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Treatment Landscape of TNBC
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A Chemotherapy

A Immune checkpoint inhibitors (ICI)
A PARP inhibitors

A Antibodyi drug conjugates (ADC)
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PD-L1 germline BRCA1/2

positivity mutation prevalence
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Components of PD-L1 IHC Assays

Assays are not just different antibodies; each has an associated system and protoc

IHC platform Antibody Scoring algorithm

DAKO
EnVisioffLEX B (200 CPS

+ DAB Enhanéer ST U (Pembrolizumab)

Roche / VENTANA Roche/VENTANA OptiVi\;stg :tg(ﬁ‘ion it PDL1 (SP142) |IC score
VENTANA BenchMaldLTRA SP142 Antibady Amplification Kit Scoring Systém (Atezolizumal)

Agilent/DAKO
22C3 Antibotly

Agilent Autostainerink 48

1. Agilent Technologies, Inc. Instructions for Use: PID1 IHC 22C3xharmDx. www.agilent.com/en/product/pharmdx/pd -11-ihc-22¢c3-pharmdx/pd-11-ihc-22c3-pharmdx-for-autostainer-link-48-94449, Accessed 28
September 2021.

2. Ventana Medical Systems. Instructions for UseVentana PDL1 (SP142) Assaydiagnostics.roche.com/global/en/products/tests/ventana -pd-11-_spl42-assayl.html#productSpecs. Accessed 28 September 2021


http://www.agilent.com/en/product/pharmdx/pd-l1-ihc-22c3-pharmdx/pd-l1-ihc-22c3-pharmdx-for-autostainer-link-48-94449
https://diagnostics.roche.com/global/en/products/tests/ventana-pd-l1-_sp142-assay1.html#productSpecs

Comparison between PD-L1 assessment by
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Poor analytical concordance

iiiiggii Overall percentage agreememly 74%
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ggggﬁﬁﬁ The two PD-L1 assays

are not interchangeable

* BEP= biomarkezvaluable population (n=614, 68% of ITT)
RugoH, et al. SABCS 2019



Time and spatial heterogeneity of PD-L1:the soil matter

A Tips prefer primary tumor vs metastatic biopsy (in case of metastasis, prefer lung or lymph node)

Licata L The Breast 2023
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IMpassion130

2 Key eligibility criteria N\

Atezolizumab®

» Histologically documented metastatic or + nab-paclitaxel® Treatment
inoperable, locally advanced TNBC until
* No prior therapy for advanced TNBC? Double-blind —  progression or
— Prior chemotherapy including taxanes allowed in unacceptable
curative setting if treatment-free interval 2 12 mo toxicity

« ECOG PS 0-1 Placebo + nab-paclitaxel®

« Eligible for taxane monotherapy
* Tumour tissue for PD-L1 testing

(N = 902) =

Stratification Factors

A Livermetastasegyes vs no)
A Priortaxanes(yes vs no)

A PDLL1 IC status (+ve gse)

KEYNOTE-355

Key Eligibility Criteria

* Age 218 years

*+ Central determination of TNBC and
PD-L1 expression?

+ Previously untreated locally recurrent

Pembrolizumab® + Chemotherapy*

inoperable or metastatic TNBC Progressive
* De novo metastasis or completion of disease®/cessation
treatment with curative intent 26 of study therapy

months prior to first disease recurrence
+ ECOG performance status 0 or 1

+ Life expectancy 212 weeks from Placebo® + Chemotherapy®
randomization

* Adequate organ function

+ No systemic steroids

* No active CNS metastases

+ No active autoimmune disease Stratification Factors:

* Chemotherapy on study (taxane or gemcitabine-carboplatin)

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

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




IMpassion130

Toxicity profile of Atezo
OS in PD-L1 + pts (IC+)

