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Risk of Recurrence and Treatment Strategies for
HR+/HERZ2- Early Breast Cancer Patients

Risk of Low Moderate High
Recurrence L—

< Endocrine Therapy >

< Chemotherapy ——

Therapy Fasching P, et al. ESMO 2024 i -
Loi S, et al. ASCO 2024 < RIbOCICIIb >
Loi S, etal. Asco 2024 Abemaciclib
Garber JE, et al. saBcs 2024 Ola pa rib

(if BRCA1/2+)



monarchE: Adjuvant Abemaciclib for HR+/ HER2- High-Risk EBC

ITT population*

(includes both Cohort 1 and Cohort 2) On-study treatment period
[ \ 2 years
COHORT 1:
High-risk based on T
COHORT 1 clinicalgpathological features Abemacicllb
(150mg twice daily)
91% - 24 ALN OR * .
HR+. HER2- + 1-3 ALN and at least 1 of the Endocrine Therapy'’ Follow-up period
N de’P iti ’ below: R1:1 Endocrine Therapy
ode-rositive, . N = 5637* 3-8 years as clinically
ngh' risk EBC - Grade 3'dlsease indicated
- Tumor size 25 cm |
J Endocrine Therapy'
Cohort 2 Cohort2: [ |
i hori . . . c A
9%, High-risk based on Ki-67 .Stll;aglfiei for: . | Primary Objective: IDFS !
| - - 1-3 ALN and Ki-67 220% rior chemotherapy 1 gecondary Objectives: IDFS in high Ki-67
+ <Grade 3 and/or tumor <5 cm * Menopausal status I

populations, DRFS, OS, safety, PK, PROs |

I
N e - —————— === /

* Region

*Recruitment from July 2017 to August 2019.
tEndocrine therapy of physician’s choice [e.g., aromatase inhibitors, tamoxifen, GnRH agonist].

44% premenopausal / 95% (neo)adjuvant CT / 60% 2 4+ LN / 44% Ki 67 2 20%

Harbeck N et al, ESMO 2023



e 1001 92.7 (A=2.8) 100
= : 89.2 (A=4.8)
90 4 86.0 (A=6.0 —
S 89.9 i (4=8.0) g3 6 (A=7.6) 3 907
= i Q 84.4 _— g
5 80 i : 80.0 ' S 80+
2 ‘ 76.0 =
70 4 I 1 I | =
g I I | I 5 70+
Lll: I 1 | } CD
%0 I I : Q60
® 3]
@ 50 L 50 -
D Number of IDFS events I
- — . . w
O 407 Abemaciclib + ET ET Alone S 404
G.) —
% 30 407 585 &J 304
© 20 ‘ HR (95% CI): 0.680 (0.599, 0.772) '
| 1 ; 20
£ | Nominal p <0.001 =
10 " O 10 i : |
2-year abemaciclib treatment | I | | 2-year abemaciclib treatment | | : I
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12
Time (months)
Number at risk Number at risk
Abemaciclib + ET 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74 0D Abemaciclb+ET 2808 2630 2567
ET alone 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67 0 ET alone 2829 2660 2590

monarch-E: Mature data on IDFS and DRFS benefit

94.0 (A=2.5) 0.9 tamdict)
. A=&, _
e , ?8'4 (4=8-3) g0 (A=6.7)

| R T

86.7!

Abemaciclib + ET ET Alone

345 501

E Number of DRFS events
HR (95% CI): 0.675 (0.588, 0.774)

Nominal p <0.001

30 36 42 72

18 24 48 54 60

Time (months)
2500 2434 2375 2313 2258 2141 1202 500 75 0
2499 2410 2327 2243 2176 2032 1161 488 72

54 months median follow-up

Harbeck N et al, ESMO 2023



monarch-E: Fewer deaths in the Abemaciclib Arm in ITT

100 o
I I
90 - | | w
I 1 I 1
| 1 1 1
80' ! 1 | 1
I : I | 500_
gg 70 : : : :
= 50 Number of OS events : :
2 Abemaciclib + ET  ET Alone : : .y
3 50 208 234 | |
= HR (95% CI): 0.903 (0.749, 1.088) : : g
— 40- — 1 1 9
g p_0.284 | | gSOO_
O 3 ; : : : s
I 1 I I g
| 1 I 1 8
20 - ; ; : : £ 200
! I I | 2
10_ | 1 I 1
2-year abemaciclib treatment : : :
0 periOd T lI T Il T II T 1 100+
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
Number at risk
Abemaciclib + ET 2808 2666 2614 2566 2518 2455 2407 2373 2260 1271 528 80 0
ET alone 2829 2705 2664 2599 2545 2496 2440 2382 2243 1279 538 77 0

