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CL'NICAL PRACT“:E Early Breast Cancer
GUIDELINES

7 - v
\V/ \V VvV
Tumour > 2 cm or optimal surgery not feasible No wish for breast
Ogﬂﬂg}‘;ﬁé‘ﬁ;“égg{,‘}; and wish for breast conservation and breast conservation conservation or breast
with the exception of potentially feasible after downstaging conservation not possible
aggressive phenotypes™ N ‘ - with the exﬁeptlon of
Treatme nt TNBC/HER2-positive tumours > 2 cm and/or with positive axilla aggressive phenotypes
regardless of feasibility of optimal surgery
v

EEE— Systemic induction therapy! S
. ‘ B V v
* Biology that requires ChT (TNBC, HER2-positive, V Vv
luminal B-like), to assess response and prognosis Satisfactory response Unsatisfactory response
and eventually decide on postoperative therapies,

should preferentially receive preoperative ChT V - 3 v

Mastectomy + reconstruction

** Aggressive phenotypes: TNBC or HER2-positive
breast cancer

t If ChT is planned, it should all be given as
neoadjuvant

. . . Postoperative ChT = anti-HER2
+ Concomitant postoperative RT, postoperative ET if applicable

and anti-HER2 therapy

Postoperative RT# if applicable Postoperative ET*
(mandatory after BCS) if applicable

Cardoso F, et al. Ann Oncol2019
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Evaluate the Role of Immunotherapy in Early Stage TNBC
Neoadjuvant Phase lll Trial

Carbo/paclitaxel — AC*
Pembrolizumab
Keynote-522 R

Carbo/Paclitaxel AC

Carbo/paclitaxel ——> AC**

NeoTripaPDL1 R < Atezolizumab

Paclitaxel — AC**

Atezolizumab
Carbo/Nab-paclitaxel

NSABP B59 Carbo/Nabpaclitaxel
R <

GeparDouze

) Nabpaclitaxel —— ddAC
IMpassion031 R < Atezolizumab

*
Nab-paclitaxel —ddAC AC/EC q3w

** AC/EC q2w or q3w




KEYNOTE-522: Pembrolizumab + Chemotherapy for
Newly Diagnosed Early-Stage TNBC

= Randomized, placebo-controlled phase lll trial
— Median f/u: 39.1 mo (range: 30.0-48.0); data cutoff: March 23, 2021

Neoadjuvant Phase Adjuvant Phase

Stratified by nodal status (+/-), 24 wk 27 wk
tumor size (T1/T2 vs T3/T4), carboplatin schedule (QW vs Q3W) {

Pembrolizumab 200 mg Q3W +

Patients aged 218 yr with Carboplatin*/Paclitaxel (C1-4) + Pembrolizumab
newly diagnosed T1c N1-2 Doxo*/Epirubicin'/Cyclophosphamide$ (C5-8) Surgery 200 mg Q3W (C1-9)
or T2-4 NO-2 TNBGC; (n=784)
ECOG PS 0/1; tissue :
sample available for Placebo Q3W +
PD-L1 testing Carboplatin*/Paclitaxel® (C1-4) + Surgery Placebo
Q3W (C1-9)

(N=1174) Doxo*/Epirubicin'/Cyclophosphamide$ (C5-8)

GEELD)

* Primary endpoints: pCR (ypTO/Tis ypNO) by local review, EFS by local review fg‘ourig/?n?;"c‘ifvrv“uc 1.5Q1w.
*60 mg/m2 Q3W.

= Secondary endpoints: pCR (ypTO ypNO and ypTO/Tis), OS, EFS (PD-L1+), safety, QoL 50 Mo G
= Exploratory endpoints: RCB, pCR by subgroups, EFS by pCR °600 mg/m? Q3W.

Pusztai. ASCO 2022. Abstr 503. Schmid. NEJM. 2022;386:556.



KEYNOTE-522: PD-L1 Did Not
Predict Benefit From Pembrolizumab

pPCR in ITT Population

T0/Tis ypNO

(YPTO/Tis ypNO) B Pembro + CT
1007 A 13.6(5.4t021.8) M Placebo +CT

P = .00055

80" !