A+ nP (n = 460) | P +nP (n = 430)
1004 Exposure Atezolizumab  nab-paclitaxel Placebo nab-paclitaxel
90 4 Median treatment duration
S ’ Up to 24 months 60 (13%) 35 (8%) 19 (4%) 14 (3%)
0, a
80 4 Stratified HR (95% CI): 0.67 (0.53, 0.86) > 24 months 38 (8%) 22 (5%) 3 (1%) 6 (1%)
= 704 Mean dose intensity 96% 86% NE 90%
2 AEs
g 60 Grade 3/4 233 (51%) 183 (43%)
? s0. Grade 5b 6 (1%) 3(1%)
= : AE leading to withdrawal of any treatment 88 (19%) 36 (8%)
g w0 3-year OS: 36% AE leading to withdrawal of indicated treatment 37 (8% 85 (19% 4(1% 36 (8%
> a0 Most common AESIs (medical concept)® Any grade Grade 3/4 Any grade Grade 3/4
o Al 270 (59%) 39 (8%) 179 (42%) 20 (5%)
201 Median OS (95% CI): ‘ Rash 165 (36%) 5(1%) 112 (26%) 2 (1%)
| i Hypothyroidism 84 (18%) 0 19 (4%) 0
b (13167'30”;‘; (21%46”‘;0 7 | 3-year 0S:22% Hyperthyroidism 22 (5%) 1(< 1%) 5 (1%) 0
‘T — L_Pneumonitis 18 (4%) 2.(< 1%) 1(<1%) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Hepatitis (diagnosis) 11 (2%) 7 (2%) 7 (2%) 1(<1%)

Time (months)

KEYNOTE-355 Toxicity profile of Pembro

. 20 9 Pembro + Placebo +
- Ch Ch
100 OS In PD-L1 + ptS (CPS>1O) 18 1 All Immune-Mediated (N =e.=r.rt'ig) (N =ez'?'t':‘:)
90_“"“1,_” 16 | 15.8 Any grade 26.5% 5.4% I
14 | Grade 3-5 5.3% 0.0% Pembro + chemo [}
}g 80 2, ] Led to death 0.0% 0.0% Placebo + Chemo [}
29 704 § 0 L?d to giscuntinuatian 2.8% 0.0%
= of any dru
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Hiroji lwata ESMO Asia, 2020; Javier Cortes, NEJM, 2022; Hope RugBieadiCancer 2023



IMpassion130

Key eligibility criteria
» Histologically documented metastatic or
inoperable, locally advanced TNBC

*ub QubiloLd harabief ol AdaNeed T Bl o e

I - Prior chemotherapy including taxanes allowed in
curative setting if treatment-free interval 2 12 mo |

~I-EGOGPG-O-4-—————————————J

» Eligible for taxane monotherapy

» Tumour tissue for PD-L1 testing

(N = 902) )

K

KEYNOTE-355

ey Eligibility Criteria
Age 218 years

* Central determination of TNBC and

PD-L1 expression?
Previously untreated locally recurrent
inoperable or metastatic TNBC

* De novo metastasis or completion of

treatment with curative intent 26
months prior to first disease recurrence

* EvOG pertormance staws v or 1
+ Life expectancy 212 weeks from

randomization

* Adequate organ function
* No systemic steroids

No active CNS metastases

» No active autoimmune disease

A Patients with early relapse, particularly those with a DFI of less than 6 months, were excluded.
A In the KEYNOTE-355 trial, the benefit of pembrolizumab in patients with a DFI of 6 to 12 months (n=65) is uncertain.
A No patients had received immune checkpoint inhibitors (ICIs) in the (neo)adjuvant setting.



Timing of Recurrence after Neoadjuvant Chemo-Immunotherapy
In Patients with Early-Stage TNBC
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Most of the recurrence occur <18 months from randomization

(D6 months after the completion of treatment in the early setting)

100

] Time from
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IMpassionl132 double-blind randomized phase Il trial of chemotherapy +
atezolizumab for early-relapsing unresectable locally advanced or
metastatic triple-negative breast cancer

Double-blind placebo-controlled randomised phase 3 trial

g N
» Unresectable locally advanced/

metastatic TNBC

* Prior anthracycline and taxane for
early TNBC

| Disease progression <12 months
| after last treatment with curative |
I intent for early TNBC? |

