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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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Phase Ill KEYNOTE-355 Study Design
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Previously untreated locally

recurrent inoperable or metastatic Progressive
TNBC

Pembrolizumab? + Chemotherapy®

: : diseasedcessation
Completion of treatment with

curative intent 26 months prior to y " of study therapy
first disease recurrence '
ECOG performance status O or 1

Life expectancy =12 weeks from
randomization

Adequate organ function
No systemic steroids

No active CNS metastases A 2 .
No active autoimmune disease y Stratification Factors:

» Chemotherapy on study (taxane vs gemcitabine/carboplatin)

* PD-L1 tumor expression (CPS 21 vs CPS <1)

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes vs no)

Placebo¢ + Chemotherapy®

aPembrolizumab 200 mg intravenous (1V) every 3 weeks (Q3W) ‘Normal saline

bChemotherapy dosing regimens are as follows: dTreatment may be continued until confirmation of progressive disease
Nab-paclitaxel 100 mg/m2 IV on days 1, 8, and 15 every 28 days CNS=central nervous system; ECOG=Eastern Cooperative Oncology Group;
Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days PD-L1=programmed death ligand 1; R=randomized; TNBC=triple-negative breast cancer

Gemcitabine 1000 mg/m2%/carboplatin AUC 2 on days 1 and 8 every 21 days

RESEARCH
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TROP2-directed ADCs

Sacituzumab govitecan Datopotamab deruxtecan Sacituzumab tirumotecan
(IMMU-132) (DS-1062a) (MK-2870)
. hRS7 MAAP-9001a hRS7
Antibody : . :
Humanized IgG1 mAb Humanized IgG1 mAb Humanized 1gG1 mAb
Pavioad SN38 DXd KL610023
4 (DNA Topoisomerase | inhibitor)  (DNA Topoisomerase | inhibitor) (DNA Topoisomerase | inhibitor)
Linker cleavage Enzymatic and pH-dependent Enzymatic Enzymatic and pH-dependent
Bystander effect Yes Yes Yes
DAR 7.6 4 7.4
Half-life 11-14h ~5 days 57h
Dosing D1, D8 of Q3W schedule Q3w Q2w

Courtesy of Sara M ToIaney, MD, MPH Sands J et al. ASCO 2018; Okajima D et al. ASCO 2018; Bardia A et al. ESMO Breast Cancer 2021; Cheng Y et al. Front Oncol 2022.



ADCs in metastatic triple-negative breast cancer

* Targeting Trop2 in mTNBC

Sacituzumab govitecan Datopotamab deruxtecan Sacituzumab tirumotecan
Linker for SN-38 T (SKB264/MK-2870)
» pH-sensitive, anti-Trop-2 antibody
e et * Directed toward Trop-2, an \ & «  Payload mechanism of action:
SN-38 re i ithelial anti R ¥ o
argetd taorcote it 0 i ‘c;“oo' / 4 Tope-l nfibior
and tumor

microenvironment,

allowing bystander Payload with short systemic half-life*

' +  High potency payload* N . 5 0,
& ‘ S + Optimised drug to antibody ratio =4*t WK RN sty S /J}ﬁ?ﬁ AL
e LY

et . «  Stablelinker-payload" b
E glt?: (‘;"é?;tf'a"t'mdy -. Tumour-selective cleavable linker*
. . / Deruxtecan *© Bystander antitumour effect*
l -
. f \ » anti-TROP2 ADC
- =< o H o H o H o . .. gn
NIy~ N No N « Sulfonyl pyrimidine-CL2A-
SN-38 payload }z:\/\/\g ﬁ/\gf ,?)\ﬂ/\g« NH ) 0 o Carbonyat[;y“nker
« SN-38 more potent than H d ” Y SNNNo o
IpieTEties (o ikl ;:ia‘r:sgcﬁr?&%%?gémerasel Cleavable - =P x Payload belotecan-derivative
i et inhibitor) de-based link TF | inhibit topoisomerase | inhibitor
for SN-38 liberation * SN-38 chosen forits tetrapeptl R —" s e  DAR: 74
from antibody moderate cytotoxicity (with payload ( DXd) e
IC50 in the nanomolar
range), permitting delivery
in high quantity to the tumor