_ 64.8%

S

X 601

LN

21

°\° -

"> 40

O

Q.
20+

260/401 103/201

O -
ypTO/Tis ypNO

Dent. ESMO Asia 2020. Abstr 10. Schmid. NEJM. 2020;382:810.

PCR, % (95% Cl)

1001

801

601

401

201

PCR by PD-L1 Status

A 14.2 (5.3 to 23.1)

68.9% A 18.3 (-3.3 to 36.8)

|
45.3%

PR{VERY! 90/164

PD-L1 Positive PD-L1 Negative



KEYNOTE-522: EFS UPDATE AT IA4 (39.1 m)

100
a0 84.5%
80—
70 76.8%
60— HR
2 Events (95% Cl) P-value
E = Pembro + Chemo/Pembro  157% 063 .00031
40+ Pbo + Chemo/Pho 23.8%
30—
20— EFS Events Pembro +CT Placebo + CT (390)
(784)
10— PD precluding surgery | 14 (1.8%) 15 (3.8%)
0 T T T T T T T T T T T T T T T Local recurrence 28 (3.6%) 17 (4.4%)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 Distant recurrence 60 (7.7%) 51 (13.1%)
Months Second primary 6 (0.8%) 4 (1.0%)
No. st Riek Death 15 (1.9%) 6 (1.5%)
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 0

Pusztai. ASCO 2022. Abstr 503. Schmid. NEJM. 2022;386:556.
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Neoadjuvant randomized trials with ICl and anthracycline-based regimens in

early-stage TNBC

I o 1174 (784/390)

°1Endpoint [kl

NAC Carbo +T >
AC/EC

o aggnt Pembro vs Pbo

(duration) A yn)

10 target S

Stage [-111 (11 75%)

T min. size | cT1e

e X an Il 65% vs 51% (1A1)
(p=0.0006)

63% vs 56% (IA3)

I-SPY2

114 (29/85)
pCR
wT > AC

+ Pembro
(neoadj T only)
PD-1

[1-111

cT2

60% vs 22%
(grad)

395 [70/325]
pCR
wT > AC

+ Cemi/REGN3767
(neoadj T only)

PD-1

11-111

cT2

53% vs 29%

412(62/350)
pCR

wT > AC

+ Cemi
(neoadj T only)
PD-1

11-111

cT2

31% vs 21%

280 (138/142)

5-yr EFS
Carbo + nabP

+ Atezo
(neoadj only)

PD-L1
[-111 (11: 51%)
cT1c

44% vs 41%
(p=0.66)

174 (88/86)
pCR
nabP - ddEC

Durva. Pbo
(neoadj only)

PD-L1
I-I11 (I: 35%)
cT1b

53% vs 44%
(p=0.287)

Nanda R et al. JAMA Oncol. 2020; Stringer-Reasor E et al SABCS 2022., Isaac, C et al SABCS 2022 Loibl S et al. Ann Oncol. 2019; Loibl S et al. ASCO 2021; Gianni L et al. SABCS 2019; Harbeck N et

al. ESMO 2020; Mittendorf EA et al. Lancet. 2020; Schmid P et al. NEJM 2020; Schmid P et al. NEJM 2022.

[ evo | IMpassion031

333 (165/168)
PCR (ITT; PD-L1+)
nabP > ddAC

Atezo vs Pbo
(1yr)

PD-L1
I-I11 (11 77%)
cT2

58% vs 41%
(p=0.0044)
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Evaluating Platinum Therapy in Pre-operative Regimens
Addition of neoadjuvant carboplatin

CALGB 40603 GeparSixto BrighTNess

Paclitaxel 80 mg/m2 weekly (x 12 in up to 16 wks)
Paclitaxel + carboplatin + veliparib (N = 316)

e d Paclitaxel 80 mg/m? once per week x 12 ddAC x4
Mg Paclitaxel 80 mg/m* once per week x 12 ddAC x 4