* No prior CT for advanced TNBC

* Known PD-L1 status (SP142)
" J

68% of pts DFI <6 months

Carboplatin/gemcitabine or capecitabine®
+ atezolizumab 1200 mg q3w

Treatment continued until disease progression or unacceptable toxicity

Carboplatin/gemcitabine or capecitabine®

+ placebo q3w

Stratification factors:

* Visceral (lung and/or liver) metastases
« CT backbone
« PD-L1 status (during all-comer enrolment)

Primary endpoint:

* OS (hierarchical testing: PD-L1+
TNBCE then, if positive, modified
ITT populationd)

Dent R, et al. ESMO BC 2024



IMpassionl132: OS in patients with PD-L1+ TNBC

No significant improvement in OS with atezolizumab (median follow-up: 9.8 months)

OS probability (%)

Ma. at risk
Placaba + CT
Atezolizumab + CT

100 -

a0 - Placebo + CT Atezolizumab + CT
0S (n=177) (n=177)

7 Events, n (%) 128 (72) 124 (70)

70 7 Median, months (95% Cl) 11.2(9.0-13.3) 12.1(10.1-15.1)

60 Stratified HR (95% Cl) 0.93 (0.73-1.20)

50 - Stratified log-rank p-value 0.59

40 1

0 4
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Dent R, et al. ESMO BC 2024



Rationale for combining
ICIl + antiangiogenic + chemotherapy

@ Trafficking of
T cells to tumours (CTLs)

PD-1/PD-L1 pathway is a key mechanism of
ﬁ @ ® immune resistance
Primine and activati !., Infiltration of T cells
rlmlng{ :;c:;tTv:::IT; 2: _ f-!Fﬁ; into turours Effector phase

* (CTLs, endothelial cells)

) ﬁ .. Chemotherapy TUMOUR MICROENVIRONMENT

Priming phase Antiangiogenic Antiangiogenic Activated o o Tumour

4+ maturation DC 4 chemoattractant T cell iy
N, JMyeloid-derived 1T normalized
w [l suppressor cells vasculature
@ o A ._f_ J- Tregs - @ i
Cancer antigen g he “ <
Cross-presentation L Recognition of

(dendritic cells/APCs)

cancer cells by T cells
ICTLs, cancer cells)

* - o

g '] :
Release of i [
cancer cell antigens " Killing of cancer cells
(cancer cell death) {Immune and cancer cells)

Chemotherapy

Anti-PD1/Anti-PD-L1

Anti-PD1/PD-L1 restore anti-tumour T-cell activity by
targeting PD1/PD-L1 on tumour cells and
tumour-infiltrating immune cells

APC, antigeipresenting cell; CTL, cytotoxic T lymphocyte;
PD1, programmed cell death; PBDL1, programmed deatligand 1.

Courtesy of Giampaolo Bianchini: adapted from Chen DS Immunity 20



Best percentage change from baseline in sum of target lesions (%)

Atezolizumab plus paclitaxel and bevacizumab as 1S5i-line treatment

of advanced TNBC: the ATRACTIB phase 2 trial

ORR

PD-L1status BOR RECIST v.1.1

9 [ Negative B Complete response
& Positive @ Partial response
704 H Not evaluated [O Stable disease 224 weeks
[ Stable disease <24 weeks
@ Progressive disease
50 4 Not evaluable 3%"
30 -
10
04
204
_a0 4
60 4
04
100 4

63.0%
(95% Cl: 52.8i 72.4)

PFS (%)

Number at risk
100

86

6 o 12 15 18 2

Time (months)
. " KM estimate
Events/total Median (95% ClI) Timepoint (95% CI)

68/100 (6B.0%) 1.0(9.0-13.4)  12months  46.4(36.0-56.2%)

24 months 14.0 (5.4-26.6%)

86 54 40 29 27 9

11.0 months
(95% Cl: 9.0 13.4)

100

90

80

0s (%)
=]

. . . . .
0 k] 6 9 12 15 1] 21 24 27 30 33 36
Time (months)

KM estimate
(95% CI)

12 months 81.3 (72.0-87.8%)

24 months 60.2(46.9-71.2%)