Courtesy of Rebecca A Dent, MD, MSc



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-0332 Sacituzumab govitecan TPC (gemcitabine/carboplatin, paclitaxel, or nab-paclitaxel)
TROPION Breast-024 | Birbonctanch darracan ICC (paclitaxel, nab-paclitaxel, carboplatin, capecitabine or eribulin
| ki JULallla Uci UALCLall mesylate)
TraFiSEnT1S Sacituzumab tirumotecant TPC (gemcitabine and carboplatin, paclitaxel,
TROP?2 pembrolizumab or nab-paclitaxel)

SKB264-111-116 Sacituzumab tirumotecant ICC (paclitaxel, nab-paclitaxel, capecitabine, eribulin, or carboplatin)

PD-L1+ population

Sacituzumab govitecan + TPC (gemcitabine and carboplatin, paclitaxel,

ASCENT-047

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



| CLINICAL TRIAL UPDATES | (&9 () & (3 | 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




Phase Ill ASCENT Study Design

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) e 180 mg/ "82'1Vd
mmmm—) >2 chemotherapies for = e e‘f_"z’g7 Sy cvae Continue Primary
advanced disease (n=267) treatment until e PFSt
[no upper limit; 1 of the progres:ltoz'or Secondary
; : : unacceptable
Toqulted priodragmer Treatment of Physician’s i * PFS for the ful
i Choice (TPC)* population*
occurred within a 12-month « 0S ORR. DOR
period after completion of (n=262) ! 4 £
(neo)adjuvant therapy)] TTR, safety
N=529 Stratification factors Dt Ao Kiareh . 9020

¢ 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.

RTP

RESEARCH
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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.



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)
—5 0.7 4 Stratified HR (Cl) = 0.514 (0.422 to 0.625)
S 0.6-
=
o 0.5 0060000008 00000000000000000e0e0ercrtliMbI0ererestrerenerer :
= : ;
— 0.4 -
W
O 03 - a e
0.2 - :
dot
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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Phase Ill ASCENT: PFS by TROP2 Expression

>

PFS

1.0 A

0.9 *-tq
0.8 - 1
0.7 4
0.6 -
0.5 <
0.4 LI1
0.3 1

0.2 4

0.1 4
0.0 -

PFS (probability)

Q1 (H-score: 0-130)

Patients (events) mPFS (95% Cl)

TPC 45 (33) 1.5(1.4t02.2)
SG 35 (25) 2.7(1.4t05.7)

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

No. at risk:
TPC 45 5 2
SG 35 12 6

1.0 A
0.9 -
0.8 -
0.7
0.6 -

0.5 -
0.4 -
0.3 1
0.2 ~
0.1 -
0.0 1

PFS (probability)

9 12 15 18 21 24
Time (months)

0
5 3

Q3 (H-score: 220-275)

Patients (events) mPFS (95% Cl)

TPC 40 (32) 1.6 (1.4 t0 2.7)
SG 39 (30) 6.8 (4.3 t0 8.3)

Unstratified HR (Cl) = 0.196 (0.105 to 0.364)

Bardia A et al. J Clin Oncol 2024.

