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What we will learn today

* Contemporary management of TNBC

* Evolving role of antibody drug conjugates

* Emerging biomarkers for treatment selection

* Ongoing clinical trials



How to treat stage | TNBC
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Chemotherapy Chemotherapy Chemotherapy Chemotherapy 1

No or Unknown No or Unknown No or Unknown No or Unknown "

S Yes 8 Yes 8 | Yes S | Yes I
o L T T T T T T T T T S 4 T T T T T T T T T S o T T T T T T T T T c L T T T T t T T T T T
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10

Years Years Years Years
Number at risk Number at risk Number at risk Number at risk

No or Unknown 210 175 144 118 97 75 57 41 27 11 0 No or Unknown 744 622 500 409 327 261 202 142 86 37 2 No or Unknown 863 738 604 531 440 349 268 202 133 70 5 No or Unknown 1489 1236 991 813 667 545 433 335 207 102 6
Yes 22 19 19 12 8 6 6 3 2 1 0 Yes 216 182 151 124 103 77 57 37 20 14 1 Yes 1312 1123 901 718 595 491 366 269 173 85 4 Yes 3745 3215 2628 2185 1810 1457 1114 811 517 235 17

pNO —{No adjuvant therapy®s|
pT1a (0.5 cm) <

mutation, see BINV-M for eligibility criteria.
pT1b (0.6-1.0 cm) — > |Qlaparib should be given after completion
of RT, see BINV-I.

pT1c-pT3 (>1 cm) Adjuvant chemotherapy®99il (category

BRCA1/2 mutation, see BINV-M for
eligibility criteria. Olaparib should be
given after completion of RT, see BINV-I.

NCCN Guidelines Version 4.2025; Tarantino P, npj Breast Cancer 2024



Patient Case

3cm TNBC
with 2 LN+

CT and
bone scan
negative




How to treat stage lI-1ll TNBC

KEYNOTE 522

Neoadjuvant

Surgery

Adjuvant

Carboplatin-paclitaxel followed by

doxorubicin-cyclophosphamide with

pembrolizumab

Pembrolizumab (pCR)

Pembrolizumab +
capecitabine/Olaparib (RD)




KEYNOTE 522

A — Neoadjuvant Phase =— <u— Adjuvant Phase —l

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
{cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) {cycles 1-9; 27 weeks)

Schmid KN522 ESMO Virtual Plenary 2021

Pq .%ﬁ ¢
Key Eligibility Criteria it

Age 218 years

Newly diagnosed TNBC of Pembrolizumab 200 mg Q3W

either T1c N1-2 or T2-4 NO-2

ECOG PS 01

Tissue sample for PD-L1
assessment®

Pembrolizumab 200 mg Q3W

> .

Placebo

Placebo

Stratification Factors:
* Nodal status (+vs -)
* Tumorsize (T1/T2vs T3/T4)

» Carboplatin schedule (QWvs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

eMust consist of at least 2 ate umor cores fom the primary tumor. PDoxorubicin dose was 60 mg/m? Q3W.
*Carboplatn dose was AUC 5 Q3W or AUC 1.5QW. *Epirubicin dose wias %0 mg/m?Q3W.
“Pacitaxel dose was 80 mg/m? QW. 'Cyclophosphamide dose was 600 mg/m? Q3W.

Schmid P et al. NEJM 2020



KEYNOTE 522

Pathological 5-year Event Free
complete response Survival

Overall Survival

Pembro + Chemo (N = 401)
Pbo + Chemo (N = 201)

100+ )
100 - 90- 181.3% 5
A 13.6 (5.4-21.8)* 1 =1 :
90 A P=0.00055° 2 807 90- !
< )
80 " ]
8% !
_ 704 o \ Standard of care for Stage |I-1ll TNBC F———
O , | 86.6% (84.0-88.8)
2 60 - A = ; 3 50 HR 0.66 (95% CI, 0.50-.87) ' 81.7% (77.5-85.2)
2 5 £ 407 I £ 40 P=0.00150° :
£ 5 ' g 30- !
- 1™ 1
¢ 40 1 2 20- HR 0.63 ' $ sl :
(@] | !
= 504 10 | 10+ :
| Median follow-up: 75.1 months |
20 4 0 T T T T T T T T 7 11 0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 O 6 12 18 24 30 36 42 48 54 60 66 72 78 84
10 - Time, months No. at risk Time, months
0 - No. at risk 784 777 760 742 720 712 698 693 683 677 670 656 448 176 0O
. 784 769 728 702 681 665 654 643 631 612 411 162 0 380 389 385 366 354 345 336 328 321 318 313 300 199 82 0
ypT0/Tis ypNO 390 382 358 320 311 299 292 286 284 274 189 79 0

Schmid P et al. NEJM 2020



Patient case

3cm T TNBC
with 2 LN+ Carboplatin-paclitaxel and
doxorubicin-cyclophosphamide =,
CT and with pembrolizumab
bone scan

negative



KEYNOTE 522

Pathological
complete response

Pembro + Chemo (N = 401)
Pbo + Chemo (N = 201)

100 ~
90 A
80 4
70 4
60 -
50 4
40 +
30 A
20
10 A
0 -

pCR, % (95% Cl)

Schmid P et al. NEJM 2020

A 13.6 (5.4-21.8)°
P=0.00055°

8%

5-year Event Free

Overall Survival

Survival
100l

Standard of care for Stage -1l TNBC

c ‘;h vl |

2 704 I g 80

g 60 172.3% 2 70

s 50- ; § 60

‘§ 7 : ‘ﬁgi P = 0.00150°

! 5.yr rate (95% Cl)
86.6% (84.0-88.8)

HR 0.66 (95% Cl, 0.50-.87) | BhT% (77.5-83.2)

Intensive poly-agent chemotherapy

- Role of anthracyclines ?