Events/total Median (95% CI) Timepoint

371100 (37.0%)  27.4(23.4-37.4)

Number at risk (number censored)
100(0) 97(2) 94(3) 83(4) 77(5) 70(8) 57(16) 35(36) 19(49) 9(57) 6(58) 3(61)  1(63)

27.4 months
(95% ClI: 23.4i 37.4)

GionM, et al.Nature Medicine 2025



Bispecific Antibodies:  , i.vecr-a g6

Targeting
both PD-L1
and VEGF-A

PM8002/BNT327

Anti-PD-L1 (VHH)

1. NCI. AntPDL1/anttVEGFA antibody PM8002; 2. Lee J, et al. For Immunopathol Dis Therap 2015; 3. de Aguiar RB, etrambrmit2021;
4. Bourhis M, et al. Front Immunol 2021



Best Change from Baseline (%)
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Primary endpoint: ORR

PM8002/BNT32MNakHPaclitaxel

ORR: 73.8%

m PD

sSD
m PR
m CR

Meng Y. et al, ESMO 2024

Courtesy of Carmen Criscitiello

Percent Change from Baseline (%)

lvonescimals Paclitaxel/N@laclitaxel

80 o m 5D (n=8)

® PR (n=19)

m CR(n=2)

O PD-L1 CPS==10
O PD-L1 CP8<10

ORR: 72.4%
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Wang X. et al, ESMO 2024



Best Change from Baseline (%)

NCT0641962360 PM8002/BNT3ai7

ORR according to PD-L1 expression and PFS

PM8002/BNT32MNakHPaclitaxel

60
40

20

m COPS<l = WKt {fmn
m / t {>yv1 = NOT DETECTED

-20 |

-40 _|

-60 |

-80 _|

-100 |

nge from Baseline (%)

Percent Cha

Regimen

Setting

Nabpaclitaxet
1st linenTNBC
placebo

MengY. et al, ESMO 2024

Courtesy of Carmen Criscitiello

lvonescimal Paclitaxel/N@laclitaxe

m 5D (n=8§)
m PR (n=19)
m CR
O PD

9
(m=2)
L1 CPS>=10
O PD-L1 CPS<10

PrimaryEndpoint

KeySecondargndpoints Status

PFS, OS SafetyDCR Recruiting

Wang X. et al, ESMO 2024



Novel immunotherapy strategies for mTNBC: TONIC-3 trial

Tiragolumab

A A single-center, multi-cohort, non-comparative phase 1l trial

i—.f,_:.:-’ ~
Key inclusion criteria <~
|

« Histologically confirmed TNBC (ER<10%) on -
a metastatic lesion I
» PD-L1 negative (CPS <10) or anti-PD(L)1 %\&
refractory advanced TNBC - li b
+ Maximum of three lines of prior palliative Ipilimumab Atezolizuma
chemotherapy and/or antibody drug conjugate
+ Disease-free interval >1 year -
« Evaluable disease according to RECIST1.1 Safety run-in (n=9) |_>

+ Metastatic lesion for biopsy ' ———
- LDH <2x ULN Block 1 [l aTIGITQ

T A wns =" N N N O N N N

¥ ®NoDLT? EPDH
slock 2 B aniGiT Q3w
- POLT Q3W
Prlmary endpoints "= :{:TL.M Q6w ama2 Ty - - - - - - - - -

aCTLAd
Safety measured by adverse events according + ——*NoDLT?

CTCAEVSO e W TG Q30 o - -

Progression-free survival rate at 12 weeks aPDL1 Qaw

Randomized part (n=3x17)

X n=3 Arm 3| aPOL1
according to RECIST1.1 aCTLA4 Q3W o
. -

Secondary endpoints oluma mg) I I I T |

N y P . . . Tirag Al Weak 0 Week3 Week6 Week 12 Week 24
Objective response rate, clinical benefit rate, Atezolizumab (1200 mg) Biopsy ~ Biopsy CTscan  Biopsy (optional) CT scan
progression-free and overall survival ET sean £T scan