9 12 15 18 21 24

Time (months)

Q2 (H-score: 130-220)

1.0
0.9 4 Patients (events) mPFS (95% Cl)
‘5 0.8 - TPC 33(22) 2.8(1.7 t0 4.3)
= 074 SG 47 (31) 4.8(29to07.1)
o]
o 0.6 Unstratified HR (Cl) = 0.517 (0.291 to 0.920)
e
o 05
S 04
o 0.3
& 0.9+
0.1
0.0 -
0 3 6 9 12 15 18 21 24
Time (months)
No. at risk:
TPC 33 1 2 0 0 0 0 0
SG 47 27 14 7 3 3 2 1 0
1.0 - Q4 (H-score: 275-300)
0.9 - Patients (events) mPFS (95% Cl)
E‘ 0.8 TPC 32 (18) 2.8(1.4t0 3.1)
= 0.7 SG 47 (32) 6.9 (5.6 t0 8.1)
o]
o 0.6 Unstratified HR (Cl) = 0.314 (0.166 to 0.592)
o]
o 0.5
} -
e 0.4
v 0.3
- 02 -
0.1
0.0 -
0 3 6 9 12 15 18 21 24

Time (months)
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Phase Ill ASCENT: OS by TROP2 Expression

B os

1.0 A Q1 (H-score: 0-130) 1.0 4 Q2 (H-score: 130-220)

0.9 - Patients (events} mOS (95% CI) 0.9 Patients (events) mOS (95% Cl)
‘E; 0.8 - TPC 45 (40) 7.0 (4.9 10 9.6) E 0.8 1 TPC 33 (24) 8.8(4.81t010.2)
2 57 SG 35 (29) 8.7 (6910 12.9) E g7 SG 47 (34) 13.4 (7.8 to 16.5)
% 0.6 - Unstratified HR (Cl) = 0.739 (0.457 to 1.196) 'g 0.6 + Unstratified HR (Cl) = 0.690 (0.408 to 1.168)
_g (0 Y [— ! _8 ()Y —
st st
3 0.4 i 3 0.4 T
v 0.3 4 %) 0.3 4
o 0.2 4 o 0.2 4

0.1 4 0.1 4

0.0 1 P 0.0 i i

0 3 [¢] 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Time (months) Time (months)

No. at risk: No. at risk:
TPC 45 38 24 16 14 12 9 5 3 1 0 0 TPC 3 27 18 14 8 6 5 4 2 2 0
SG 35 31 27 16 13 10 8 6 5 3 1 0 SG 47 42 34 29 23 19 12 7

1.0 4 Q3 (H-score: 220-275) 1.0 4 Q4 (H-score: 275-300)

0.9 Patients (events} mOS (95% CI) 0.9 4 Patients (events) mOS (95% Cl)
‘E 0.8 1 TPC 40 (37) 6.5 (4.11t0 8.2) E 0.8 4 TPC 32 (30) 7.1(4.9t0 9.8)
= 0.7 - SG 39 (28) 15.2 (11.8 to 17.5) = 071 SG 47 (34) 14.5 (10.6 to 18.3)
'g 0.6 - Unstratified HR (Cl) = 0.344 (0.207 to 0.573) 'g 0.6 Unstratified HR (Cl) = 0.358 (0.216 to 0.594)
.8 0.5 - .8 0.5 i Bocsoveoeorssesnrns
& 04 T 3 0-4 1
v 0.3 4 v 0.3 4
o 0.2 4 O 0.2 4

0.1 4 0.1 4

0.0 4 : : 0.0 4 : :

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

Bardia A et al. J Clin Oncol 2024.



Phase Ill ASCENT-03 Study Design

C1 Sacituzumab govitecan 10 mg/kg IV

DAY 1 AND DAY 8 OF 21-DAY CYCLE

Patients .
hrevisisiy inteaia Continue
reviously untreaie Gemcitabine 1000 mg/m? + -
locally advanced, | 1:1 Randomization Carboplatin AUC g v treatment until
unresectable, or mMTNBC DAY 1 AND DAY 8 OF 21-DAY CYCLE BICR-verified
N~540 disease
| TREATMENT OF Paclitaxel 90 mg/m? IV progression or
i C2 rHysicians = unacceptable
CHOICE® DAY 1, 8, AND 15 OF 28-DAY CYCLE
toxicity
nab-Paclitaxel 100 mg/m? IV

