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Overview

 Rationale for immunotherapy (I0) in TNBC and combination with chemotherapy
» Metastatic TNBC: Current state of IO & PD-L1 as biomarker
« Early TNBC

 Conclusions and future directions



Rationale for 10 in TNBC and Combination with Chemotherapy

Immune checkpoints in breast cancer

Cancer microenvironment
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Barriga V. et al. Cancers 2019, 11(8), 1205

Luen et al, Breast 2016, Stanton et al, Jama Onc 2016, Nanda et al, JCO 2016, Adams et al Ann Oncol 2019, Cortes et al, ESMO 2019,
Emens et al, JAMA Onc 2019, Gatti-Mays et al, Nature Breast Cancer 2019, Loi et al, JCO 2019, Adams et al, JAMA Onc 2019, Denkert et
al, Lancet Oncol 2018, Page et al, Nature Breast Cancer 2019, Galluzzi et al, Nat Rev Clin Oncol 2020, Chen/Mellman Immunity 2013



Metastatic

» Keynote 355



PD-L1 as Biomarker (in metastatic setting)

Two different PD-L1 companion diagnostics approved in US
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Retrospective comparison of SP142 and 22c3 assays in IMpassion130 (biomarker evaluable = 614 pts):
Rates of PD-L1 positivity vary by assay and threshold, analytic and clinical concordance suboptimal, clinical
dilemma (see commentary Salgado et al, Lancet Oncol 2020)

Rugo et al ESMO 2019, Rugo et al SABCS 2019
Figure modified from Eckstein et al, Ann Transl Med 2019
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= -Withdraws Atezolizumab PD-L1-Positive Metastatic
TNBC Indication in the United States

August 30, 2021
Kristi Rosa

00000

has made the voluntary decision to withdraw the indication for the use of atezolizumab plus chemotherapy in the

treatment of adult patients with unresectable locally advanced or metastatic triple-negative breast cancer whose tumors
express PD-L1.



Phase 3 10 chemo combination 1L advanced TNBC trials

Open . .
Trial Target Chemo (Estimated | PD-L1+ Prllmary .e ndpomts Secondary endpoints De novo,
: (Hierarchical testing) DFI (mos)
Completion)

IMpassion130

(NCT02425891) PFSITT 7.2 vs 5.5 mos ITT | PD-L1+
FDA approval i i . June 2015 IC=1 PFS PD-L1+ 7.5vs 5 mos ORR (%): 56 vs 46% | 59 vs 43% 37%,
3/2019; PD-L1  Nab-Paclitaxel 900 s 0iio000)  41% OS ITT 21 vs 18.7 mos ™ DOR (mos): 7.4 vs 5.6 | 8.5 vs 5.5 >12
Withdrawal OS PD-L1+ 25.4vs 17.9 mos ™ PRO (no detriment to HRQoL with added 10)
8/2021
IMpassion131 PD-L1+ [ ITT
> - n.s. 0
NQUSECI Po-L1  Paciitaxel 651 ﬁigezz%g) ﬁ;} P;FSSPI?TL15+76V\S’S5567mr223n.t_* OS (mos): 22.1 vs 28.3 | 19.2 vs 22.8 3;01/;’
FDA warning ° ' ' ORR, PFS by IRC and PRO (pending) -
IMpassion132 PD-L1 Geml/carbo Or 350 Jan 2018 IC>1 OS in PD-L1+ (pending) 12-mos OS, 18-mos OS, PFS, RR, 0,
(NCT03371017) capecitabine (Jan 2023) n/a OSin ITT (pending) DOR, CBR, PRO (pending) <12
CPS=210 | CPS21 | ITT
ORR (%): 53vs 40 | 45vs 38 | 41 vs 36
> >
KEYNOTE-355 . L DCR (%): 65 vs 54 | 59 vs 54 | 56 vs 52
Nab-Paclitaxel 37% PFS CPS21 7.6 vs 5.6 0
(NCT02819518) : July 2016 nt* DOR (mos): 19vs 7 | 10vs 7 | 10 vs 6 29%,
PD-1 Or paclitaxel 847 PFSITT 7.5vs 5.6 : , .
FDA approval (Dec 2019) ) : Consistency of efficacy per chemo regimen? 26
Or gem/carbo CPS21 OS in PD-L1+ (pending)
11/2020 259 0S ITT (pending) PFS HR nab-Pac: 0.57 | 0.66 | 0.69
° S PFS HR Pac: 0.33 | 0.46 | 0.57
umab 840/PLA q2w + Nab-Paclitaxel 100 D1, 8, 15 of 28 days PFS HR Gem/Carbo: 0.77 | 0.86 | 0.93