Inonths

T T T T T T T T 1
30 36 42 48 54 60 66 72 78 84

Time, months

712 698 693 683 677 670 656 448 176 0

ypTO0/Tis ypNO

784 769 728 702 681 665 654 643 631 612 411 162 0 390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

390 382 358 329 311 299 292 286 284 274 189 79 0



Contraindication to anthracyclines ?

NeoSTOP: Docetaxel + carboplatin shows similar rate
of pCR to Paclitaxel + Carboplatin -> AC

Treatment
Pre-Surger .
90%
Breast imaging after 4 cycles

70%

 stage I e e A B EH B S
TNBC: < IOODEEOOEEEEE & B & o=
T>1cmor N+ R
N— "
Ll [ [ [ o]

N=100

o

. 20%
»Blood = — — e 10%
» Breast imaging
» Tumor specimen
“TNBC defined as estrogen receptor (ER) and progester 2'yea,r EFS I Median foIIow-up 24.4 months |
“Randomization stratified by nodal status '
100 4 '9870
= Docetaxel + Carl Treatment (18 weeks) > Surgery Follow-up - :89% L"‘" CR N E O PACT
neutropenia, ane 2 g
i Carboplatin (AUC 6) Primary endpoint: Adjuvant ;-f | Excellent
=  Docetaxel + Carl every 21 days X 6 cycles Pathological response attgfgsmr £ N
regimen of Paclil _ Recondely endpolms: discretion [ ' outcomes
> EFS, 0S, Safety : E \ .
> Correlative studies P —— & o ] - \ o~ Wlth out
pembrolizumab Residual disease vs pCR: | : :
Pembrolizumab 200 mg s per protocol HR 9.2 (95% C1 198.41.94), ' Residual disease
every 21 d.” X6 w“ » ?reast imaging Iog-rank(p=0 = ) |y d . PD I
e of lopmmtpman ™)} adjuvant a
0 6 12 18 24 30 36

Months since diagnosis

< : R 58()/ Number at risk

p 0 All 113 108 95 75 54 37 18
pCR 63 62 55 48 38 28 13 Survival analysis includes all patients in the |
Residual disease 49 46 40 27 16 9 5 population except for N=2 who are awaiting s

TelliM, SABCS 2023; Sharma P et al. JAMA Onc 2023




SCARLET: Non-inferiority of taxane and platinum-based

De-escalation of the chemotherapy backbone
Adjuvant
. . Pembrolizumab
Triple Negative
Breast Cancer — PCR —¥
T2-4/NO, T1-
T3/N1-2 Arm 1 —— Sl?l'o: Adjuvant
gery Pembrolizumab
_ — RD — Adjuvant
4 A
RANDOMIZATION Carboplatin Doxorubicin +
+ Paclitaxel Cyclophosphamide
4 cycles 4 cycles Adjuvant
\. / — PpCR —» Pembrolizumab
SOC
Arm 2 —» surgery
. Adjuvant
Pembrolizumab RO~ | pembrolizumab
p ] Adjuvant
a
Carboplatin + Docetaxel chemotherapy
6 cycles
. J

Pl: Priyanka Sharma
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KEYNOTE 522

What is the contribution
of adjuvant
pembrolizumab in pCR?

Neoadjuvant

Surgery

Adjuvant

pembrolizumab

Carboplatin-paclitaxel followed by
doxorubicin-cyclophosphamide with

Pembrolizumab (pCR)

Pembrolizumab +

capecitabine/Olaparib (RD)




Contribution of adjuvant immunotherapy ?

GeparNuevo KN522
Only preop 10, No adjuvant IO Preop and adjuvant 1O

100—=Lb
3-year 100 4-year EFS e "
IDFS -3 o 4 3yr 85.6% 90 ISy = Pembrolizumab-chemotherapy
@ 90%; S
= € 804 [ YT — Lyn i 0
X 80% 0 2 o T TN 7'7 A’
'g 20% 8.4 /0 E 70 Placebo—chemotherapy
S (& <&
= 0
(’3, 60% - 3yr 77.2% g 60—
g 50% A 2 504
w | §
L 40%- S 404
® .0, | +Censored ‘s
o 30%4 = 304
a Placebo 22/86 events : §
o 20%4 Durvalumab 12/88 events b ua
= i Stratified Logrank p=0.0356 o ]
g ’ ' 10 Hazard ratio for event or death, 0.63 (95% Cl, 0.48-0.82)
£ ' P<0.001
T T T T 1
0 12 24 36 48 60 0 T T T 1 T T T T T T 1 T T I T T 1
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 43 51
Patients at risk: Time (months) Month
— Placebo 86 78 65 58 16 0 No. at Risk
Pembrolizumab—chemotherapy 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
— Durvalumab 88 80 73 66 18 0