" Bevacizumab 10 mg/kg once every 2 weeks x 9

Arm 2

A I I I I - I “ L Carboplatin, AUC 6 mg/mL/min, Q3W (4 cydles)
IIIIIIIII. Veliparib, 50 mg, orally BID

2x2 el s |
random assignment Paclitaxel 80 mg/m? once per week x 12 ddAC x 4 . . . . . . - Paclitaxel + carboplatin placebo + veliparib placebo
> NERE)
Arm 3 » Carboplatin AUC 6 once every 3 weeks x 4 B !!!!!.!!!!.l Carboplatmplegcebo Ve)|.panbp|aoebo
Paclitaxel 80 mg/m? once per week x 12 ddAC x 4 IIIIIIIIII.IIIIIII
4 L+ "Carboplatin AUC 6 onceevery 3 weeks x4 NENENENNNNNNNODNDm

Bevacizumab 10 mg/kg once every 2 weeks x 9 B Carboplatin [ Bevacizumab (TNBC)

Research biopsies 8 Non-pegylated liposomal doxorubicin
frozen and fixed [ Paclitaxel

von Minckwitz G, SABCS 2015. von Minckwitz G, Lancet Oncol. 2014, Castrellon AB,
Oncol Rev 2017, Sikov JCO 2015, Sikov SABCS 2015, Loibl, S, et al. Lancet Oncol. 2018
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pCR Rates without Platinum around 35%

Carboplatin increases pCR rate to >50% with/without improvement in EFS and OS

GeparSixto CALGB 40603 BrighTNess

Paclitaxel +
NPL Doxo

Paclitaxel 80 mg/m?* qlw x18 4+ NPLD 20 mg/m? Paclitaxel 80 mg/m? qlw x 12 + Carboplatin AUC6 q3w x4 Paclitaxel 80 mg/m? qiw x 12 + Carboplatin AUC6 q3w x4
qlw x18 + Carboplatin AUC 1,5 qiw

1 0 1

3a-DFS 3a-EFS 4a-EFS
@Cb @ Ch

Paclitaxel +
NPLDOXD +

~<22mOxCwn
<22mODCwn
<22mOXCw

@Cb

+Cb 85.8% +Cb 76.5% +Cb 79.3%
0.56 (0.33-0.96) 0.84 (0.58-1.22) 0.57 (0.36-0.91), P=0.02

von Minckwitz G, SABCS 2015. von Minckwitz G, Lancet Oncol. 2014, Castrellon AB, Oncol Rev 2017, Sikov JCO 2015, Sikov
SABCS 2015, Loibl, S, et al. Lancet Oncol. 2018
S
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Phase lll Neoadjuvant Platinum TNBC Study Tata Memorial Centre Hospital,
Mumbai, India

TNBC (1% cutoff for ER & PR) ﬁ y Platinum
Pacli+Carbo =—»>AC/EC

No evidence of M1

s
Fit for anthracycline - ‘ adiotherapy

T1-T4, NO-3 l—. Control _’
Pacli =»AC/EC

Pt Demographics 5
. N=717 Breast conserving surgery
70% = 50 OR

~89% LN+ r Stratification 1 Mastectomy

Platinum Arm:

Paclitaxel 100/m2 + Carboplatin (AUC-2) once per week X 8w*

Menopausal Status Clinical Stage followed by
followed by
(PFE+PETi, POSt) OBC (CT,_3.N0_1, Mo) [Doxorubicin (60/m2) or Epirubicin (90/m2)] + Cyclo (600/m2)

every 2 weeks or 3 weeks X 4 cycles

LABC (cT,/N,;, M)
Primary Objective: EFS
Secondary Objective: OS, pCR

Control Arm: Same as above, without carboplatin

Gupta S et al. SABCS 2022
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Pathological Response to NACT by Age & Rx-Arm

100

Proportions

40

20

Age < 50 years

p<0.001

Path CR

(Breast + Nodes) (Breast)

P=0.042

79.3%

Path CR
(Nodes)

W Control
N Platinum

100

Proportions
8

Age > 50 years

o

7
P=1.0

37.5% 38.1%

Path CR

| (Broast + Nodn;‘

[ P=0.393 J
47.4%

Path CR
(Broast)