IMpa33|on131' Atez0|zumab 840/PLA g2w + Paclitaxel 90 D1, 8, 15 of 28 da s, 8—10 mg dexamethasone x at least 2 infusions. Stratifier prior taxane, PD-L1 status, liver mets, geographic location. 49% prior taxane, 50% prior anthracycline
IMpassion132: Atezolizumab 1200/PLA d1 q 3w + chemo (Gemmtabme 1000/carboplat|n AUC 2 d 1, 8 of 21 days or Capecitabine 1000 mg/m2, BID d1 to 14 q2 d)
KN-355: Pembro 200/PLA gq3w + Chemo (Nab-Pac 100 D1, 8, 15 of 28 days Or Pac 90 D1, 8, 15 of 28 days Or Gem/ Carbo D1, 8 of 21 days). Stratified by taxane (45%) vs not (55%), PD-L1, prior expos to chemo class (same 22%).

* By hierarchical testing (n.s. not significant, n.t. not tested) Schmid et al, NEJM 2018, Adams et al, Ann Oncol 2020, Miles et al, ESMO 2020, Cortes et al, ASCO 2020, Rugo et al, SABCS 2020

A exploratory, not powered



Phase 3 10 chemo combination 1L advanced TNBC-KN-355

Key Eligibility Criteria
* Age 218 years

+ Central determination of TNBC and
PD-L1 expression

* Previously untreated locally
recurrent inoperable or metastatic Progressive
ENBC : : . mm disease¥cessation

+ Completion of treatment with -
curative intent 26 months prior to of study therapy
first disease recurrence

* ECOG performance status 0 or 1 c b

* Life expectancy =12 weeks from AECR T AT
randomization

Pembrolizumab2+ Chemotherapy®

Efficacy endpoints

 Adequate organ function Chemotherapy regimens: * Primary Endpoints
* No systemic seroids . Nab-paclitaxel (31%) - PFS in PD-L1+ (CPS 210 and CPS 21) and ITT

[ oaoive SIS metastases - Paclitaxel (13%) . OSin PD-L1+ (CPS 210 and CPS >1) and ITT

* No active autoimmune disease . Gemcitabine/carboplatin (550/0) - Secondary EndeintS

« ORR, DCR, DOR
« Exploratory Endpoint
» Consistency of treatment effect in all patients
and PD-L1+ (CPS 210 and CPS 21) according
to on-study chemotherapy partner

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)

Cortes et al, ASCO 2020, Rugo et al, SABCS 2020



Phase 3 10 chemo combination 1L advanced TNBC-KN-355

Consistency of efficacy per chemo regimen”

ITT

PD'L1 C PS 21 0 Hazard Ratio PD'L1 CPS 21 Hazard Ratio Hazard Ratio
) for ) for ) for
Median PFS(mo) progression Median PFS (mo)  progression Median PFS(mo) progression
Pembro Placebo orDeath Pembro Placebo  orDeath Pembro- Placebo orDeath
Subgroup N +Chemo +Chemo (95%Cl) Subgroup N +Chemo +Chemo  (95%Cl) Subgroup N +Chemo +Chemo (95%Cl)
0.65 0.74 0.82
Overall —— 323 9.7 56 (0.49100.86) Overall —— 636 76 5.6 (0.61t00.90) Overall —— 847 7.5 56 (0.69100.97)
On-study chemotherapy On-study chemotherapy On-study chemotherapy
Nab-Paclitaxe| —a——— 99 9.9 55 057 Nab-Paclitaxel +r—=—— 204 6.3 5.3 066 Nab-Paclitaxel +—=—— 268 7.5 5.4 069
' ' (0.34100.95) : : (0.47100.92) ' ' (0.51t00.93)
Paclitaxel —s——i 44 96 36 033 Paclitarel bt 8 94 38 046 Pacitaxel ~ +—s——| 114 80 38 057
' ' (0.14100.76) ' ' (0.26100.82) ' ' (0.35t00.93)
Gemcitabine- 0.77 Gemcitabine- 0.86 Gemcitabine- 0.93
Carboplatin — 180 80 72 (0.53t0 1.11) Carboplatin 348 73 73 (0.66t01.11) Carboplatin 465 74 74 (0.74t01.16)
0.0 0.5 1.0 1.5 0.0 0.5 1.0 1.5 0.0 0.5 1.0 1.5
Hazard Ratio (95% Cl) Hazard Ratio (95% Cl) Hazard Ratio (95% CI)
) Favors Favorsr ) Favors Favors' ) Favors Favorsr