Placebo—chemotherapy 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 0

Trials omitting adjuvant immunotherapy showed improved long-term outcomes

Schmid P et al. NEJM 2020, Loibl S et al. Annals of Oncology, 2022



KN522 - Survival by pCR

ers De-escalation os  De-escalation

100 — " 195.1% 7 CRY
- pCR Yos 90 e R — - HR (95% CI)
0:::?“! B : 94.4% | 069(0.38-1.26)
g 80 | 71.8% -
2 701 , BCRN
—l - mcl’
i a 60 o 7o, e s | 076 (056-105)
HR (35% C1) S Pembro + Chemo/Pembro Responder ! -
o 50+ ' o 504 |
- 152 J0T2[05409) g Placebo + Chemo/Placebo Responder :
§ 40- : c 40+ Pembro + Chemo/Pembro Non-responder :
2 30- : 8 30+ Placebo + Chemo/Placebo Non-responder !
Pomtnc « Cramo Pemir o Resoonoe ) F.? |
& 20" L -Cn e Resp ' o 20- :
B
10- ; ' 10- |
: Median follow-up: 75.1 months !
0 T T T T T T T T T T 1 1 0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months No. at risk Time, months

495 495 490 484 482 431 476 474 469 468 465 460 318 130 0

1
eadib o B A LR it B R R 27 217 216 212 209 209 206 205 204 202 201 193 133 54 0
297 T W 206 200 1 19T 195 1M 185 10 SO 0 289 282 270 258 238 231 222 219 214 209 205 196 130 46 0

Schmid P et al. NEJM 2020



De-escalation of adjuvant pembrolizumab

OPT-PEMBRO

200 mg Q3W

Eligibility (N= 2639)
*  Locally confirmed invasive breast carcinoma
*  Early, non-metastatic, breast cancer
¢ HR-/HER2- negative disease
*  pCR after neoadjuvant chemotherapy (NAT) and
pembrolizumab

- Geographical region (country)
i L Observation

Stratified by:

- Nodal status (NO vs N1-3) [cN]

- Tumour size (T1 to T2 or T3 to T4) [cT)
- Neoadjuvant anthracyclines (yes or no)

Pembrolizumab (9 cycles) 1 Endooint l

Event free survival

2" Endpoints

* PROs

* AEsgrade3/4

* |BCFS/0S

* Economic/HTA analysis

Pl: Joana Ribeiro, IGR/unicancer, France

Ribeiro JM et al. ESMO Breast 2025

OPTIMICE-pCR

Y‘
ARM?2

Observation x 27 weeks

R ARM 1

A Pembrolizumab x 27 weeks
pCR after pre- N 200 mg IV every 3 weeks or 400 mg IV every
op chemo + mn D 6 weeks (per physician’s choice)
6 cycles with s 0
pembrolizumab M

[

Z

E|

Pl: Sara Tolaney, DFCI/ALLIANCE, USA



How to treat stage lI-1ll TNBC

KEYNOTE 522

Neoadjuvant

Surgery

Adjuvant

pembrolizumab

Carboplatin-paclitaxel followed by
doxorubicin-cyclophosphamide with

Pembrolizumab (pCR)

Pembrolizumab +

capecitabine/Olaparib (RD)

What is the role of adjuvant
pembrolizumab or
capecitabine in non-pCR?




PLANET trial

What is the additional
role of pembrolizumab ?

Patients with stage

11l TNBC

Preregistration
PLANET

Co-Pls

Annemiek van Ommen-NKI
Gabe Sonke-NKI

Agnes Jager-EMC

Marleen Kok-NKI

Neoadjuvant chemo

3
pembrolizumab

s

non-pCR

.

No contraindications

PLANET trial

Key eligibility: SoC (capecitabine or olaparib)

Age 218 years
WHO 0-2

SoC (capecitabine or olaparib)
for study drugs

Pembrolizumab

\

/Primary endpoint:\

Secondary endpoints:

Cost-effectiveness
\ J

IDFS

DDFS
(O]
HRQoL

J

| pPCR

PLANET pCR registry

F____—____—_—__—_—___—_—_—_—_—_—_—_—_—_—_—_—

Experimental arm :
Pembrolizumab : 200 mg Q3W, 9 cycles

CAPPA trial

What is the additional
role of capecitabine ?

Ribeiro JM et al. ESMO Breast 2025

/f

Subject 218y
Non-metastatic TNBC

Prior neoadjuvant
treatment containing

anthracyclines, taxanes,

and pembrolizumab

RCB Class |, Il or Ill class

post surgery

)ooo

and

Capecitabine 1000 mg/m2 BID (14 days on / 7 days off),
8 cycles, with a dose reduction at 825 mg/m2 twice a
day, (BID) during radiotherapy if indicated.

Radiotherapy as per
standard practice if indicated

Standard of care treated (SOC) external cohort :

Pembrolizumab : 200 mg Q3W, 9 cycles +/- radiotherapy

Pl: Delphine Loirat, ICurie/Unicancer, France

Follow-
up phase




KN522- Survival by Residual Disease

EFS 0S

100 s, 192.2% 100 . 1 95.1% 1 ecRY
o " e = " P e
, : HR (35% C1) 90+ 1 94.4% 0.69 (0.38-1.26)
2 80 188.2% Josspmi0s 2 80 : -
c “ B — A
2 70- ‘ - 1 s 70- | pCR No
= o - ! - HR (95% CI)
& 60 - | ! & 60- : 0.76 (0.56-1.05)
° . HR (35% ) Pembro + Chemo/Pembro Responder " -
e 504 ’ g o 50- |
9 8 J 072(0540.9) o Placebo + Chemo/Placebo Responder :
£ 40+ : £ 404 -
© I
a 204 Placeto » ChemoPlaceto Responder : o 204 :
’ 1
104 - 10+ l
- Median follow-up: 75.1 months :
0 1 | ] 1 ] | L ] T L ] 0 I | 1 1 1 1 1 1 1 I 1 I 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months No. at risk Time, months
3 & . 495 495 490 484 482 481 476 474 469 468 465 460 318 130 0
495 495 484 4 an 453 463 458 451 4 95 120 0