73.5% 73.6%

W Control
W Platinum

Path CR
(Nodes)

Multivariable {binary logistic] analysis for factors affecting pCR: Rx-Arm X Age interaction significant in a model including Rx-Arm, Age, cT size, ¢cN status, Family History

Gupta S et al. SABCS 2022
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EFS and OS IN < OR =50 YEARS

E——
Platinum Control
74.2% 61.7%
(68.71 - 79.69%) (55.43 - 67.97%)
h | 0.642 (0.473 - 0.871)
g“ 0.004
Tone pmershe
Platinum Control
| Syear OS |77.1% 65.9%
- _|es%en | @1.81-8239%) (59.82 - 71.98%)
g HR (95% C1)| 0.611 (0.440 - 0.848)
P 0.003

Gupta s et al, GS5-01, SABCS 2022

Time (months)
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Can we reduce the Use of Anthracyclines?

NeoPACT: Neoadjuvant Phase Il Study of Pembrolizumab and Carboplatin plus Docetaxel in TNBC

_ — Treatment (18 weeks) —

Stage I-lll TNBC
T >1 cm or N+
ER/PR £10%

. Primary endpoint:
Carboplatin (AUC 6) Pathological response Adjuvant
every 21 days X 6 cycles therapy
Secondary at provider

N =120

Docetaxel (75 mg/m?) e';dlacggt& discretion

every 21 days X 6 cycles > EFS, 0S, Safety

Patient Demographics
-18% were AA

-39% LN+

-88% Stage II/III dz

» Correlative studies
Pembrolizumab 200 mg

» Blood
every 21 days X 6 cycles > Breast imaging

» Tumor tissue

Priyanka S ASCO 2022 Abstract
eSS
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Can we reduce the Use of Anthracyclines?
NeoPACT: Neoadjuvant Phase Il Study of Pembrolizumab and Carboplatin plus Docetaxel in TNBC

NeoPACT: pCR results

100%

ALL Node Node ERand PR ER/PR PD-L1 PD-L1
N=109 negative positive <1% 1-10% positive negative
=100 N=68) (N=41) (N=92) (N=17) N=50) N=56)

No patients had disease progression during neoadjuvant treatment.

pCR in TNM stage |, Il, and Ill disease was 69%, 59%, and 43%, respectively
High sTILS a/w improved pCR

28% IRAEs

Prixanka S ASCO 2022 Abstract
N
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r __________ De-escalation?

L * B [ Post-neoadjuvant treatment ]
' \ Chemotherapy

Immunotherapy

{ Evaluation of residual disease } [ Risk of recurrence J

1]

PARPi

EEE— Ki67
RCB I

RCB Il

expression
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CREATE-X Adjuvant Capecitabine in TNBC

+ Capecitabine 1250 mg/m2 bid x 6-8 cycles vs control (N=910)
* 32% TNBC (N=286)

* 95% received anthracycline and taxane neoadjuvant therapy
+ Preselected for poor prognosis

g R e e

€ Oisansefree Survival among Patients with Triple- Negative Disesse O Overalt Survival among Patumts with Trghe Negatve Daease |

104 109

i Coprc tatome
or o

————ene. Copactare i

1 Cortow
oe Q44

i Comtmn

- o« s

o2

Probabuity of Overdl

039 Masend rano for recumence,
wcond cancer, o dewh 034

Mazand rato for death, 032
2 uRO on.-on

~ MNCL00-0%
i H ) . H H
Years vince Randomization

H H ‘ 3

Years vince Randomization
No st Bad No. st gk
Capectabine 109 100 " " @ n Capoctabre 19 i e ” » n
[ " " i “ o . Controd w 5. Lo L] 2

Masuda N et al. NEJM 376:22 2017

Triple-Negative PAMS0 Non-Basal Breast Cancer
Subtype Predicts Benefit from Extended Adjuvant
Capecitabine

Karama Asleh’™ Ana Liuch™**, Angeia Goytam', Cartos Bamos®™”, Xue QG Wang', Laura Torreciin™*
Donguia Gao', Manus! Ruz-Borrego™ . Samue! Leung', Joss Bines' ™, Angel Guerrero-Zotano™ "