Ipilimumab (1mg/kg, max 4x) ECG

De Graaf M, et al. ESMO Breast 2025



PD-L1 germline BRCA1/2

positivity mutation prevalence
I s P10-15% |
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Single agent PARPI: Registration studies for BRCA1/2
mutated Advanced Breast Cancer Patients

Study Design

‘ PARP inhibitor \
A gBRCA1/BRCA2 carriers

A Anthracycline +taxane ® Primary endpoint:
resistant advanced breast ) \ - -
cancer SR T Progressioffree survival

2F LIK&aAOAl y Qa OK2AOS
(CapecitabingEribulin
Vinorelbine Gemcitabine)

Note: Platinum is not included in comparator arm

PARP Study NCTnumber | Status
inhibitor

Olaparib OLYMPIAD NCT02000622 completed Approved by FDA
Talazoparib EMBRACA NCTO01945775 completed Approved by FDA



TBCRC 048 (olaparib expanded) expansion cohorts:

Responses for gPALB2 Responses for sBRCA1/2
gPALB?2 i 1z 2
N=24 - e e
: l._
Best Response Responses (rate, %) ; . : Best Response Responses, (rate, %) 2.
Complete Response (CR) 1(4%) 3 ‘1 : Complete Response (CR) 1(0%) ]
Partial Response (PR) 17 (11%) ! L. il Partial Response (PR)* 10 (33%) 3
Stable Disease (SD) 5 (21%) i R Ky ¥ Stable Disease (SD) 13 (43%) '
Progressive Disease (PD) 1(4%) i — i Progressive Disease (PD) 6 (20%) g g
ORR = 75% (18124, 80%-CI: 60%-86%) ORR = 37% (11/30, 80%-Cl: 25%-50%)
CBR (18 wks) = 83% (20124, 90%-C1: 66%-04%) m""‘m u‘;:’ CBR (18 whs) = 53% (16/30, 90%-CL: 37%69%) | ~
Oatacut May 3 2004 m

Cohort 1a (gPALB2): Duration of therapy

e - R B Cohort 2a

. B e —

—— (sBRCA) =
I — :
Oow Duration o
L] -
P therapy -
. - o
R . oen xm
Median PFS« 9.6 months (90%-Ck: 8.3- 12.4) e Median PFS= 7.2 months (90%-CI: 3.9- 13.6) [ ::
Median DOR= 7.1 months (90% C1: $.5- 11.0) - Median DOR= 12.4 months (90% CI: 4.3- Not reached)
::- ----- —
. . u " " " " « - ™ - - " ~ - - - -
Duration of thetapy (woeks) ocuu----.:-‘.n-n.---mwmn-m

Tung NM, et al. ASCO 2024



Antibody-drug conjugates (ADCs)

Antibody




ASCENT: Study Design

Metastatic TNBC

(per ASCO/CAP)

>2 chemotherapies for
advanced disease

* One of the required
prior regimens could
be from progression
that occurred within
a 12-month period
after completion of
neoadjuvant therapy

« Patients with stable
brain metastases
were allowed

« N =529

Stratification factors

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

* Geographic region (North America vs Europe)

* Presence/absence of known brain metastases (yes/no)

Sacituzumab govitecan (SG)
10 mg/kg IV

Days 1 & 8, every 21 days
n =267

Continue
treatment until
—»  progressionor —»

Treatment of physician’s choice unacceptable
(TP C) toxicity
n =262
|
I | | |
Eribulin Capecitabine (1000- Gemcitabine Vinorelbine

(1.4 mg/m? IV on
Days 1 and 8 of a
21-day cycle)

1250 mg/m?2 orally
twice daily on Days
1-14 of a 21-day
cycle)

n=52

(800-1200 mg/m? IV
on Days 1, 8 and 15
of a 28-day cycle)

(25 mg/m2 IV on
Day 1 weekly)

n =139 n =38 n=33

Endpoints

Primary

» PFS (assessed by
BICR in BMNeg
population?)