217 217 216 212 209 209 206 205 204 202 201 193 133 54 0
297 297 2% 206 200 199 197 195 1M 185 1 53 0

Patients with residual disease

Schmid P et al. NEJM 2020



Escalation of adjuvant treatment for residual disease

TROPION-Breast03

Key Eligibility Criteria

» Histologically confirmed invasive TNBC (ER<1%, PR<1%, HER2-negative)

. Completed at least 6 cycles of neoadjuvant therapy containing an
anthracycline and/or a taxane with or without carboplatin, with or without
pembrolizumab

. Residual ir i i after r juvant therapy

. No evidence of locoregional or distant relapse

- Radiotherapy delivered before the start of study treatment

» No adjuvant systemic therapy

- ECOGPSOor1

. Adequate bone marrow reserve and organ function

. No known germiine BRCA1 or BRCA2 mutation

Stratification factors:

. Prior neoadjuvant pembrolizumab (Yes vs No); cap No at 40%

. Residual disease (< 1 cm vs 2 1 cm); cap < 1 cm (in the absence of lymph
node involvement) at 20%

® Prior neocadjuvant platinum chemotherapy (Yes vs No)

ASCENT 05/0ptimICE-RD

Py
n=1075

O Sacituzumab govitecan Pembrolizumab
ki 10 mg/kg IV 200 mg IV I
DAY 1AND DAY 8 OF DAY 10F A 21-DAY
21-DAY CYCLE CYCLE
Patients STRA
Residual invasive
TNBC in breast or
positive node(s) after Randomization Y
neoadjuvant therapy 7 Long-term
and murgery Pembrolizumab follow-up
N5t ooy 1ol N
g CYCLE
TREATMENT OF
- PHYSICIAN'S
CHOICE
= Pembrolizumab Capecitabine
x8 CYCLES 200 mg IV 1000 mg/m?* POBID | _J

DAYS 1 THROUGH 14 OF

DAY 10OF A 21-DAY
CYCLE A 21-DAY CYCLE

. -
Dab-DXd 6 m Dato+Durva vs ICT: iDFS
IV Q3W x 8 cycles
Secondary endpoints
& m 11m m Dato+Durva vs ICT: DDFS, OS
IV Q3W x 9 cycles Dato vs ICT: iDFS, DDFS, OS
Dato+Durva vs Dato: iDFS,
Dato-DXd 6 mg/kg
IV Q3W x 8 cycles
Follow-up:
. Safety
Investigator’s Disease
Choice of Survival
Therapy*
*capecitabine, pembrolizumab’, or
capecitabine + pembrolizumab’
T Only who have prior per in the

necadjuvant setting should receive pembrolizumab as part of their adjuvant

therapy on Arm 3

SASCIA

* At least 16 weeks
of taxane-based
NACT+/-
pembrolizumab

N=1332

HER2-negative

early breast
cancer

* No pCR:
- TNBC

- HR-positive and

CPS-EG score 23
or 2 and ypN+

Sacituzumab govitecan
(8 cycles d1, 8 q3w)

Stratification factors:
* HR-positive vs HR-negative
* ypN+ vs ypN-0

dn-mojjo4



How to treat stage lI-1ll TNBC

/ Chemotherapy + Avelumab
A-BRAVE
Neoadjuvant / Chemotherapy + Avelumab
chemotherapy

What is the contribution
of adjuvant ONLY
immunotherapy ?




IMPASSION 030 - Adjuvant chemotherapy and atezolizumab

1 year
Eligibility |
» Adequately excised primary Paclitaxel k : : -
invasive TNBC (stage II/ll) af:x' ?;i,evéii . ‘ e ' every Atezolizumab
50:50 node negative/positive— 2weeks for 4 cycles
enriched population Atezolizumab Post-chemo
XRT per SOC
Stratification ’0—
. » Axillary nodal status 1:1
* Concurrent adjuvant (0 ve 1.3 va 24 possive ,
lymph nodes) Paclitaxel weekly
for 12 3
AC + T chemotherapy + Surgery(breas conserving FEAES
] vs mastectomy o :
and atezohzumab . PD-L11CO vs IC1/2/3 * Primary endpoint: iDFS in ITT
N =2,300 » Secondary endpoints: iDFS PD-L1 IC1/2/3, OS, RFI, distant RFI,
safety, and health-related QoL

* N=2300

* No improvement invasive s M

disease-free survival o
3 7 H R:1 . 1 2 Futility declared because the observed
5 60 - HR of 1.12° crossed the non-binding
-% i Atezo + Ch(emo alc;ne futility boundary of HR >1 at this interim
i chemo n=1098 .
2 (n=1101) analysis
] | iDFS events, n (%) 127 (11.5) 112 (10.2)
E 30 . o 5
— 1125 (0.87-1.45) Median follow-up: ~25 months

= p=0.37 (Range 0 — 53 months)

10

T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 2 24 27 30 33 36 39 ) as 48 51 54
Time (months)