Jose Angel Garcia-Shenz™ ¥ Juan Miguet Cojatvo™**, Jesus Merrare’ Roberto Torres ",
Juan Oe a Habe-Rodnguez ' ™ Francisco Aysla’ ™, Menry Gomer” "' ™ Federico Rogo" ™
Torsten O Natsen', and Migus! Martn ' #

T

i e

Asleh K et al, Clin Cancer Res 2022

et
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EA 1131 ECOG-ACRIN Adjuvant Capecitabine

- cancer research group S R ~. - F
c A C?rbqp_latln AUC 62 or o
Patients with: R N Glspiatingsmam L
: . ‘i treating provider discretion

' Clinical stage I/l E Tissue Smelss.l o0 D {)1 evergg weeks x 4 cycles) L
TNBC at diagnosis E PAMS50 Analysis o o

. T +/-ANAC N M (basal vs — .
N M (1:1) w
. > T1c in the breast I non-basal subtype) , )

at definitive surgery

N Z — U
(any N) G c Capecitabine 1000 mg/m2 P

D1-14 every 3 weeks x 6 cycles

N=410 (planned 775)
Primary endpoint- iDFS in pts with basal subtype TNBC

Mayer | et al. ASCO 2021, JCO:39 (23): 2539-2551
S
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EA 1131 ECOG-ACRIN Adjuvant Capecitabine

5% interim analysis

HR for platinum/capecitabine 1.09 (0.62-1.90) SryeaniCEoby Teatment andiintinsic oblype
. - Nonbasal capecitabine
The study was stopped on 3/25/2021 (‘)g | s Nmlionsl plelio
o : — Basal capecitabine
3-year iDFS-Basal subtype = 08 - = = Basal platinum
1.0 4 —— Capecitabine E 0.7 +
0.9 - » - = = Platinum g 0.6 4
. i o A
é. 0.8 a 05 e bt
= %71 ~ 0.4 i _—
-g 0.6 %) 0 3 ] atinum pecitabine
9 0.5 - LOL . Basal subtype 3-year iDFS 42% (95% ClI, 30 to 53) 49% (95% ClI, 39 to 59)
= = 0.2 HR = 1.06 (95% RCI, 0.62 to 1.81)
; 0.4 4 0.1 1 Nonbasal subtype 3year iDFS  46% (95% C1, 2510 65)  69% (95% C, 45 t0 83)
- 0.3 - Platinum Capecitabine 4 HR = 1.94 (95% Cl, 0.69 to 5.45)
e 0.2 3-year iDFS 42% (95% CI, 30 to 53) 49% (95% CI, 39 to 59) T T T T T T T
0.1 4 HR = 1.06 (95% RCI, 0.62 to 1.81) 0 6 12 18 24 30 36 42
. . . . . . . Time Since Random Assignment (months)
0 6 12 18 24 30 36 42 —_—
Time Since Random Assignment (months) Nonbasal Capecitabine 46 37 26 16 11 6 3 2
No. at_risk_: Nonbasal Platinum 41 35 23 17 1 9 5 4
:ap_"c"ab'"e 158 112 74 5‘7’ 48 24 15 o Basal Capecitabine 158 112 74 60 48 24 15 a4
i . A = s W 9 Basal Platinum 198 99 68 47 30 20 13 4

Mayer | et al. JCO:39 (23): 2539-2551
S
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OlympiA: Adjuvant Olaparib for gBRCA1/2

Post NACT
. Olaparib 300mg BID
High-risk HER2- e CL"::;":P:i';G . for 12 months
with germline :nop core >3 (+ endocrine
BRCA1/2 therapy if HR+)
mutation [ ] [ ] [ Primary: iDFS
— —