Pembro + Chemo Placebo + Chemo

A exploratory, not powered

Pembro+ Chemo Placebo+Chemo

Pembro+ Chemo Placebo+ Chemo

Cortes et al, ASCO 2020, Rugo et al, SABCS 2020



Phase 3 10 chemo combination 1L advanced TNBC-KN-355

Secondary endpoints

Open
Trial Target Chemo (Estimated | PD-L1+
Completion)

>
LB Nab-Paclitaxel 0230/10
(NCT02819518) : July 2016 °
PD-1  Orpaclitaxel 847
FDA approval (Dec 2019)
Or gem/carbo CPSz1
1172020 750/
0

* By hierarchical testing (n.s. not significant, n.t. not tested)
A exploratory, not powered

Primary endpoints

(Hierarchical testing)

PFS CPS2109.7 vs 5.6 mos
PFS CPS2176vs56"
PFSITT75vs56 ™"
OS in PD-L1+ (pending)
OS ITT (pending)

De novo,

Secondary endpoints DFI (mos)

CPS210 | CPS21 | ITT
ORR (%): 53vs 40 | 45vs 38 | 41vs 36 29%,

DCR (%): 65vs 54 | 59 vs 54 | 56 vs 52 >6
DOR (mos): 19vs 7 | 10vs7 | 10vs 6

Cortes et al, ASCO 2020, Rugo et al, SABCS 2020



Safety of 10 in metastatic TNBC

Organ-specific Inmune-related Adverse Events in metastatic TNBC trials (n>1000 patients)

WAE |igrades %) | Grade 3.4 %) | Grade 5 %
18 0.5 0

Pruritis, Rash irAE incidence in mTNBC (any grade)

Hypothyroidi 12 0 0 .
JERLTEE T « Single agent: 18.5%
Hyperthyroidism 5 0.1 0

« Higher in combination trials:

Hepatitis; elevated transaminases 10 3 0.2 _ 57% atezolizumab+nab-pac
2.5 0.45 0 - 42% nab-pac monotherapy

Gastro-

intestinal Colitis, diarrhea

Prespecified autoimmune anemia,
Hematologic Iymphopgnia, thrombgc;ytopenia 4 1 0.2
e e Management guidelines ASCO/NCCN

Pneumonitis 3 0.5 0.1 (Brahmer et al, J Clin Oncol 2018)

Adrenal insufficiency, type 1

dlabetes,_ ocular, rr_13_/05|t|s, <1 <05 0
neurological/myositis,

nephritis/elevated creatinine

Other (<1%)
D’Abreo and Adams. Nat Rev Clin Oncol 2019



Summary IO in advanced TNBC

» Combining immune checkpoint inhibitors with chemotherapy has been demonstrated in two RPh3 trials to
improve PFS. FDA approval only for pembrolizumab in PD-L1+ mTNBC.

» OS data appear promising.
» PD-L1 is an imperfect biomarker although the best to date. Degree of positivity associated with 10 efficacy.

» Dilemma of different companion diagnostics and thresholds. Required hierarchical testing in trials and
complicates clinical decision-making.

Unmet needs & unanswered questions

» De-escalation: Does every patient need chemotherapy? Who will do as well with IO monotherapy?
Predictive markers?