Ignatidis et al. SABCS 2023



A-BRAVE

KEY ELIGIBILITY CRITERIA PRIMARY OBJECTIVES: DFS, DFS in Stratum B
* ECOGPS 0-1 SECONDARY OBJECTIVES: OS, safety

* TNBC (ER & PR <10%, HER2 I[HC 0-1+ or 2+/ISH-)2 DESinITT : .
* Anthracycline and taxane (neo)-adjuvant ChemoRXx (no preop |0) MZe;ilan fo}:low i
* Randomization <10 weeks from last chemo or surgery 1.004 %1 monihs

a Avelumab 5. 0.75
N 10 mg/kg, iv, g2w for 52 wks (n=238) >
= 1:1 3
o o o
= |Isthere arole for adjuvant only immunotherapy ?
-~ Avelumab
N=477 - -~ Control
Stratum A (Adjuvant): pT2N1, pT3-4 NO-3, pN2-3 anyT® 0 1 2 3 4 5 6 7
Stratum B (Post-neoadjuvant): residual invasive carcinoma in the breast e 1T5'7me (zfars)“ S
and/or axillary lymph nodes® 231 171 150 141 95 38 10 1
_-mm-n HR (95%,Cl) | P value |
08, ITT Events, n
3-year OS (95%, Cl), % 84.8 (79.5-88.8) 76.3 (70.1-81.3) 8.5% 0.66 (0.45-0.97) 0.035
DDFS. [TT Events, n 66 85
’ 3-year DDFS (95%, Cl), % 75.4 (69.3-80.4) 67.9 (61.4-73.5) 7.5% 0.70 (0.50-0.96) 0.0277

Conte Petal. ASCO 2024



SWOG S1418/NRG BR006

* Await data from SWOG S1418/NRG SWOG S1418/NRG BR006
BRO06, a phase 3 trial of Ph 3 Pembrolizumab for Residual TNBC post NAC

pembrolizumab monotherapy for

residl Does everyone need checkpoint inhibition?
* Large An unmet need remains: Biomarkers ? < )
* Uses pembrolizumab, the currently R Pt s DS by 5w hnain s
= Qookr FOLI veey R e e PD-L1-positive and overall cohort
available agent . Swatation:
S e | | T
~ PD-L1pos vs neg

DRFS
QOL (PROMIS, PRO-CTCAE forms, inflammatory markers)
Tissue banking

~  Pror adjuvant chemo yes vs no

P PsntaManounas



@ Biomarkers to predict ICl benefit in early-stage TNBC

Cell density

GeparDouze

Subgroup N events/patients HR (95% Cl) P P for interaction

Group 0.457 :

GBG 146/978 0.868 (0.627, 1.202) 0.395 H—i—
NSABP 97/572 0.714 (0.478, 1.067) 0.100 —-—i—

Clinical Nodal Status 0.039 i
Negative 109/901 1.066 (0.732, 1.552) 0.739 ——

Positive 134/649 0.623 (0.441, 0.879) 0.007 —_— i

ACIEC Schedule 0.401 :
Every 2 weeks 159/996 0.872(0.638, 1.191) 0.389 —a
Every 3 weeks 84i55 —

Clinical Size of Primary Tumor > O 8 i D TU mor Ce"
>3.0cm 128/6 TI LS = 30 /O — d PD-L1* tumor cell
1.1-3.0cm 115/9 ——

Pt-CA atalis T2 g ﬁ Macrophage
Negative/indeterminate/not available 160/853 0.831 (0.609, 1.135) 0.244 ——

Positive 83/697 0.752 (0.487, 1.160) 0.198 — *q PD-L1* macrophage

TIL Category 0.086 :
<30% 180/960 0.925 (0.690, 1.239) 0.560 —lf— O O TI Ls
>=30% 63/583 0.551 (0.330, 0.920) 0.023 _—

Overall 24311550  0.805 (0.626, 1.037) 0.093 —.— 'L,OW TiLs Icl ® PD-1*Tc

; ; ; ‘ 1
X-axia 8 under log scale. 0.25 e ] A 4 OOor response to
Atezolizumab Better Placebo Better
NeoTlRIP Phase Il trial
Ba§el|ne RD pCR Baseline Index cell: ‘ Epithelial
‘ RD pCR
Fibroblasts e i 0 ©
Myofibroblasts H @ g 0.5 Endothelial o ! 0.9
Endothelial H O | 1.0 PDPN*Stromal .:. 05 O
PDPN*Stromal ' S 0.2 Fibroblasts 9 0.7
M2 Mac A @ e 0.3 ‘ Myofibroblasts %
c c DCs ' — : e e - 2
D4*TCF1+T I c . 0.5
aicgus Spatial location of T — A .
CD8*PD1*T, H 0.05 '9 S '9 . "
CD8*TCF1+T H 0.02* colocalization colocalization
CD20'B 1 -~ r o e—O0— 0.07 Poor response to ICI Good response to ICI
+PD1+T -—0— 5 CD4*PD1*T K s —O— 0.04
CcD4+PD1*T o ¢ < CD8*TH ol —O—— 0.02*
PD-L1*APCs | e s o CD79a*Plasma H o ——O——— 0.04
ol — o CD8*GZMB*T - « —O— 0.006*
spi - 1 _' PD-L1*IDO*APCs « —O— 0.01*
PD-L1*IDO*APCs I{__ o —O—— oo CD20'B/{__® ———O0———o0.003
P>0.05 09 10 11 12 13  Pigerction s G 10 12 i )