Post Neoadjuvant
or Adjuvant

Secondary:
DDFS, OS,

Chemotherapy BRCA-associated
containing at cancers, HRQol,
least 6 cycles Post ACT Safety

with

*TNBC: > pN1or>pT2
*HR+ : > 4+ nodes

-

* 72% BRCA1, 82% TNBC
* 50% post NACT

anthracycline
and/or taxane

[P S ——

Tutt et al. N Engl J Med. 2021;384(25):2394-2405, Tung N npj Breast Cancer 2022: 8(47)
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Olym piA 3.5 years of median follow-up

_100 1 B4
89.7

§, 86.1 27

2 80 884

>

= g 773 754

® B0 Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate

£ 8.8% (95% Cl: 5.0%,12.6%)  7.3% (95% Cl: 3.0%, 115%)

@

© 40

g —— Olaparib (134 events)

2 20{ — Placebo (207 events)

g Stratified hazard ratio 0.63 (95% CI: 0.50, 0.78)

0 L T T T T 0 T T T T ¢
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)

Olaparb 921 825 T 738 694 603 495 382 293 204
Placebo 915 807 765 75 656 571 459 370 293 187

* No increase in MDS/AML compared
to placebo

* Most toxicity grade 1/2; nausea
most common

* Grade 3: Anemia 9%, fatigue 2%,
neutropenia 5%

Tutt et al. N Engl J Med. 2021;384(25):2394-2405; Geyer CE et al. Annals of Oncology 2022;33(12): 1250

100 —_— 94.4
s N 88.0 865
= 90.3
S 804
§ 840 81.0 79.1
3 60 4 Difference: 3 Yr. DDFSrate Difference: 4 Yr. DDFS rate
2 7.0% (95% Cl: 3.5%, 10.6%)  7.4% (95% CI: 3.6%, 11.3%)
@ 40
3 ~— Olaparib (107 events)
% 204 Placebo (172 events)
g Stratified hazard ratio 0.61 (95% CI: 0.48, 0.77)
04
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 828 784 746 698 609 501 391 302 209
Placebo 915 818 e 728 670 582 471 379 300 193
98.0
1004 950 928 498
96.9 o .
. 804 : 89.1 86.4
= Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
= 3.8% (95% CI:0.9%, 6.6%)  3.4% (95% CI: -0.1%, 6.8%)
= 601
=
b 40 4 Olaparib (75 deaths, 70 due to breast cancer)
©
§ Placebo (109 deaths, 103 due to breast cancer)
(¢]
20 1 Stratified hazard ratio 0.68 (98.5% ClI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015
0 -
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218
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KEYNOTE-522

1004—=bat

90 Pembrolizumab-chemotherapy

I R e
el R =i ]

80

70 Placebo-chemotherapy

| 3 yr EFS: 84.5% vs. 76.8% |

404

304

Percent of Patients Free from Event
w
o
1

20+
104 Hazard ratio for event or death, 0.63 (95% Cl, 0.48-0.82)
P<0.001

c T T T
0 3 6 9

T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51
Month

Event-Free Survival (%)

N=1174, Stage lI-lll TNBC

Neoadjuvant Carboplatin/taxol-AC/EC
Neoadjuvant and Adjuvant Pembrolizumab
vs. Placebo

Adjuvant Capecitabine not allowed

100 — 94.4%
pCR Yes
90 192.5% Hazard ratio for an
N : event or death, 0.73
80 (95% Cl, 0.39-1.36)
i3 1
!
60 .||J¢( - pCR No
156.8% ™ Hazard ratio for an
50 e Luu ) event or death, 0.70
' (95% Cl, 0.52-0.95)
40 — :
30 | —— Pembrolizumab-Chemotherapy Responder :
—— Placebo-Chemotherapy Responder :
20 Pembrolizumab-Chemotherapy Non-Responder
10 — Placebo~Chemotherapy Non-Responder "
1
!
O Tr—T T T T T T T 71711171711
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

Schmid P et al. NEJM 2022;386:556-67
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GeparNuevo

A _ IDFS
& 100 -
.g 90 - 85.6%
® 804
=2
£ 701 77.2%
@ g0
g 5o
g 404 + Censored
§ 30 4 Placebo 22/86 events
o 20 4 Durvalumab 12/88 events
% 1o | Stratified logrank P = 0.0356
Stratified HR durvalumab to placebo: 0.48 (95% Cl 0.24-0.97; P = 0.0398)
Z o
£ T T T T T
0 12 24 36 48 60