0S IA3 (ITT)

Data cutoff 03 July, 2023

138

54

—---\

269

47

Survival Status

Alive with metastatic disease
I Deaths due to BC

Deaths not related to BC

L. ® § § § |

abemaciclib+ET

ET

Harbeck N et al, ESMO 2023



Prognostic utility of ctDNA detection in the monarchE trial

Biomarker cohort (n=910)

Methods '
enriched for IDFS events CtDNA detection
. . ctDNA cohort ctDNA detection,
[ monarchE ITT J » Serial Testing: 0, 3, 6, 24 months (N=910) n (%)
[
« ctDNA detection was performed in i i _
ET slone per Baseline Negative (-), 840 (92)
n=2829 blood samples using the undetected

*Case-cohort design:
Stratified random sampling of ITT
+ all patients with IDFS events

[ monarchE biomarker population )
n=1397

WES cov tumor =300x and normal =80x

monarchE biomarker WES
n=1173

lPatients with sufficient plasma and WES

-

monarchE ctDNA cohort
n=910

pS | A
.

. . Longitudinal analysis
[ Baselknfgigalysm J [(21 post-baseline sample)}
n=889

personalized, tumor informed
Signatera™ ctDNA assay
(Natera, Inc) utilizing whole exome
sequencing (WES) of the primary
tumor to inform ctDNA assay
development.

» Largest prospective evaluation of
prognostic capacity of ctDNA

Persistently — 749/831* (90)

Became + 82/831* (10)
Baseline Positive (+),
detected 70 (8)
Persistently + 34/58** (59)
Became - 24/58* (41)
(undetected)

Loi S, etal. ASCO 2024




Prognostic utility of ctDNA detection in the monarchE trial

Baseline ctDNA Detection Is Associated with Worse OQutcomes

100

S

s

i

>

a 78 Baseline Analysis*

© N=910

o

w 50 Baseline (-), Baseline (+),
e undetected detected
S N=840 N=70

7]

[=) IDFS event

25 !

F " (%) 191 (23) 56 (80)
S 4-year IDFS rate, % 79.1 20.0

£ 0 | (95% CI) (76.4-82.0) (12.5-32.0)

0 12 24, 36 48 60 Log-rank test Nominal p-value < 0.0001
Time (month)
Number atrisk
Baseline (-) 840 805 741 682 621 162
Baseline (+) 70 41 23 16 14 3
Patients who were ctDNA+ at baseline were more likely to experience an IDFS event compared to those
who were ctDNA- at baseline (80% vs 23%, respectively)

Loi S, etal. ASCO 2024



Prognostic utility of ctDNA detection in the monarchE trial

Dynamics of ctDNA Detection on Treatment is Associated with Outcomes

__ 100
=
g
= | Longitudinal Analysis
= 75 (N=889)*
® Baseline (-), Baseline (+),
:._j undetected detected
X 50 N=831 N=58
4 : N . Became -
_ﬁ Persistently Became + Persistently + (undetected)
S 25 N IRZEICH) 82 (10) 34 (60) 24 (40)
=2 IDFS event,
: ol 107 (14) 76 (93) 34 (100) 10 (42)
= 0; 4yearIDFS = g7 5 11.0 58.3
rate, % ) . NA :
0 12 24 36 48 60 ; (85.1-89.9)  (5.9-20.3) (41.6-81.8)
i Time (month) (95% CI)
Number at risk
Persistently — 749 731 691 664 611 162
Became — 24 23 15 14 14 3
Became + 82 70 46 17 9 0
Persistently + 34 18 8 2 0 0
Patients who remained Persistently + or Became + on treatment were more likely to experience an IDFS
event compared to those who Became — (undetected) or remained Persistently —on treatment

Loi S, etal. ASCO 2024



Prognostic utility of ctDNA detection in the monarchE trial

Median Lead Times from ctDNA Detection to IDFS Event

Median time to IDFS event,

ctDNA subgroup N IDFS event (%) months (range)
Baseline + 70* 56 (80) 12 (0-43)t
Persistently + 34/58** 34 (100) 15 (2-43)1
Became — *% - T
(undetected) 24/58 10 (42) 19 (4-32)
Became + AoV
(Baseline ) 82 76 (93) 7 (0-48)

|

Overall, patients who were ctDNA+ had a relatively short lead time from ctDNA detection to IDFS }

event, with shortest lead time observed in patients who Became + on treatment

Loi S, etal. ASCO 2024



Implication of early ctDNA detection T

» Detection of ctDNA+ provides an opportunity to <’m>
|. Identify molecular relapse prior clinical recurrence N
II. Allow introduction of therapy to delay or reverse recurrence %

« While ctDNA is prognostic, is it also predictive of treatment response?