-O-P<005 *FDR<0.1 Odds ratio -O-P<005 *FDR<O0.1 Odds ratio interaction

Arm (patients/pCR) @ C (111/53) @ C&l (113/56) Arm (atients/pCR) @ C (108/51) @ C8l (111/56) Geyer et al. SABCS 2024; Wang et al. Nature 2023



Personalization of treatment (guided by TILs)

OPTImalL (n=490) ETNA (n=354)
Stage | TNBC: sTIL > 50% or > 75% if < 40 yo Stage | TNBC: sTIL > 30%
Chemo > 75% or Paclitaxel +
% / E / > 50% if age < 40 > Pembro
° ° W
= <75% or -
7)) \ Observation 7)) < 50% if aog e < 40 % Observation

OPTImal: Kok, ETNA: Pistilli/Oliveira
NeoTRACT (n=140)

cT1c-T3, NO-N2 TNBC

sTILS >5% | Non-Anthracycline Containing

/ Neoadj Chemo + Pembro

Anthracycline Containing
sTILS < 5% Neoadj Chemo + Pembro

sTILS

. NeolRACT: Sharma
Kalinsky K, ESMO Breast 2025



Patient Case

PD-L1 CPS: 15

3cm TNBC . ) 7 months
with 2 LN+ Carboplatin-paclitaxel and

doxorubicin-cyclophosphamide < —
with pembrolizumab

CT and
bone scan
negative



IMPASSION 132

pu
( Unresectable locally advanced/
metastatic TNBC

Prior anthracycline and taxane for
early TNBC

Disease progression <12 months

with curative intent®

No prior chemotherapy for aTNBC
\ Known PD-L1 status (SP142)

N

after last treatment for early TNBC

Carboplatin/gemcitabine or capecitabing®

| | 7 + atezolizumab 1200 mg q3w

R

Treatment continued until disease progression or unacceptable toxicity

——f Less benefit with PD-L1 vs

Stratification factors:

* Visceral (lung and/or liver) metastases

» CT backbone

» PD-L1 status (during all-comer enrolment)

OQ (UTT nonulatinn)

Primary endpoint:
* OS (hierarchical testing: PD-L1+
then if positive, modified ITT¢)

100 Placebo + CT Atezolizumab + CT
(n=177) (n=177
0 OS (PDL1+ o
y ()
9 ( Events, n (%) 128 (72) 124 (70)
80 Median, months (95% ClI) 11.2 (9.0-13.3) 12.1 (10.1-15.1)
S 70 Stratified HR (95% Cl) 0.93 (0.73-1.20)
2\?, Stratified log-rank P value 0.59
g‘ 60
=
. PD-1 inhibition ?
20 W i1
10 - A e I e o SRR
0 T T T

Number at risk

Placebo + CT 177 161 126 92 74 57 42 31 25 17
Atezolizumab + CT 177 153 124 100 75 59 43 30 22 20

Placebo + CT

Atezolizumab + CT

6 5
T

T T T T T T T T T 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 48 51 54 57 60 63 66 69
Time (months)

9
15

Atezolizumab  Placebo
+ CT better || + CT better

Would an ADC vs. chemotherapy partner reverse this resistance ? |»

Stratified HR (95% Cl)

S 70
Z 60
g 50
S 40
8 30
20 -
10
0

Number at risk

T T T T T T T T
0 3 6 9 12 1518 21 24 27

Placebo + CT 192 170 137 99 73 52 41 33 29 23 20 18
Atezolizumab + CT ~ 188 161 132 96 78 62 45 34 32 27 22 21

Dent R et al. Annals of Oncology 2024

T T T T T T T T T T T T T 1
30 33 36 39 42 45 48 51 54 57 60 63 66 69

Time (months)

D) il

18-40 92 46 8.9 46 10.7 0.86 (0.53-1.40) (i

41-64 227 110 12.2 117 12.6 0.91 (0.67-1.24) -

>65 35 21 94 14 9.6 1.33 (0.56-3.16) —t——
Race

White 213 108 9.3 105 11.4 0.89 (0.66-1.21) —

Asian 96 48 14.1 48 19.1 0.97 (0.56-1.69) L]

Black/African American 13 8 10.9 5 11.3 1.50 (0.35-6.38)

Other 32 13 155 19 10.6 1.14 (0.49-2.65) ' - |
ECOG performance status

0 211 101 11.1 110 14.8 0.81 (0.58-1.12) —

1 141 75 116 66 8.9 1.29 (0.87-1.90) | =
CT choice

Carboplatin/gemcitabine 260 130 9.9 130 12.6 0.81 (0.61-1.09) i

Capecitabine 94 47 12.6 47 10.5 1.41 (0.87-2.29) H——
Visceral (lung and/or liver) metastases

Yes 216 110 9.0 106 11.3 0.90 (0.66-1.23) ——

No 138 67 145 71 131 1.03 (0.69-1.54) -
Prior platinum

Yes 63 32 112 31 11.2 1.36 (0.76-2.43) ———

No 291 145 11.1 146 12.6 0.86 (0.66-1.14) il
Disease-free interval, months

<6 240 123 9.4 117 1.3 0.95 (0.70-1.28) -

>6 111 53 12.8 58 18.1 0.95 (0.60-1.48) ——

02 05 i 2
HR (95% Wald CI)




OptiTROP-Breast05

PD-L1 CPS<10 78%
PD-L1CPS=10 22%

All patients ORR: 70.7%

Multicenter, open-label phase Il study (NCT05445908)

Key eligibility criteria
« No prior systemic Treatment Primary endpoint®
therapy for a/m TNBC

+ PD-L1 positive or Phase 3 studies of Sac-TMT in 15t line PD-L1 negative (CPS < 10)

negative?