Time (months)

Overall survival rate (%)

70 4
60 4
50 4
40
30
20 4
10 4
0

83.5%

+ Censored
Placebo 15/86 events
Durvalumab 4/88 events

Stratified logrank P = 0.0056

- DDFS
& 100 91.7%
@
-— 90 4
s
E 80 -
T 70 78.4%
® 60
§ 50 4 + Censored
g 40 - Placebo 20/86 events
@
@ 30 - Durvalumab 7/88 events
2 2041 Stratified logrank P=0.005
§ 10- '
g Stratified HR durvalumab to placebo: 0.31 (95% Cl 0.13-0.74; P = 0.0078)
[=] 0 T T T T T
0 12 24 36 48 60
Time (months)
os

100 4 95.2%
% W
80 4

Stratified HR durvalumab to placebo: 0.24 (95% CI 0.08-0.72; P = 0.0108)

0

T T T

12 24 36
Time (months)

48 60

Loibl S et al. Annals of Oncology 2022:33 (11):1149-1158
B T
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GeparNuevo

—— PCR Durvalumab
pCR Placebo

= Non-pCR Durvalumab

— Non-pCR Placebo

IDFS

A 1004 L 95.5%
< R 1] R TN
< 901
2
S 80-
©
.g 704
2 60- 69.7%
.E 50 4 —H—
@
& 40 +Censored
.g Placebo, non-pCR 15/48 events
'g 301 Durvalumab, non-pCR 9/40 events
2 oo Placebo, pCR 7/38 events
] Durvalumab, pCR 2/47 events
£ 104 Logrank P=0.0071

0 T T T T T

0 12 24 36 48 60

Time (months)

Distant disease-free survival rate (%) W@

DDFS
100.0%
100 H—t i HHHH
904 86.1%
80 4
70
60 4
50 4
404 +Censored
Placebo, non-pCR 14/48 events
301" Durvalumab non-pCR 6/40 events
20 Placebo, pCR 6/38 events
Durvalumab, pCR 0/47 events
104 Logrank P=0.0012
0 T T T T T
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Safety data of combination with immunotherapy

¢ miSen e Phase II study of pembrolizumab and
capecitabine for triple negative and
hormone receptor-positive, HER2-
negative endocrine-refractory metastatic Cancer Cell & CelPress
breast cancer

Ami N Shah ©," Lisa Flaum," Irene Helenowski," Cesar A Santa-Maria,”

Sikcn ek, Mad Raciemalo, Vil Hataco” Desr Femttom, Durvalumab with olaparib and paclitaxel for high-risk
' HER2-negative stage Il/lll breast cancer: Results
from the adaptively randomized I-SPY2 trial

Lajos Pusztai,"“*" Christina Yau,” Denise M. Wolf,” Hyo S. Han,’ Lili Du,” Anne M. Wallace," Erica String-Reasor,’

Judy C. Boughey,” A. Jo Chien,” Anthony D. Elias,” Heather Beckwith,'” Rita Nanda,’ ' Kathy S. Albain,'* Amy S. Clark,*
Kathleen Kemmer,'* Kevin Kalinsky,'“ Claudine Isaacs,'® Alexandra Thomas,'’ Rebecca Shatsky ° Theresa L. Helstan o
Andres Forero-Torres,” Minetta C. Liu,” Lamorna Brown-Svngan Emmanuel F. Petricoin,' Julia D. Wulfkuhle,'

Smita M. Asare,”” Amy W’lson ’Ruby Sung‘lrao ‘Laura Sit,” Gillian L. Hirst,” Scott Berry,”' Ashnsh Sanil,”' Adam LAsare o
Jeffrey B. Matth “Jane Melisko,” Hope S. Rugo Richard B. “W. Fraser

Doug Yee,'” Laura J. van (Veer Nola M. Hylton,” Angela M. DeMichele,'* Donald A. Berry,”’ and Laura J. Esserman’

