, 2024)

Curigliano G et al. ASCO 2024;Abstract LBA1000.




Phase Ill DESTINY-Breast06: PFS in HER2-Low Disease

(Primary Endpoint)

1.0 -
Hazard ratio 0.62
" 561 95% CI1 0.51-0.74
L *
L T-DXd P<0.0001
o e mPFS: 13.2 mo
®
Ko}
2
} A 5.1 mo%
I: i|
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 a3 36 39
. Time from randomization (months)
No. at risk
T-DXd 359 310 265 213 163 131 72 49 28 17 10 6 1 0
TPC 354 254 192 118 85 65 37 19 10 6 2 1 1 0

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

*P-value of <0.05 required for statistical significance

BICR, blinded independent central review; Cl, confidence interval; HER2, human epidermal growth factor receptor 2; mo, months; (m)PFS, (median) progression-free survival, T-DXd, trastuzumab deruxtecan;

TPC, chemotherapy treatment of physician’s choice

Curigliano G et al. ASCO 2024;Abstract LBA1000O.
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Phase Il DESTINY-Breast06: Overall Survival (~40% Maturity)

HER2-low* ITT (HER2-low + HER2-ultralow)

n=713 N=866
1.0 i Hazard ratio 0.83 1.0 i Hazard ratio 0.81
1 87.6%, T-DXd 95% Cl0.66-1.05 ' 87.0%, T-DXd 95% Cl0.65-1.00%
P=0.1181t
0.8 YA 0.8+
TPC, 81.7% TPC, 81.1%!:
0 | % |
(@) ! (@) 1
5 0.6 : o 0.6 1 :
& | & |
2 | 5 |
Qo  04- I o 04 |
2! | o . 2] '
D_ : T 1 0_ :
1 1
1 1
0.2 : 0.2- !
1 1
1 1
1 1
'12-month OS rate ' 12-month OS rate
0 | I I I I I I I I I I I I I | 0 T T T I T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
e i Time from randomization (months) Time from randomization (months)
0. atris
T-DXd 359 354 341 324 309 279 198 140 9% 53 32 16 7 2 0 0 436 431 412 391 373 329 235 169 120 69 39 16 7 2 0 O
TPC 354 333 319 298 273 247 185 126 8 53 23 6 2 1 1 0 430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 0

5 0O pa ients in e group receive - » 00 pa ients in [<] group receive -
20.1% of patients in the TPC ived T-DXd 17.9% of patients in the TPC ived T-DXd

post treatment discontinuation (HER2-low) post treatment discontinuation (ITT)

*39.6% maturity (of total N for population) at this first interim analysis; median duration of follow up was 18.6 months (HER2-low);, TP-value of <0.0046 required for statistical significance; *no test of significance was performed in line with the multiple testing
procedure; median duration of follow up was 18.2 months (ITT)
Cl, confidence interval; HER2, human epidermal growth factor receptor 2; ITT, intent-to-treat; OS, overall survival, T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

RTP

RESEARCH
TO PRACTICE

Curigliano G et al. ASCO 2024;Abstract LBA1000O.



Phase Il DESTINY-Breast06: Survival in HER2-Ultralow Disease

PFS (BICR)

n=152
Hazard ratio 0.78
95% CIl0.50-1.21

0
o T-DXd
“i mPFS: 13.2 mo
E
§ 0.4 TPC
& mPFS: 8.3 mo
- A 4.9 mo
0 I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30
Time from randomization (months)
No. at risk
T-DXd 76 64 53 44 35 24 9 6 3 3 0
TPC 76 52 32 24 18 14 7 6 3 1 0

Probability of OS

0.8 1

0.6 1

0.4 4

0.2 1

TPC, 78.7%

0OS*
e Hazard ratio 0.75

95% Cl10.43-1.29

84.0%, T-DXd

-

12-month OS rate

76
76

76 70
69 68

9

66
62

12 15 21 24 24 27 30 33 36 39
Time from randomization (months)

63 49 36 28 23 15 6
55 45 25 17 15 9 B

w o
o
o

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

*34.9% maturity (of total N for population) at this first interim analysis; median duration of follow up was 16.8 months

BICR, blinded independent central review; Cl, confidence interval, HER2, human epidermal growth factor receptor 2; OS, overall survival; mo, months; (m)PFS, (median) progression-free survival, T-DXd, trastuzumab deruxtecan;

TPC, chemotherapy treatment of physician’s choice

Curigliano G et al. ASCO 2024;Abstract LBA1000O.
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Phase Il DESTINY-Breast06: Activity by HER2 Expression