Enrollment > \_ DAY1,8 AND 15 OF 28-DAY CYCLE

Study Population 1L mTNBC
« Previously untreated locally advanced, unresectable, or « 26 months since treatment in the curative setting

metastatic TNBC « Prior aPD-(L)1 use allowed in the curative setting

] PD’.U' by 22(,:3 CPS <10 or PP'L1+ by 22C3 CPS 2?0 in « PD-L1and TNBC status centrally confirmed
patients previously treated with an aPD-(L)1 agent in the
curative setting

3Crossover to SG in eligible patients allowed after BICR-verified disease progression.

www.clinicaltrials.gov. NCT05382299. Accessed August 2025.

e Bt



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.”

https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-
improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast




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

Previously untreated, locally
advanced unresectable, or
metastatic TNBCa:

* PD-L1-positive (CPS = 10 by
the 22C3 assay®)
* 26 months since treatment in

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

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 = sacituzumb govitecan; pembro = pembrolizumab

Tolaney SM et al. ASCO 2025;Abstract LBA109.

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

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

OR gemcitabine 1000 mg/m?2 + 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

End points
Primary
* PFS by BICR®

Secondary
« OS

ORR, DOR by
BICR®

Safety
* QoL

RESEARCH
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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

=

RESEARCH
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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

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



PD-L1
expression

ADCs in metastatic triple-negative breast cancer

* Combining ADCs and immune-checkpoint inhibitors

BEGONIA Trial
Dato-DXd + Durvalumab
in 18tline mTNBC

100 N=62
ORR 79% - mPFS 13.8 mo

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

|

50

H High
L Low
—100 — U Unknown/Missing

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

B Progressive disease B Stable disease I Not evaluable M Partial response M Complete response

Antitumour responses were observed regardless of PD-L1 expression
level as assessed by 2 separate PD-L1 assays and scoring methods

Schmid et al, ESMO 2023

Courtesy of Rebecca A Dent, MD, MSc

Morpheus-PAN BC Trial
Sacituzumab Govitecan + Atezolizumab
in PD-L1+ 15tline mTNBC

100 = N=30 Atezo + SG arm
.l  ORR77%-mPFS12.2mo B e e

Best % change in sum of
diameters from baseline
o
1

—100 =

Trop-2 BANN o | o EEIRESRIEE 165“218“
| H-score?
€08 immune FIFARTE oo 2
Shienatype
% stromal TiLs [ 10 | 10| 5 n

% stromal TILs

STl o= =<0 <1 |

Trop-2 IHC (H-score)

CD8 immune phenotype

Schmid et al, ESMO Breast 2024



Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/

pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 67-year-old woman with mTNBC (PD-L1
20%) receives chemotherapy/pembrolizumab followed by
sacituzumab govitecan

Dr Priya Rudolph (Athens, Georgia) RTP

RESEARCH
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Trastuzumab Deruxtecan active in HER2-low MBC

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

HERZ2: Continuum of expression in breast cancer

HER20

HER2 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 (%)

IHC 2+
80 A
60
40

T

0
-20
40 -
60 -
80 -

100 -

-----------

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

Courtesy of Joyce O'Shaughnessy, MD

Penault-Llorca F. ESMO E-learning module
Modi S et al. JCO 2020
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2022 ;\‘L\MSESSQ DESTINY-Breast04

Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with
HER2-low unresectable and/or metastatic breast cancer:

Results of DESTINY-Breast04, a randomized, phase 3 study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA
June 5, 2022

Additional authors: William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, Eriko Tokunaga, Juniji Tsurutani,
Naoto Ueno, Yee Soo Chae, Keun Seok Lee, Naoki Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj Gambhire,
Lotus Yung, Gerold Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron

On behalf of the DESTINY-Breast04 investigators Abstract LBA3
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Phase Ill DESTINY-Breast04: PFS