Shah et al. J immunotherapy of cancer 2020:8:e000173, Pusztai L et al. Cancer Cell 2021:39:989-998
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Treatment Algorithm for Early-Stage TNBC

STAGE | STAGE II-1lI

Tumor size
<1.5cm 1.5-2.0 cm

Surgery as first . Neoadjuvant TCb/ddAC-Pembrolizumab
Neoadjuvant ddAC-T (If anthracycline contraindicated: TCb-Pembrolizumab)

pCR  RD (no gBRC/RD (gBRCA) pCR RD (no gBRCA  RD (gBRCA)

Adjuvant No BambIoimat Olaparib
therapy SSICInllml Capecitabine J| Olaparib | Pembrolizumab +

(e.g.,, TC) therapy = Cabgciiabine Pembrolizumab

Erica Stringer-Reasor ASCO 2023
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OVERLAPPING INDICATIONS IN THE ADJUVANT SETTING
Olaparib and Pembrolizumab: Option for sequential approach?

In Olympia, olaparib could be initiated up to 12 weeks after the last Iocal treatment
W 38-48
Olaparib

2-6w
Neoadjuvant systemic therapy s 4 6w Radiotherapy
20-24 weeks - 4-6 weeks ﬁ 52 weeks

000002800 BOR0ABA0G
00000 O B 8 8 O

P: pembrolizumab 200 mg Q3w [ ]

P: pembrolizumab 400 mg Q6w

Kevin Punie, ESMO Breast 2023
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BRE12-158: A Postneoadjuvant, Randomized Phase Il Trial of Personalized Therapy
Versus Treatment of Physician’s Choice for Patients With Residual TNBC

Biomarker ctDNA : BRE 12-158

Phase 2 randomized

= CtDNA-negative
= ctDNA-positive

HR = 1.93 (1.05 t0 3.52)
Pvalue = .033

trial of genomically 100
directed therapy after ~ 751
preop chemotherapy &
for TNBC patients @ 8
Q %.
0
No. at risk:
Negative 53
Positive 93

1 1 1

12 24 36 48 60 72

Time (months)

a B B
59 4 18

6
7

4
2

1
0

=~ ctDNA-negative
100 = (tDNA-positive
L 75
g 50
HR = 2.68 (1.32 to 5.46)
Q %4 Pvalue = .0065
0 12 24 36 48 60 72
Time (months)
No. at risk:

Negative 53 43 356 25 6 4 1
Positve 93 61 47 19 8 3 0

= ctDNA-negative

100 4 ~— ctDNA-positive
75 - \{ ' ' '*"‘““m_q‘:-m*"“_‘
50 -

HR = 2.64 (1.18t0 5.91)
Pvalue = 018

0S (%)

25 4

1 I L 1 I 1

0 12 24 36 48 60 72

Time (months)
No. at risk:
Negative 53 46 39 26 7 4 1
Positve 93 74 54 23 10 4 0

Schneider B et al. JCO 2021;40 (4):345-355
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Take Home Messages

* Neoadjuvant chemotherapy with carboplatin, taxane, and anthracycline-based regimens with
pembrolizumab is currently considered SOC for patients with stage II-IIl TNBC (kN522).

* In patients with contraindications to anthracycline chemotherapy, neoadjuvant therapy with
carbopaltin, taxane and pembrolizumab may be considered (NeoPACT)

* It's recommended to continue pembrolizumab in adjuvant setting for six months per
KEYNOTES522 for both PCR and non PCR patient.

* Combination therapy with pembrolizumab and capecitabine or olaparib can be considered for
high-risk patients (non pCR), despite lack of randomized trial data.
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FUTURE DIRECTIONS

Optimizing therapy — Escalation / De-escalation based on prognostic biomarkers.

Improved biomarkers needed beyond pCR particularly in the era of neoadjuvant
therapy including checkpoint inhibitor:

- Tissue biomarkers

- Liquid biopsy: ctDNA to detect MRD (minimal residual disease)

New therapy — Antibody-Drug Conjugates (ADCs), Targeted therapies, Combinig
agents with immune checkpoint inhibitors.

Her 2 low subtype.
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