100 4

] I
BN N B OO
Q0O 0 OO0 O Q
1 1 i 1 1 1 L

in target lesion size (%)
3

Best change from baseline

| m HER2-low
~100] @ HER2-ultralow | ORR—

I
[02]
o

T-DXd

120 1
1001

Best change from baseline
in target lesion size (%)

%1 m HER2-low
-1004 ™ HER2-ultralow

ORR —

HER2-low*

T-DXd (n=359)

TPC (n=354)

ITT

T-DXd (n=436)

TPC (n=430)

HER2-ultralow*

T-DXd (n=76)

TPC (n=76)

Confirmed ORR, n (%) 203 (56.5) 114 (32.2) | 250 (57.3) 134 (31.2) 47 (61.8) 20 (26.3)
Best overall response, n (%)
Complete response 9(2.95) 0 13 (3.0) 0 4 (5.3) 0
Partial response 194 (54.0) 114 (32.2) 237 (54 .4) 134 (31.2) 43 (56.6) 20 (26.3)
Stable disease 125 (34.8) 170 (48.0) 148 (33.9) 212 (49.3) 22 (28.9) 42 (55.3)
Clinical benefit rate, n (%)t 275(76.6) 190 (53.7) 334 (76.6) 223 (51.9) 58 (76.3) 33 (43.4)
Median duration of response, mo 141 8.6 14.3 8.6 14.3 141

ORR based on RECIST v1.1; response required confirmation after 4 weeks
*HER2-low status defined at randomization per IRT data, and HER2-ultralow status defined by central laboratory testing data; Tdefined as complete response + partial response + stable disease at Week 24, by blinded independent central review

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRT, interactive response technology; ITT, intent-to-treat; mo, months; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumors
T-DXd, frastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

Curigliano G et al. ASCO 2024;Abstract LBA1000O.
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Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman
Case 5: Dr Ku — 59-year-old woman

Case 6: Dr Teplinsky — 63-year-old woman
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Case Presentation: 74-year-old woman with PIK3CA-mutant
recurrent mMTNBC and PMH of diverticular abscess on prior
neoadjuvant chemoimmunotherapy (KN-522) receives
sacituzumab govitecan and pembrolizumab
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Dr Alan Astrow (Brooklyn, New York)




Sacituzumab Govitecan Plus Pembrolizumab vs Chemotherapy
Plus Pembrolizumab in Patients With Previously Untreated,
PD-L1 Positive, Advanced or Metastatic Triple-Negative Breast
Cancer: Primary Results From the Randomized, Phase 3
ASCENT-04/KEYNOTE-D19 Study

Sara M Tolaney', Evandro de Azambuja?, Kevin Kalinsky?, Sherene Loi4, Sung-Bae Kim?®, Clinton Yam®,
Bernardo Rapoport”-8, Seock-Ah Im®, Barbara Pistilli'°, Wassim McHayleh', David W Cescon'?, Junichiro Watanabe™,

Manuel Alejandro Lara Banuelas', Ruffo Freitas-Junior’®, Javier Salvador Bofill'®, Maryam Afshari'?, Dianna Gary'?, Lu
Wang'’, Catherine Lai'’, Peter Schmid'®

ASCO 2025;Abstract LBA109.
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Phase Ill ASCENT-04/KEYNOTE-D19 Study Design

SG + pembrod

Previously untreated, locally

advanced unresectable, or (SG 10 mg/kg IV, days 1 and 8 of 21-day All treatment

metastatic TNBCa: cycles; pembro QSy?:Ir:Sg), day 1 of 21-day including SG

+ PD-L1-positive (CPS 2 10 b n = 221 arichemo, was
-L1-positive ( 2 y continued until

the 22C3 assay®)

= ’ BICR-verified
- 26 months since treatment in Chemo™ + pembro disease
curative setting (prior anti-PD- (paclitaxel 90 mg/m? OR nab-paclitaxel progression or
[L]1 use allowed) 100 mg/m? on days 1, 8, & 15 of 28-day cycles, unacceptable
OR gemcitabine 1000 mg/m?2 + carboplatin toxicity

AUC 2 on days 1 & 8 of 21-day cycles; pembro

N =443 200 mg on day 1 of 21-day cycles)
n =222

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

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

« US/Canada/Western Europe vs the rest of the world

» Prior exposure to anti-PD-(L)1 (yes vs no)

SG = sacituzumb govitecan; pembro = pembrolizumab; ORR = objective response rate; QoL = quality of life

Tolaney SM et al. ASCO 2025;Abstract LBA109.