Hormone receptor—positive All patients

5 Hazard ratio: 0.51 ] Hazard ratio: 0.50
95% CI, 0.40-0.64 95% CI, 0.40-0.63
N P < 0.0001 . P < 0.0001

T-DXd
mPFS: 10.1 mo

T-DXd
mPFS: 9.9 mo

Progression-Free Survival Probability (%)
Progression-Free Survival Probability (%)

“““ i T

r— r 111 1.1 1. 1.1 1. 1.1 1.1 1. T1 1. 1.1 T T T T T T T T T 1 r— r 111 1.1 1. 1.1 11 1. 1.1 1.1 1T 1.1 1 1T T T T T T T T 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

No. at Risk Months No. at Risk Months

T-DXd (n=331): 331 324 290 265 262 248 218 198 182 165142128 107 89 76 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0  T-DXd(n=373): 373 365325295290272 238217 201 183 156142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC(n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0© TPC(n=184): 18416611993 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
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Phase lll DESTINY-Breast04: OS

Hormone receptor—positive All patients

Hazard ratio: 0.64 Hazard ratio: 0.64
95% Cl, 0.48-0.86 ol e 95% Cl, 0.49-0.84
P =0.0028 P =0.0010

100 -

T-DXd
mOS: 23.9 mo

T-DXd

mOS: 23.4 mo

Mo

| PTESp—

mOS: 17.5 mo mOS: 16.8 mo

Overall Survival Probability (%)
Overall Survival Probability (%)

20 - 20

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 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 T T T T T T T T T T T T T T T T T T
01 23 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 01 23 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months No. at Risk Months
T-DXd (n=331): 331325 323319314 300 303 203 285 280 268 260 250 228 199190 168144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0 T-DXd (n=373): 373366 363357 351 344 338 326 315 309 206 287 276 254 223214 188158 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
TPC (n=163): 163 151 145143139 135130 124115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0 TPC(n=184): 184171165161 157 153146 138 128120114108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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HER2-Ultralow Disease

_____________________________________________________________________________ -
-S:t?:r:?:;iﬁgffg: HER2-low HER2-ultralow !
] 2,3 2-4 [}
! ~85% of HR+, HER2- mBC __~60-65% ~20-25% i

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

ASCO/CAP, 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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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
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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
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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: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during

neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 68-year-old woman with localized
TNBC develops myocarditis during neoadjuvant
chemotherapy/pembrolizumab

Dr Richard Zelkowitz (Bridgeport, Connecticut)




Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-

mutant mTNBC
Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 64-year-old woman with recurrent
ER-negative, HER2-low, PI3K-mutant mTNBC

Dr Ranju Gupta (Bethlehem, Pennsylvania) RTP
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Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 63-year-old woman with recurrent TNBC
confined to contralateral neck nodes

Dr Eric Lee (Fountain Valley, California)




Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy

receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 43-year-old woman with mTNBC
s/p multiple lines of chemotherapy receives sacituzumab
govitecan

Dr Estelamari Rodriguez (Miami, Florida)




Articles

Prevention of sacituzumab govitecan-related neutropenia
and diarrhea in patients with HER2-negative advanced breast

cancer (PRIMED): an open-label, single-arm, phase 2 trial

José Manuel Pérez-Garcia,*>" Maria Gion,"““" Manuel Ruiz-Borrego,® Isabel Blancas,"*" Elena Lépez-Miranda,““" Salvador Blanch,

Sabela Recalde’ Cristina Reboredo Rendo,* Xavier Gonzdlez' Nerea Ancizar™ Serafin Morales,” Patricia Cortez,*° Zuzanna Piwowarska,*"
Eileen Shimizu,*" José Antonio Guerrero,™’ Miguel Sampayo-Cordero,*" Alejandro Martinez-Bueno,” Javier Cortés, %" and

a,s,tu,*

Antonio Llombart-Cussac

RESEARCH
TO PRACTICE

EClinicalMedicine 2025;85:103309. Published 2025 June 18.