Secondary

* PFS and OS for
full population®

« 0S, ORR, DOR,
TTR, safety, QoL

3pPFS measured by an independent centralized and blinded group of radiology experts v/ho assessed tumor response using RECIST 1.1 criteria in patients vithout brain metastases; PThe full population
includes all randomized patients (with and wvithout brain metastases).
BMNeg, brain metastases-negative; BICR, blind independent central review; DOR, duration of response; IV, intravenous; mTNBC, metastatic triple negative breast cancer; ORR, objective response rate; OS,
overall survival; PFS, progression-free survival; R, randomization; RECIST, Response Evaluation Criteria In Solid Tumors; SG, sacituzumab govitecan; TPC, treatment of physician's choice; TTR, time to

response; Qol; quality of life.

Bardia A, et al. N Engl J Med. 2021;384(16):16201



ASCENT: Final Results

Progression-free Survival Overall Survival
1.0 - 1.0 <
0.9 ~ Patients (events) mPFS (95% Cl) 0.9 1 Patlont (svents] ~ m0S (56% C1)
0.8 - TPC 262 (171) 1.7 (1.5 to0 2.5) 0.8 4 i a6z-i222) 69 [59t07.2)
SG SG 267 (191) 4.8 (4.1 105.8) RO 262 1201) 118 06113 6)
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ASCENT: Objective Response Rate and Best Percent

Change from Baseline in Tumor Size
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SG

TPC

SG TPC
(n = 235) (n = 233)
ORR—no. (%) 82 (35) 11 (5)
P value <0.001
CR 10 (4) 2 (1)
PR 72 (31) 9 (4)
CBR—no. (%) 105 (45) 20 (9)
P value <0.001
Median DOR 6.3 3.6
—mo (95% Cl) (5.5-9.0) (2.8-NE)
P value 0.057

SG demonstrated a significant improvement in ORR over standard single-agent chemotherapy (TPC)

(ORR 35% for SG vs 5% for chemotherapy)’

Bardia A, et al. N Engl J Med. 2021;384(16):16201



ASCENT: TRAEs all Grade >20%; Grade 3/4 >5% of patients

TRAE* Allgrade% Grade3,% Grade4,% All grade, % Grade 3,% Grade 4, %
Neutropenia’ 63 46 17 43 27 13
_ Anemia* 34 8 0 24 0

Hematologic

Leukopenia$ 16 10 1 11 1

Febrile neutropenia 6 3 1 2 <1

Diarrhea 59 10 0 12 <1 0
Gastrointestinal Nausea 57 2 <1 26 <1 0

Vomiting 29 1 <1 10 <1 0

Fatigue 45 3 0 30 5 0
Other

Alopecia 46 0 0 16 0 0

Key grade 23 TRAEs (SG vs TPC): neutropenia (51% vs 33%), diarrhea (10% vs <1%), leukopenia (10% vs 5%), anemia (8% vs 5%), and febrile neutropenia (6% vs 2%)

= G-CSF usage was 49% in the SG arm vs 23% in the TPC arm

= Dose reductions due to TRAEs were similar (22% SG vs 26% TPC)
No severe cardiovascular toxicity, no grade >2 neuropathy or grade >3 interstitial lung disease with SG
No treatment-related deaths with SG; 1 treatment-related death (neutropenic sepsis) with TPC
AEs leading to treatment discontinuation were low for SG and TPC: 4.7% and 5.4%

Patients received a median of 7 treatment cycles of SG, with a median treatment duration of 4.4 months (range, 0.03-22.9)

Bardia A, et al. JCO 2024



Sacituzumab Govitecan for the treatment of mTNBC: a
multicenter real-world updated analysis

A A multicentre retrospective study of patients with mTNBC treated with SG from 2021 until 2024 at 11 Italian oncology centers (N = 149)

Treatment-related Adevrse Events

) Survival probability

1.0
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o7 \ Haematological events
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ALT/AST increased, n (%) 25 (16.8%) 3 (2.0%) 1(0.7%)
Bilirubin increased, n (%) 3(2.0%) 0 0
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ASCENT-04/KEYNOTE-D19 Study Design

Previously untreated, locally
advanced unresectable, or
metastatic TNBCa:

* PD-L1-positive (CPS =2 10 by
the 22C3 assayP)
+ 26 months since treatment in

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

N =443

Stratification factors:

« De novo mTNBCE¢ 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

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?2 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

End points

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

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

ClinicalTrials.gov identifier: NCT05382286.