End points
Primary
* PFS by BICR®

Secondary
« OS

ORR, DOR by
BICR®

Safety
* QoL
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Phase Ill ASCENT-04/KEYNOTE-D19: Progression-Free Survival by BICR

100 SG + Pembro Chemo + Pembro
(n=221) (n =222)
= 90 Binia Number of PFS events 109 140
ez': o : Median PFS, mo (95% CI) 11.2(9.3-16.7) 7.8(7.3-9.3)
E ; Stratified HR (95% CI) 0.65 (0.51-0.84)
8 70+ P-value2 <0.001
g : 12 mo 6-month PFS rate, % (95% Cl) 72 (65-77) 63 (56-69)
§ 60 - : 12-month PFS rate, % (95% CI) 48 (41-56) 33 (26-40)
5 50 g "
m '
3 40-
L
S 30+ -
= 20
o4
o 10 -
0 T T 1 T T T T T T T T 1 T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)
No. of Patients Still at Risk (Events)
SG + Pembro 221 (0) 202 (11) 174 (33) 142 (59) 105 (75) 78 (89) 58 (96) 42 (98) 34 (99) 22 (103) 11 (108) 6 (109) 2 (109) 0 (109)
Chemo + Pembro 222 (0) 191 (21) 159 (48) 123 (76) 88 (102) 59 (120) 40 (128) 29 (134) 21 (135) 13 (137) 7 (138) 4(138) 1(139) 0 (140)

SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs

chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death

BICR = blinded independent central review

=
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Tolaney SM et al. ASCO 2025;Abstract LBA109.



Phase Ill ASCENT-04/KEYNOTE-D19: Descriptive Overall Survival
at Primary Analysis

100 ~pmees
90 -

< 80

g 70 —

Z .

» 60 Y

E ey

$ 50

o

S 40-

2 SG + Pembro Chemo + Pembro

3 304 (n =221) (n =222)

e Number of OS events 53 61 ) )

£ 204 i 81% of patients who received any subsequent treatment

Median OS, mo (95% Cl) NR (25.6-NR) NR (NR-NR) : . . : .
i after discontinuation of chemo + pembro received SG
HR (95% Cl) 0.89 (0.62-1.29)
0 1 1 1 1 I I 1 1 1 I I 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. of Patients Still at Risk (Events) Time (months)
SG + Pembro 221 (0) 216 (5) 211(10) 206 (15) 190(23) 162(28) 138(37) 111(41) 88 (46) 55 (47) 36 (50) 21 (51) 14 (52) 5 (53) 1(53) 0 (53)

Chemo +Pembro 222(0)  218(2)  215(5)  210(10) 193(16) 166(29) 142(34) 111(45) 87(53) 56(58) 38(60) 19(61) 11(61)  6(61) 0(81)

OS data were immature (maturity rate, 26%), however,

a positive trend in improvement was observed for SG + pembro vs chemo + pembro
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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-032 Sacituzumab govitecan TPC (gemcitabine/carboplatin, paclitaxel, or nab-paclitaxel)

ICC (paclitaxel, nab-paclitaxel, carboplatin, capecitabine or eribulin

TROPION Breast-024 ’ mesylate)
n g TroFiise-0115 Sacitu;z::tr) :Iiirzt:::lnc;tscanf + TPC (gemcitat(;)i Pr?a?)rjgacc?irtzg)(g?ﬂn, paclitaxel,
SKB264-111-116 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

ICC (paclitaxel, nab-paclitaxel or gemcitabine + carboplatin)

_()5/8
TROPION Breast-05 + 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?>°

Courtesy of Rebecca A Dent, MD, MSc



ASCENT-03: First-Line Sacituzumab Govitecan Demonstrates
Highly Statistically Significant and Clinically Meaningful
Improvement in PFS for Patients with mTNBC Who Are Not

Candidates for Checkpoint Inhibitors
Press Release: May 23, 2025

“[The manufacturer] announced positive topline results from the Phase 3 ASCENT-03 study of sacituzumab
govitecan-hziy. The study met its primary endpoint, demonstrating a highly statistically significant and
clinically meaningful improvement in progression-free survival (PFS) compared to chemotherapy in patients
with first-line metastatic triple-negative breast cancer (mTNBC) who are not candidates for PD-1/PD-L1
inhibitors, meaning they are PD-L1 negative or are ineligible to receive immunotherapy.

The safety profile of sacituzumab govitecan-hziy in the ASCENT-03 study was consistent with prior studies,
and no new safety signals were identified in this patient population. Overall survival (OS) is a key secondary
endpoint and was not mature at the time of PFS primary analysis. No OS detriment was observed.”