+  DFI26 months advanced/ metastatic TNBC are ongoing

« ECOGPS 0-1

| — T T EREEE
204 1

Tumor assessment T a0
+ Every 6 weeks for the first 18 months and every 12 weeks afterward.

All patients PD-L1 CPS <10
(N =41) (N =32)

PFS events, n (%) 20 (48.8) PFS events, n (%) 18 (56.3)
Median PFS, months (95% ClI) 134 (9.9, 18,2)| IMedian PFS, months (95% CI) 13.1 (8.9, 18.2)|
12-month PFS rate (95% ClI), % 64.6 (45.0, 78.7) 12-month PFS rate (95% Cl), % 591 (37 1, 75.7)

YinYetal. ASCO 2025



Treatment landscape for mTNBC

Biomarker positive: Targeted
agents

Sacituzumab Govitecan

PD-L1+: Pembrolizumab + ASCENT
Chemotherapy

Trastuzumab Deruxtecan
- DESTINY Breast-04

KN-355

PD-L1-: Taxane or Platinum

gBRCA1/2m: Olaparib or Talazoparib

Systemic chemotherapy

NCCN Guidelines. Breast Cancer. v4.2025.

Reid S, ASCO 2025



Current Challenge in mTNBC

PD-L1+: Pembrolizumab +
Chemotherapy

CWAnlelailals8 Median PFS

vl nlelsiiatl Median OS2:3

Reid S, ASCO 2025 Annual Meeting

499% Do not receive 2L treatment in the real-world*

34% Die before receiving 2L treatment in the real-world*

NCCN Guidelines. Breast Cancer. v4.2025.

1. NCCN Guidelines. Breast Cancer. v4.2025
2. Cortes et al. Lancet 2020 3. Cortes et al. NEJM 2022
4. Punie et al. The Oncologist 2025



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's, Javier Salvador Bofill'®, Maryam Afshari'?, Dianna Gary'’, Lu
Wang'’, Catherine Lai'’, Peter Schmid®



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 mTNBCF¢ 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)

Tolaney S et al. ASCO 2025 Annual Meeting

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? + 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

ITT Population

SG +
Pembro

Primary
* PFS by BICR®

Secondary
« OS

* ORR, DOR by
BICR®

» Safety
* QoL

Chemo +
Pembro

(n = 221)

Curative treatment-free interval, n (%)

De novo

Recurrent within 6-12 mo
Recurrent > 12 mo

Prior anti-PD-(L)1 therapy,? n (%)

75 (34)
40 (18)
106 (48)

9(4)

(n =222)

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

11 (5)




ASCENT-04

Progression-Free Survival by BICR Descriptive Overall Survival at Primary Analysis

100 ~
100 SG +Pembro  Chemo + Pembro
(n =221) (n =222) 90
< 904 iiic 109 140
= ] Median PFS, mo (95% CI) 11.2(9.3-16.7) 7.8(7.3-9.3) g 804
: Stratified HR (95% Cl) 0.65 (0.51-0.84) =
70 P-value <0.001 g 70
12mo 6-month PFS rate, % (95% Cl) 72 (65-77) 63 (56-69) 2
3 907 i : 12-month PFS rate, % (95% Cl) 48 (41-56) 33 (26-40) = | G i L Y
E 50 3 g 50
B 0 2. 405 SG + Pembro Chemo + Pembro
30 m‘\‘_‘——\———._‘_‘ § 304 (n=221) (n =222)
204 i i ] Number of OS events 53 61 i )
> : & 204 2 81% of patients who received any subsequent treatment
3 Median OS, mo (95% Cl) NR (25.6-NR) NR (NR-NR) : : : : =
10 { i after discontinuation of chemo + pembro received SG
. i 7 HR (95% Cl) 0.89 (0.62-1.29)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 T T T T T T T T T T T T T T T
Time (months) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Bipor RatiensiSUlL ot oK (Ever) No. of Patients Still at Risk (Events) Time (months)
SG + Pembro 221 (0) 202 (11) 174 (33) 142 (59) 105 (75) 78 (89) 58 (96) 42 (98) 34 (99) 22 (103) 11 (106) 6(109) 2(109) 0(109) ¥ e
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) SSwikembro 221(0) 216/ 2101(10)] 2206(15): M90I@3) {6226y, WG/ AIE) (8oi(e) 55 (47) 36 (50) 2ol 142) 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)

SG + Chemo +
Variable Pembro Pembro
(n=221) (n =222)
Objective response rate? 60 53
(95% CI), % (52.9-66.3) (46.4-59.9)
SG + Pembro Chemo + Pembro = A 0,
Unstratified HR (95% CI) Unstratified HR Stratified odds ratio (95% ClI) 1.3 (0.9-1.9)
Median PFS, Median PFS, (95% C1)
moecl o e cl Best overall response, n (%)
Curative treatment-free interval i
De novo 75 8.1(7.3-186) 75 7.7 (6.1-11.9) —_— 0.89 (0.59-1.34) Complete response 28 (13) 18 (8)
Recurrent 6-12 mo 40 9.9(57-168) 40 7.2(4.4-9.1) ' ; 0.62 (0.36-1.08) )
Recurrent > 12 mo 106 16.6 (11.0-NR) 107 8.7(7.3-10.8) e | 0.52 (0.35-0.76) Partial response 104 (47) 100 (45)
Prior (neo)adjuvant anti-PD-(L)1 therapy i ‘
Yes 9 7.5 (0.9-NR) 11 6.6 (2.1-NR) ' s i 1.08 (0.31-3.75) Stable disease 70 (32) 70 (32)
N 212 117(93-168) 211 7.8(7.4-93 —_— ! 0.65 (0.50-0.84
2 ) 2 ; Coaiy Stable disease = 6 months 23 (10) 29 (13)
Progressive disease 9 (4) 26 (12)
Not evaluable 10 (5) 8 (4)