 Effective therapies for PD-L1- mTNBC sorely needed

» Despite progress for PD-L1+ mTNBC, OS still too low
» Other alternatives to augment durable immune response are needed



Neoadjuvant




Keynote 522 study schema

Pembrolizumab
— — | |— Pembrolizumab
Chemotherapy
U
Patients with — R oCR
high-risk, early- - G
stage TNBC E
R
Placebo Y
> — — Placebo
Chemotherapy

Co-primary endpoints: pCR rate and EFS
Key secondary endpoint: OS

Chemo= paclitaxel/carbo>AC Q3 wks x 4
Pembro continued Q3wks adjuvantly x 9 cycles



Keynote 522: pCR

Table 2. Pathological Complete Response, According to Pathological Stage.*

Variable

Pathological stage ypTO/Tis ypNO
No. of patients

Percentage of patients with
response (95% Cl)

Pathological stage ypTO ypNO
No. of patients

Percentage of patients with
response (95% Cl)

Pathological stage ypTO/Tis
No. of patients

Percentage of patients with
response (95% Cl)

Pembrolizumab- Placebo-
Chemotherapy Chemotherapy Estimated Treatment
(N=401) (N=201) Differencey
percentage points (95% Cl)

260 103

64.8 (59.9-69.5) 51.2 (44.1-58.3) 13.6 (5.4-21.8)
240 91

59.9 (54.9-64.7) 45.3 (38.3-52.4) 14.5 (6.2-22.7)
275 108

68.6 (63.8-73.1) 53.7 (46.6-60.8) 14.8 (6.8-23.0)

P Value

P<0.001

P Schmid et al N Eng/ J Med 2020;382:810-21.




Keynote 522: Event Free Survival (EVS)

EVS: “Progression of disease that precludes surgery, local
or distant recurrence, second primary malignancy (breast

or other cancers) or death due to any cause.”

No. at Risk

Patients without an Event or Death (%)

80
70
60
50
404
304
20
104

|
1004 I 91.3%
90_‘—“-‘_-“‘.%5

85.3%

=== Pembrolizumab-chemotherapy

I
I
|
|
|
: === Placebo-chemotherapy
|

Hazard ratio for an event or death, 0.63 !(95% Cl, 0.43-0.93)
|

o

0

Pembrolizumab-chemotherapy 784
390 386 380 337 264 186 116 35 1 0

Placebo—chemotherapy

P Schm

T T T T T T T T T T T T T T T T T T T T T T T T 1T T T1
3 6 9 12 15 18 21 24 27

Months

780 765 666 519 376 242 73 2 0

id et al NV Engl/ J Med 2020;382:810-21.



Keynote-522: Toxicity Profile

Pembrolizumab-Chemotherapy Placebo—Chemotherapy
Event (N=781) (N=389)
Any Grade Grade =3 Any Grade Grade =3
number of patients (percent)
Any adverse event 777 (99.5) 633 (81.0) 389 (100.0) 295 (75.8) nNJ A 50/0
Treatment-related adverse eventf 773 (99.0) 600 (/0.0 388 (99.7) 281 (72.2)
Nausea 490 (62.7) 26 (3.3) 246 (63.2) 5 (1.3)
Alopecia 471 (60.3) 14 (1.8) 220 (56.6) 8 (2.1)
Anemia 430 (55.1) 142 (18.2) 215 (55.3) 58 (14.9)
Neutropenia 365 (46.7) 270 (34.6) 183 (47.0) 129 (33.2)
Fatigue 321 (41.1) 27 (3.5) 147 (37.8) 6 (L.5)
Diarrhea 230 (29.4) 17 (2.2) 92 (23.7) 5 (1.3)
Elevated alanine aminotransferase level 199 (25.5) 41 (5.2) 96 (24.7) 9 (2.3)
Vomiting 199 (25.5) 18 (2.3) 85 (21.9) 6 (1.5)
Asthenia 191 (24.5) 25 (3.2) 99 (25.4) 9 (2.3)
Constipation 185 (23.7) 0 82 (21.1) 0
Decreased neutrophil count 185 (23.7) 146 (18.7) 112 (28.3) 90 (23.1)
Rash 170 (21.8) 7 (0.9) 59 (15.2) 1(0.3)
Peripheral neuropathy 154 (19.7) 15 (1.9) 82 (21.1) 4 (1.0
Adverse event of interest 304 (38.9) 101 (12.9) 71 (18.3) 7 (1.8)
Infusion reaction 132 (16.9) 20 (2.6) 43 (11.1) 4 (1.0)
Hypothyroidism 107 (13.7) 3 (0.4) 13 (3.3) 0
Hyperthyroidism 36 (4.6) 2 (0.3) 4 (1.0) 0
Severe skin reaction 34 (4.4) 30 (3.8) 4 (1.0) 1(0.3)
Adrenal insufficiency 18 (2.3) 10 (1.3) 0 0

P Schmid et al N Engl J Med 2020;382:810-21.