ESMO 2025 (LBA20) — Primary results from ASCENT-03: A randomized phase 3 study of
sacituzumab govitecan (SG) vs chemotherapy (chemo) in patients (pts) with previously untreated

advanced triple-negative breast cancer (TNBC) who are unable to receive PD-(L)1 inhibitors (PD-[L]1i)
Speaker: Javier C Cortés

RESEARCH

https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful- RESEARCH

improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast



Patient
Population

Key
Endpoints?

aSecondary endpoints not exhaustive.
1L, first line; BICR, blinded independent central review; carbo, carboplatin; chemo, chemotherapy; CPS, combined positive score; Dato-DXd, datopotamab deruxtecan; DFI, disease-free interval; eBC, early-stage breast cancer; gem, gemcitabine;

nab-pac, nab-paclitaxel; ORR, objective response rate; OS, overall survival; pac, paclitaxel; PD-1, programmed death protein 1; PD-L1, programmed death ligand 1; PD-L1-, programmed death ligand 1-negative; PD-L1+, programmed death ligand 1-positive; PFS, progression-free
survival; PROs, patient-reported outcomes; R, randomization; TNBC, metastatic triple-negative breast cancer; TPC, treatment of physician’s choice; Tx, therapy.

1. Dent RA, et al. Future Oncol. 2023;19(35):2349-2359; 2. https://clinicaltrials.gov/study/NCT05374512; 3. Schmid P, et al. Ther Adv Med Oncol. 2025;17:17588359251327992.

ik De novo vs prior DFI €12 months vs prior DFI >12 months

"« Primary: PFS by BICR, OS

TROPION-Breast021:2

/« Untreated, inoperable/locally advanced or metastatic TNBC N

* PD-L1- (CPS <10) OR PD-L1+ (CPS 210) if treated with an
anti-PD-(L)1 agent for eBC or if they cannot be treated with an
anti-PD-(L)1 agent due to a comorbidity, or if no regulatory
access to an anti-PD-(L)1 agent

* No minimum DFI since completion of Tx in curative setting
(DF1 £12 months capped at 20%)

* History of ILD/pneumonitis and clinically significant corneal
disease excluded F

R Dato-DXd monotherapy

1ad
N=644 TPC chemo
(pac, nab-pac, capecitabine, carboplatin, eribulin)

Stratification Factors
» Geographic region
« PD-L1 status

+ Secondary: ORR, DOR, PFS (investigator), safety, PROs

Courtesy of Sara M Tolaney, MD, MPH

Patient
Population

Key * Primary: PFS by BICR |
Endpoints? + Secondary: OS, PFS (investigator), ORR, safety, PROs

TROPION-Breast02 + TROPION-Breast05 Study Design

TROPION-Breast053

« PD-L1+ (CPS 210) untreated, inoperable/locally advanced or )
metastatic TNBC
* DFI 26 months since Tx in curative setting (DF| 6-12
months capped at 20%)
* Prior PD-(L)1 use allowed in this setting
 History of ILD/pneumonitis and clinically significant corneal
disease excluded

\
B Dato-DXd + durvalumab
151
Dato-DXd monotherapy
N~625
TPC chemo + pembrolizumab

(gem + carbo; pac; nab-pac)
Stratification Factors
» Geographic region
* Prior PD-(L)1
» De novo vs prior DFI 6—-12 months vs prior DFI >12 months

b




TroFuse-010 Study Design

» Age 218 years

» Unresectable locally advanced or metastatic
centrally confirmed HR+/HER2—
breast cancer

* Disease recurrence on/after CDK4/6i (in the Sac-TMT 4 mg/kg IV Q2W
early or metastatic setting) R (3:3:2)

*ECOGPSOor1 N ~ 1200

Sac-TMT 4 mg/kg IV Q2W

o+
Pembrolizumab 400 mg

* No prior chemotherapy in the metastatic setting IV Q6W

* No disease recurrence <6 mo after completion
of adjuvant/neoadjuvant chemotherapy

TPC (paclitaxel,

Stratification Factor nab-[::aclitaxel, capecita.lb_ine,
« PD-L1 (CPS <1 vs 1-9 vs 210) or liposomal doxorubicin)
* TROP2 expression per IHC (low + medium vs
high)
» Geographic region (Western Europe vs North
America vs Rest of World)

CDKA4/6i, cyclin-dependent kinase 4 or 6 inhibitor; CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status; IHC,
immunohistochemistry; 1V, intravenous; Q2W, every 2 weeks; Q6W, every 6 weeks; R, randomization.