Primary
* PFS by BICR®

Secondary
« OS

* ORR, DOR by
BICR®

» Safety
* QoL

aTNBC status determined according to standard American Society of Clinical Oncology-College of American Pathologists criteria. ®Dako, Agilent Technologies. @Up to 35% de novo mTNBC. sPembro was administered for a maximum of 35 cycles. =Per RECIST v1.1
AUC, area under the curve; BICR, blinded independent central review; chemo, chemotherapy; CPS, combined positive score; DOR, duration of response; IV, intravenously; ORR, objective response rate; OS, overall survival; PD-L1, programmed cell death ligand 1; pembro,

pembrolizumab; PFS, progression-free survival; QoL, quality of life; R, randomized; RECIST v1.1; Response Evaluation Criteria in Solid Tumors, version 1.1; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TTR, time-to-response.
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Demographics and Baseline Characteristics

SG +
ITT Population Pembro
(n = 221)
Female sex, n (%) 221 (100)
Median age, (range) yr 54 (23-88)
265 yr, n (%) 58 (26)
Race or ethnic group,2n (%)
White 139 (63)
Asian 43 (19)
Black 13 (6)
Other/not specified 26 (12)
Geographic region, n (%)
US/Canada/Western Europe 85 (38)
Rest of the world® 136 (62)
ECOG PS at baseline,° n (%)
0 156 (71)
1 65 (29)

Curative treatment-free interval, n (%)

De novo 75 (34)
Recurrent within 6-12 mo 40 (18)
Recurrent > 12 mo 106 (48)

Chemo +

Pembro

(n = 222)
222 (100)
55 (27-82)

57 (26)

118 (53)
63 (28)
11 (5)
30 (14)

85 (38)
137 (62)

154 (69)
67 (30)

75 (34)
40 (18)
107 (48)

SG +
ITT Population Pembro
(n =221)
PD-L1 CPS 210,9n (%) 221 (100)
Metastatic sites, n (%)
Lymph node 159 (72)
Lung 111 (50)
Bone 61 (28)
Liver 55 (25)
Brain 8 (4)
Othere 81 (37)
Chemo selected prior to randomization,  n (%)
Taxane 116 (52)
Gemcitabine/carboplatin 105 (48)
Prior anti-PD-(L)1 therapy,? n (%) 9 (4)

Chemo +

Pembro
(n = 222)
222 (100)

154 (69)
95 (43)
45 (20)
57 (26)
6 (3)
71 (32)

114 (51)
108 (49)
1 (5)

Data cutoff date: March 3, 2025

2As reported by the patients; “other” includes American Indian or Alaska Native, other, and not permitted. Rest of the world includes Argentina, Australia, Brazil, Chile, Czech Republic, Hong Kong. Hungary, Israel, Japan, Malaysia, Mexico, Poland, Singapore, South Africa, South
Korea, Taiwan, and Turkey. One patient in the chemo + pembro group had an ECOG PS = 2. 9PD-L1 status assessed using the PD-L1 IHC 22C3 assay (Dako, Agilent Technologies) at the time of enroliment. =Other metastatic sites includes pleura, pleural effusion, skin, soft
tissue, chest wall, and muscle. ‘Actual chemo received was consistent with what was selected prior to randomization; however, two patients were randomized but did not receive treatment. sWhile 20 patients were included in the stratified subgroup of prior exposure to anti-PD-

(L)1 therapy (yes) per the IRT system. only 6 patients received prior treatment with anti-PD-(L)1 agents per the clinical database

Chemo, chemotherapy; CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; IRT, interactive response technology; I TT, intent-to-treat; PARPI, poly ADP-ribose polymerase inhibitor; PD-L1,

programmed cell death ligand 1; pembro, pembrolizumab; SG, sacituzumab govitecan.

2025 ASCO #ASCO25 presentep By: Sara M Tolaney, MD, MPH

ANNUAL MEETING

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

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Progression-Free Survival by BICR