Keynote 522: AE’s in combined phases

100 - Grade Pembro + Pbo +
12 35 Chemo/Pembro Chemo/Pbo
90 A Pembro + Chemo/Pembro - All Treatment-Related (N =783) (N = 389)
Pbo + Chemo/Pbo N Any grade 98.9% 99.7%
80 1 Grade 3-5 77.1% 73.3%
70 - Led to death 0.5%= 0.3%"
) Led to discontinuation of 27.7% 14.1%

any drug

Incidence, %

50 A
40 -
30 A
24.0
20
10 A
0- > > @ @ @ > N S @ N
& & & S ™ g A N Q& ¥ N
.Q{a?’ ?30"2 QS\Q, »@o& o 5{5\\ v Qc:@ ?ﬁ}“\% < C}Q’b
\\2’0 &

Treatment-Related AEs with Incidence 220%

P Schmid et al Ann Onc 2021;32:VP7-2021.



Keynote 522- IRAEs in combined phase

Grade Pembro + Pbo +
12 35 Chemo/Pembro Chemo/Pbo
20 - Pembro + Chemo/Pembro - (N =783) (N = 389)
18 { (%% Pbo+Chemo/Pbo B Any grade 43.6% 21.9%
16 Grade 3-5 14.9% 2.1%
14 Led to death 0.3%? 0
= 12 Led to discontinuation of 10.9% 2.6%
8 any drug
S 10
S 8
=
6
4
2.2 20 19
2 = L 03 = 0.8 = 08
0 J .
o 65)\\& @S\\ ‘(\“\a\\\ C_f}{\ QQ}‘\\
Q,b «‘t\ QOQ Q\Q'
<€ 3

Immune-Mediated AEs and Infusion Reactions with Incidence 210 Patients

P Schmid et al Ann Onc 2021;32:VP7-2021.



Safety of IO in early TNBC

Commonly reported AEs similar between arms and mostly driven by chemotherapy

Increased toxicity (A to chemotherapy arm)
» Treatment-related G3/4 AE (3% in IMpassion031, 5% in KN-522, 7% in NeoTRIP)
» Treatment-related G5 AE (0 in IMpassion031, 0.4% in KN-522, 0.7% in NeoTRIP)
»>IrAEs (10% in IMpassion031, 20% in KN-522)

serious irAEs (such as adrenal insufficiency) similar to other studies w/PD-1 mAB.
Patient education and early intervention is key.

Patients should be informed that endocrinopathies can result in life-long requirement for
monitoring and supplementation.



ESMO VIRTUAL PLENARY

KEYNOTE-522: Phase 3 Study of Neoadjuvant
Pembrolizumab + Chemotherapy versus
Placebo + Chemotherapy, Followed by Adjuvant
Pembrolizumab versus Placebo for Early-Stage
Triple-Negative Breast Cancer
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Keynote-522: EFS, interim analysis #4

90—

80—

70—

60—

50—

EFS, %

40—

30—

20—

10—

0

Median follow-up®: 39.1 mo

HR
Events (95% Cl) P-value
Pembro + Chemo/Pembro 15.7% 0.632 0.00031"
Pbo + ChemOIpbO 23.80/0 (0-48'0.82)

0

No. at Risk

| I A N N R B
3 6 9

12 15 18 21 24 27 30 33 36 39 42 45

| [ | [ [ [ | I I

48 51
Months

Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0

Pbo + Chemo/Pbo

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

P Schmid et al Ann Onc 2021;32:VP7-2021.