Time to response,? median

Tolaney S etal. ASCO 2025 (range), months

1.9 (1.0-9.3) 1.9 (1.1-11.4)




ASCENT-04

Adverse Events of Special Interest

SG + Pembro Chemo + Pembro

(n =221) (n = 220)
AESIL2n (9
,2n (%) \$ . Any Grade Grade23 AnyGrade Gradez23

$® 143 (695) 104 (47) 132 (60) 100 (45)

43 (19) 4 (2) o1:(23) 5(2)
Results from ASCENT-04/KEYNOTE-D19 sig <</ 2 use of SG + pembro as a potential new standard of
care for patients with previously untrea’r’ Q 1+, locally advanced unresectable or metastatic TNBC

- NeutropeniaP®
™ & Hypersensitivity®

VIO W\L) 1 \‘ I) 1 \‘ l) 1 \‘ l}
o » Hypothyroidism® Q\?\ 4(2) 0 19 (9) 0
'g m Hypophysitis® Q 2 (1) 0 2(1) 0
&a < Hyperthyroidism® 2(1) 0 5(2) 0
Severe skin reactions,? including Stevens-JohnsoNgyndrome and toxic epidermal necrolysis 2(1) 2(1) 2(1) 2(1)
Hepatitis® 1(<1) 0 2(1) 2(1)
Adrenal insufficiency® 1(<1) 0 2(1) 1(<1)
Pancreatitis® 0 0 2(1) 2(1)

No new safety signals

Tolaney S et al. ASCO 2025 Annual Meeting



Patient Case

PD-L1 CPS: 15

3cm TNBC 7 months
with 2 LN+ Carboplatin-paclitaxel and . \
doxorubicin-cyclophosphamide

with pembrolizumab

Sacituzumab Govitecan |
with pembrolizumab

CT and
bone scan
negative



Treatment landscape for mTNBC

PD-L1+: Sacituzumab

Govitecan + Trastuzum?eruxtecan ?
pembrolizumab

PD-L1-: Taxane or platinum Sacituzumab Govitecan Trastuzumab Deruxtecan

, S

gBRCA1/2 m: Olaparib or Talazoparib

Systemic chemotherapy




Treatment post topo-1 ADC: High unmet need

Overall Survival

Single agent chemotherapy: ORR: 5%, PFS: 7 weeks, OS: 6.7 months

Emiltatug Ledadotin (Emi-Le): B7-H4-Directed ADC
mecossrseerse [ MY 'ntermediate Dose Range (38.1-67.4 me/m?)

101 Median age 49.5 <
B7-H4 low 5 100 .
08 0002 Median prior lines in locally 4 (1:9) % 0 Confirmed ORR 23% (3/13)
advanced/ metastatic setting (range) :Ef: 60+ 95% Cl: 5%, 54%
0.6 4 E o
Prior Topo-1 ADCs received, n (%) I
041 B7-H4 high s
Prior trastuzumab deruxtecan 14 (31.8%) 300
] Prior sacituzumab govitecan 38 (86.4%) E 40
0.0 1 q :E"’ -60 |
T " - p - - Prior both 11 (25.0%) 5 wl
Months Prior either 41(93.2%) | 8 o
# of prior lines 3 5 4 5 4 5 4 4 5 4 5 4
B7-H4 e)(pl'essioni, n (%) Prior topo-1 ADC(s) T T T T T T T ™ ™ ™ T T
TPS status known 36 (81.8%)
High (TPS 270) 14 (38.9%)
Low (TPS <70) 22 (61.1%) No confirmed responses observed
TPS not yet determined 8 (18.2%) . .
in B7-H4 low patients

Hamilton E et al. ESMO Breast 2025



Ongoing Clinical Trials

TRADE Dxd Trial: Treatment of ADC-Refractory Breast CancEr with Dato-Dxd or T-Dxd

ADC,

Crossover
to ADC; at
progression

Reame] s
=9 to ADCat
(HRamo] o
Baseline Post-C2 Baseline Optional
Pre-ADC, On-ADC, Pre-ADC; Post-ADC;
Biopsy Biopsy Biopsy Biopsy

o Tumor assessments + Blood collection q9w *Patients who received T-DXd/Dato-Dxd as ADC; off-study allowed to enroll on ADC; oohons.‘

Pl: A. Garrido-Castro



Take Home Points

* Chemotherapyis recommended for T1cNO TNBC
* KEYNOTE 522 remains the standard of care for stage II-1ll TNBC

* There is no role for adjuvant checkpoint inhibition as monotherapy or with
chemotherapy if no ICl in neoadjuvant setting

* Sacituzumab govitecan with pembrolizumab is new standard of care for
metastatic PD-L1 positive TNBC

* Precision treatment guided by biomarkers

Future Directions

* With ADCs likely getting approved in early stage:
Re-evaluate treatment algorithm for mTNBC