Phase Il PRIMED: Patients Experiencing Neutropenia and
Diarrhea During the First 2 Treatment Cycles

Neutropenia
Any grade Grade 2 Grade 3 Grade 4 Primary endpoint:

> grade 3 neutropenia
14 (28.0%) 4 (8.0%) 6 (12.0%) 2 (4.0%) 8 (16.0%); p = 0.00023
Diarrhea
Any Grade Grade 2 Grade 3 Grade 4 Primary endpoint:

> grade 2 diarrhea
17 (34.0%) 6 (12.0%) 2 (4.0%) 0 (0.0%) 8 (16.0%); p = 0.084
Table 2: Primary endpoints: Number of patients experiencing neutropenia and diarrhea during the first two treatment cycles.

Pérez-Garcia JM et al. EClinicalMedicine 2025;85:103309. Published 2025 June 18. %



Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops

an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with
sacituzumab govitecan




Case Presentation: 76-year-old woman with ER-negative,
HER2-low breast cancer develops an isolated brain
metastasis

Dr Ranju Gupta (Bethlehem, Pennsylvania) RTP
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Agenda

Introduction: Legendary Figures in Breast Cancer Research

Case 1: Dr Favaro — 82-year-old woman, a current smoker with PMH of myocardial infarction
and stroke, develops recurrent TNBC

Case 2: Dr Rudolph — 67-year-old woman with mTNBC (PD-L1 20%) receives chemotherapy/
pembrolizumab followed by sacituzumab govitecan

Case 3: Dr Zelkowitz — 68-year-old woman with localized TNBC develops myocarditis during
neoadjuvant chemotherapy/pembrolizumab

Case 4: Dr Gupta — 64-year-old woman with recurrent ER-negative, HER2-low, PI3K-
mutant mTNBC

Case 5: Dr Lee — 63-year-old woman with recurrent TNBC confined to contralateral neck nodes

Case 6: Dr Rodriguez — 43-year-old woman with mTNBC s/p multiple lines of chemotherapy
receives sacituzumab govitecan

Case 7: Dr Gupta — 76-year-old woman with ER-negative, HER2-low breast cancer develops
an isolated brain metastasis

Case 8: Dr Rudolph — 68-year-old woman with mTNBC experiences severe diarrhea with

sacituzumab govitecan




Case Presentation: 68-year-old woman with PD-L1-negative
MTNBC experiences severe diarrhea with second-line
sacituzumab govitecan

Dr Priya Rudolph (Athens, Georgia)



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 Trial: 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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TROPION-Breast02 + TROPION-Breast05 Study Design

TROPION-Breast021:2 TROPION-Breast053

/» Untreated, inoperable/locally advanced or metastatic TNBC
* PD-L1- (CPS <10) OR PD-L1+ (CPS 210) if treated with an metastatic TNBC
anti-PD-(L)1 agent for eBC or if they cannot be treated with an . « DFI 26 months since Tx in curative setting (DFI 6-12
anti-PD-(L)1 agent due to a comorbidity, or if no regulatory Patient months capped at 20%)
access to an anti-PD-(L)1 agent W LBEURUR | . prior PD-(L)1 use allowed in this setting

 No minimum DFI since completion of Tx in curative setting « History of ILD/pneumonitis and clinically significant corneal

* PD-L1+ (CPS 210) untreated, inoperable/locally advanced or )

Patient
Population

(DFI =12 months capped at 20%) disease excluded i
 History of ILD/pneumonitis and clinically significant corneal
disease excluded f 4 )
~ B Dato-DXd + durvalumab
R Dato-DXd monotherapy 1:1
‘ Dato-DXd monotherapy
1:1 N~625
N=644 TPC chemo TPC chemo + pembrolizumab
(pac, nab-pac, capecitabine, carboplatin, eribulin) (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

Stratification Factors

* Geographic region

* PD-L1 status

* De novo vs prior DFI <12 months vs prior DFI >12 months

Key K Primary: PFS by BICR, OS Key * Primary: PFS by BICR
Endpoints? « Secondary: ORR, DOR, PFS (investigator), safety, PROs Endpoints? « Secondary: OS, PFS (investigator), ORR, safety, PROs

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.qov/study/NCT05374512; 3. Schmid P, et al. Ther Adv Med Oncol. 2025;17:17588359251327992.