Keynote 522: EFS by Category

All Subjects, N = 1174

Event Pembro + Chemo/Pembro Pbo + Chemo/Pbo
N =784 N =390
Any EFS event 123 (15.7%) 93 (23.8%)
{Ij’gﬂﬁjzlgﬂrgfe%sease that precludes 14 (1.8%) 15 (3.8%)
Local recurrence?® 28 (3.6%) 17 (4.4%)
Distant recurrence 60 (7.7%) 91 (13.1%)
Secondary primary malignancy® 6 (0.8%) 4 (1.0%)
Death 15 (1.9%) 6 (1.5%)

P Schmid et al Ann Onc 2021;32:VP7-2021.



Keynote-522: Distant RFS

1
1
1
1
1
i
80.7¢
70— 1 80.7%
2 i
& 60— 1
w 1 HR
LL
- 1
S ' Pembro + Chemo/Pembro 12.8% 0.612
o 407 - (0.46-0.82)
: Pbo + Chemo/Pbo 20.3%
30—
i
1
20— 1
1
1
10 :
1
T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
. Months
No. at Risk
Pembro + Chemo/Pembro 784 782 773 758 741 728 711 702 692 685 663 561 439 308 167 29 0 O
Pbho + Chemo/Pbo 390 389 387 379 367 352 337 330 321 317 312 259 202 143 84 117 0 O

P Schmid et al Ann Onc 2021;32:VP7-2021.



Keynote-522: 36 month OS

0S, %

100 — 1
' 89.7%
90—
1
80— 536.9%
70— i
1
60— ! HR
3 i Events (95% Cl) P-value
i Pembro + Chemo/Pembro 10.2% 0.722 0.03214>
| ' Pbo + Chemo/Pbo 1419, (0-°1-1.02)
30— i
1
20— ]
1
10— :
|
0 — T T T T T T T T T T T T 1
6

1 1
0 3 6 9

12 15 18 21 24 27 30 33 3
Months

39 42 45 48 51

P Schmid et al Ann Onc 2021;32:VP7-2021.



EFS by pCR (ypTO0/ypNO)

EFS by pCR, %

100
90—
80 —
70
60 —
50—
40—
30—
20—

10—

: ~ pCR No

[ ] ‘?
ol
56.8% e

L || il E
VLLL LI g

ol —

I I | I | I I I I I I | I I I
6 9 12 16 18 21 24 27 30 33 36 39 42 45 48 H

Months
P Schmid et al Ann Onc 2021;32:VP7-2021.



Impassion 031

Arm A
— 11T :
14
it L | w
TRENLEEE : FAR RN R
o -
=
w0 .
S
ey 2 3 4 5 w6 F i 8 9 10 11 12 13 14 15
el [
eTNBC 11 > Survival
Week 1 3 5 9 13 19 21 25\l 3 6 12 21 30
(cT2—cT4d) 20 < . s ; b
h=204 (stage 1) " Neoadjuvant Treatment —— " Unblinded Adjuvant Treatment * /
n=120 (stage 2) o
Arm B
— I i e
BN B Survival
| Nab-paciitaxel QW for 12 weeks | Atezolizumab Placebo
Neoadjuvant: 840 mg Q2W for 10 doses

days after the last dose of neoadjuvant
therapy but no later than 6 weeks after
the last infusion.

for 4 doses supported with G-CSF/GM-CSF

Mittendorf EA et al. Lancet. 2020 Oct 10;396(10257):1090-1100.



Impassion031: Co-primary endpoint pCR ITT

PCR (95% CI), ypTO/is ypNO

100 - A 16.5% (5.9, 27.1)
90 - P =0.00442

80 - |

70 57.6%

60 -
50 1
40 A
30 1
20 A

101 95/165 69/168

PCR (95% Cl) %

Atezolizumab-Chemo Placebo-Chemo

Mittendorf EA et al. Lancet. 2020 Oct 10;396(10257):1090-1100.