RTP

RESEARCH
1O PRACTICE

Tolaney et al. SABCS 2024;Abstract P4-08-09.



ESMO 2025 Abstracts of Interest (TNBC)

Sacituzumab govitecan

LBA20 — Primary results from ASCENT-03: A randomized
phase 3 study of sacituzumab govitecan (SG) vs
chemotherapy (chemo) in patients (pts) with previously
untreated advanced triple-negative breast cancer (TNBC)

who are unable to receive PD-(L)1 inhibitors (PD-[L]1i)
Speaker: Javier C Cortés

LBA22 — Patient-reported outcomes (PROs) with
sacituzumab govitecan (SG) + pembrolizumab (pembro) vs
chemotherapy (chemo) + pembro in patients (pts) with
previously untreated PD-L1+ metastatic triple-negative
breast cancer (mTNBC) in the phase 3 ASCENT-
04/KEYNOTE-D19 study
Speaker: Evandro De Azambuja

Datopotamab deruxtecan

555MO — Datopotamab deruxtecan (Dato-DXd) +
durvalumab (D) as first-line (1L) treatment (tx) for

breast cancer (a/mTNBC): Final results from the pha

1b/2 BEGONIA study
Speaker: Peter Schmid

unresectable locally advanced/metastatic triple-negative

sSe




Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman
Case 5: Dr Ku — 59-year-old woman

Case 6: Dr Teplinsky — 63-year-old woman

RESEARCH
YO PRACTICE



Case Presentation: 66-year-old woman with ER-negative,
HER2-low (IHC 1+) mBC receives sacituzumab govitecan
after PD on capecitabine

Dr Laila Agrawal (Louisville, Kentucky)




Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman

Case 5: Dr Ku — 59-year-old woman

Case 6: Dr Teplinsky — 63-year-old woman

RESEARCH
YO PRACTICE



Case Presentation: 59-year-old woman with recurrent
ER-negative, HER2-low mBC and PD on sacituzumab
govitecan receives trastuzumab deruxtecan

Dr Kimberly Ku (Bloomington, lllinois) RTP
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Agenda

Introduction: Antibody-drug conjugates (ADCs) in localized breast cancer

Case 1: Dr Fox — 78-year-old frail woman
 Key Datasets: Targeting TROP2 in recurrent metastatic disease

Case 2: Dr Xu — 61-year-old woman
* Key Datasets: Management of HER2-low and HER2-ultralow breast cancer

Case 3: Dr Astrow — 74-year-old woman
* Key Datasets: TROP2-targeted ADCs as first-line treatment

Case 4: Dr Agrawal — 66-year-old woman

Case 5: Dr Ku — 59-year-old woman

Case 6: Dr Teplinsky — 63-year-old woman

RESEARCH
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Case Presentation: 63-year-old woman with ER-positive,
HER2-low mBC with hyperglycemia and disease progression
on capivasertib/fulvestrant receives trastuzumab deruxtecan

Dr Eleonora Teplinsky (Paramus, New Jersey)




Contributing General Medical Oncologists

Laila Agrawal, MD
Norton Cancer Institute
Louisville, Kentucky

| AlanB Astrow, MD
Weill Cornell Medicine
- Brooklyn, New York

Eric Fox, DO

Bryn Mawr Medical Specialists
Association

Bryn Mawr, Pennsylvania

Kimberly Ku, MD
lllinois Cancer Care
Bloomington, lllinois

Eleonora Teplinsky, MD
Valley-Mount Sinai
Comprehensive Cancer Care

. Paramus, New Jersey

Lai (Amber) Xu, MD, PhD
Northwest Oncology

and Hematology

Rolling Meadows, lllinois
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Data + Perspectives: Clinical Investigators Explore the
Application of Recent Datasets in Current Oncology Care
A Multitumor Symposium in Partnership with Florida Cancer Specialists & Research Institute

Saturday, October 11, 2025
7:15 AM-12:30 PM ET

The Ritz-Carlton Orlando, Grande Lakes | Orlando, Florida

Faculty
Emmanuel S Antonarakis, MD Heather McArthur, MD, MPH, FASCO
Harold J Burstein, MD, PhD Rita Nanda, MD
Matthew P Goetz, MD Matthew R Smith, MD, PhD
Christopher Lieu, MD Sonali M Smith, MD
Matthew Lunning, DO John Strickler, MD
Moderator

Neil Love, MD ReSeatcn




Thank you for joining us!

Please take a moment to complete the survey currently
up on Zoom. Your feedback is very important to us.
The survey will remain open for
5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC
and ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in 1 to 3 business
days with these instructions.
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