Courtesy of Sara M Tolaney, MD, MPH




Sacituzumab Tirumotecan (sac-TMT)

Sac-TMT is a TROP2 ADC developed with a proprietary Kthiol (pyrimidine-thiol) linker conjugated to a novel topoisomerase
| inhibitor at DAR 7.4. The features of sac-TMT lead to release of the payload both in the tumor microenvironment (TME)
and inside tumor cells, achieving a balance between the safety and efficacy of the ADC.

Antibody
« hRS7, a recombinant humanized anti-TROP2

antibody with high affinity
Payload

* Novel topo | inhibitor (belotecan
derivative named T030), highly active

* Average DAR: 7.4 (range:7-8)
+ Bystander effect

Linker

» Kthiol conjugation: irreversible coupling to
improve stability of ADC

+ Payload release: intracellular enzymatic

cleavage and extracellular hydrolysis in TME * Methylsulfonyl derivatization enhances

linker stability and toxin permeability

+ Balanced stability: balance between efficacy
and safety to expand therapeutic window

Courtesy of Sara M Tolaney, MD, MPH

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; TME, tumor microenvironment; TROP2, trophoblast cell surface antigen 2.
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Sacituzumab tirumotecanin previously
treated metastatic triple-negative breast
cancer: arandomized phase 3 trial
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Phase Il OptiTROP-Breast01: 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)
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Yin Y et al. Nat Med 2025;31(6):1969-75.



Sacituzumab Tirumotecan (Sac-TMT) as First-line Treatment
for Unresectable Locally Advanced/Metastatic Triple-negative
Breast Cancer (a/m TNBC): Initial Results From the Phase I
OptiTROP-Breast05 Study

Yongmei Yin1, Quchang Ouyang?, Min Yan?, Jian Zhang?, Lihua Song®, Wei Li®, Yuanting Gu’, Xiaoyu Liu®, Jingfen Wang?®,
Xiaojia Wang'®, Xi Yan!, Jin Yang'2, Weipeng Zhao'?, Yuee Teng'4, Tingjing Yao'S, Zhengkui Sun'®, Xiaoping Jin'7, Yina Diao'?,
Gesha Liu'7, Junyou Ge'7

ASCO 2025;Abstract 1019.



Phase Il OptiTROP-Breast05: 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)

CRb, 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(21.9)

DCR, n (%) 38 (92.7) 30 (93.8)
(95% CI) (80.1, 98.5) (79.2, 99.2)

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

3|ncluding confirmed PR/CR or response pending confirmation.

b All CRs were confirmed by investigators.

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

ORR = objective response rate; DCR = disease control rate

Yin Y et al. ASCO 2025;Abstract 1019.

% Change from Baseline

% Change from Bascline

All patients ORR: 70.7%

PD-L1 CPS <10 ORR: 71.9%
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Consensus or Controversy? Clinical Investigators Provide
Perspectives on the Current and Future Care of Patients
with Relapsed/Refractory Multiple Myeloma

Part 1 of a 2-Part CME/MOC-, NCPD- and ACPE-Accredited Satellite Symposium
Series During the Society of Hematologic Oncology 2025 Annual Meeting

Thursday, September 4, 2025
6:42 PM -7:42 PM CT

Faculty

Meletios-Athanasios (Thanos) C Dimopoulos, MD
Hans Lee, MD
Noopur Raje, MD

Moderator -
Joseph Mikhael, MD, MEd Lt



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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