Impassion031: Co-primary endpoint pCR in
PDL1+ tumors
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Phase 3 10 + chemo neoadjuvant TNBC trials

Open
Trial Chemotherapy n (Estimated Primary endpoint(s) Secondary endpoints | Eligibility ols_iTive
Completion i

July 2017 PCRITT 58 vs 41% EFS, DFS, OS (all T1N1-3

IMpassion031 Nab-paclitaxel,

- * ")
(NCT03197935) (ke ddAC 333 (Sept2021) pCR PD-L1+69vs 49%"  +trend), safety, PRO  T2-4N0-3 0%
o
QLU | Paclitaxel + 1150  March 2017 ngS'ITTTTs(i‘t'feﬁ;)A’ pCR PD-L1+ 69 vs 55%, T1cN1-2 .,
(NCT03036488) carbo, AC/EC  (602) (March 2025) EFS PD-L1+, OS T2-4N0-2 °
Nab-paclitaxel : o/ NS. T1cN1

?ﬁé’lgz";?gfsﬂ PD-L1 +carbo, postop 280 of;\tZL”ezro;oGzz) 5 yr-EFS (pending) PCR 'TTS‘::e‘;S % TaNg 87%
AC/ECIFEC y T3-4N0-3

NSABP B-59 (NS gaar‘ggal’;et:: 150 December 2017 PCR (pending) OS,RFI,dDFS (all ~ T1oN13
(NCT03281954) P ’ (June 2024) EFS (pending) pending) T2-3NO0-3

AC/EC

IMpassion031: Atezolizumab 840/PLA g2w + nab-paclitaxel 125 q1w x 12 — Atezolizumab/PLA q2w + ddAC x 4 - surgery — atezolizumab 1200/PLA q3w to 1 year. Stratification stage Il/11l, PD-L1+/-.

KEYNOTE-522: Pembrolizumab 200/PLA g3w + weekly paclitaxel 80 + carboAUC1.5 qw or AUC 5 g3w x 4 cycles — pembrolizumab 200/PLA q3w + AC q3w x 4 - surgery — pembrolizumab 200/PLA q3w x 9 cycles. Stratification LN+/-, T1-2/3-4, Carbo qw/q3w.
NeoTRIP: open label Atezolizumab 1200/PLA q3w + Carboplatin AUC2 D1, 8 of 21 days + Nab-paclitaxel 125 D1, 8 of 21 days x 8 — surgery - AC/EC/FEC q3w (without adjuvant Atezolizumab/PLA). Stratification n/a.

NSABP B-59/GeparDouze: Weekly Paclitaxel 80 x 12 + Carboplatin AUC 5 q3w x 4 + Atezolizumab 1200 q3w x 4 - AC (or EC) g2-3w x 4 - surgery — Atezolizumab 1200 q3w until 1 year

* By hierarchical testing Schmid et al, NEJM 2020, Mittendorf et al, Lancet 2020, Gianni et al SABCS 2019, Mittendorf et al, SABCS 2020



PD-L1 as biomarker (in neoadj setting)

v'PD-L1 positivity predicts higher likelihood of pCR but not who benefits
from added IO

- |IMpassion031 KEYNOTE-522 | NeoTRIP

Assay (cutoff) SP142 (IC 1%) 22C3 (CPS 1%)  SP142(IC 1%)
PD-L1+ prevalence 46% 83% 54%
PCR (%): PD-L1+| ITT | PD-L1- 69 | 58 | 48 69 | 65 | 45 52 | 43 | 31

PCR A: PD-L1+ | ITT | PD-L1- 20 | 17 | 13 14| 14 | 15 4|30



Summary IO in early TNBC

> Combin_inP immune checklgoint inhibitors with neoadjuvant chemotherapy has been demonstrated in two
RPh3 trials to improve pCR rates.

» Significant improvement in EFS and OS at 36 months (Keynote-522).
» Toxicity is manageable.
» Adjuvant capecitabine becomes increasingly unnecessary in patients who receive keynote-522 regien

Unmet needs & unanswered questions

» De-escalation: Does every patient need chemotherapy? and immunotherapy?

» Lack of predictive biomarkers

» Will longer term f/u show significant advantage to continuation of pembro after pCR?

» Optimization of chemotherapy backbone: Carboplatin? Anthracyclines? Sequencing?

» Results of adjuvant IO trials
» A-Brave (NCT02926196, estimated completion date June 2023)
» IMpassion030 (NCT03498716, estimated completion date December 2024)
» SWOG S1418/BR006 (NCT02954874, estimated completion date May 2026)
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