« Which is the optimal assay?
» Does the early detection of ctDNA translated to cost-effective modifiable early interventions?

« Otherwise, creating unnecessary anxiety (if positive) and false reassurance (if negative)



Ribociclib and endocrine therapy as adjuvant treatment in patients
with HR+/HER2- early breast cancer: primary results from the

Phase Ill NATALEE trial

» Adult patients with HR+/HER2- EBC Ribociclib
* Prior ET allowed up to 12 mo 400 mg/day
* Anatomical stage I1A2 3 weeks on/1 week off
« NO with: for3y
» Grade 2 and evidence of high risk:
- Ki-67 2 20% NISYAY

» Oncotype DX Breast Recurrence Score = 26 or Letrozole or

. G rl;igz gsk via genomic risk profiling R 1:1¢ anastrozoledfor > 5y
. N1 + goserelin in men
- Anatomical stage IIB2 and pr\?vr;\rig?]pausal
 NOorN1
* Anatomical stage I
- NO, N1, N2, or N3 NSAI

Letrozole or

N =5101Fb
anastrozoledfor2 5y

+ goserelin in men
and premenopausal

Menopausal status: men and premenopausal women vs postmenopausal women women
Receipt of prior (neo)adjuvant chemotherapy: yes vs no
Geographic location: North America/Western Europe/Oceania vs rest of world

Randomization stratification
Anatomical stage: Il vs Il

Primary End Point
— IDFS using STEEP criteria

Secondary End Points
— Recurrence-free survival
— Distant disease—free survival
- OSs
— PROs
— Safety and tolerability
- PK

Exploratory End Points
— Locoregional recurrence—free
survival
— Gene expression and alterations in
tumor ctDNA/ctRNA samples

Slamon D, et al ASCO 2023



NATALEE: iDFS in ITT population

Significant iDFS benefit with RIB + NSAI after the planned 3-year treatment

100 I I
90.8% | I 88 5%
2
o- 80- l I
£ | ! 83.6%
c A2.7% | !
1 1
o 60 - |  A4.9%
o 1 1
S | :
@ | i
S 40 : !
§ Median follow-up for iDFS, 44.2 mo? E i
£

Events/n (%) 263/2549 (10.3) 340/2552 (13.3)
Hazard ratio (95% CI) 0.715 (0.609-0.840)
04 Nominal 1-sided P value <0.0001
T T T I I T 1 T ¥ I I T
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
RIB + NSAl 2549 2351 2275 2207 2133 2078 1843 1480 914 155 8 0
NSAIl alone 2552 2240 2168 2082 2006 1935 1687 1366 848 150 6 0

Fasching P et al, ESMO 2024



NATALEE: iDFS by Stage

RIB + NSAI demonstrated an increasing magnitude of iDFS benefit over time for
stage Il/lll disease

Stage Il

Stage lli

1
1
100 -} - 100
I
;:- 80 : 1; 80 -
g i g
® 60 - g 60-
£ 1 £
@ 1 @
2 I &
% 40+ : : - ! % 40
s Median follow-up for iDFS, 47.4 mo ! [ 3
. RIB + NSAl | NSAI alone . RIB + NSAI NSAI alone
- Events/n (%) 62/1012 (6.1)  96/1034 (9.3) B Events/n (%) 200/1527 (13.1)  244/1512 (16.1)
o4 Hazard ratio (95% Cl) 0.644 (0.468-0.887) o Hazard ratio (95% Cl) 0.737 (0.611-0.888)
(I) tIB 1l2 118 2I4 310 3I6 4]2 4IB 5l4 6l0 6l6 (') é 1I2 1I8 2I4 3l0 3:3 4|2 4:3 5I4 GIO 6I6
Months . Months
No. at risk No. at risk
RIB + NSAl 1012 931 904 885 862 846 825 796 513 95 7 0 RIB+ NSAlI 1527 1410 1362 1313 1262 1223 1009 676 398 60 1 0
NSAl alone 1034 948 924 894 874 848 812 772 494 85 5 0 NSAlalone 1512 1288 1240 1184 1128 1083 871 590 352 65 1 0

* 60% of patien

ts
Fasching P et al, ESMO 2024



NATALEE: by Nodal Status

RIB + NSAI showed an increasing magnitude of iDFS benefit over time for patients with
NO or N1-3 disease

N1-3

1 1
i 1 1 1
1004 - i | } 92.1% 100 e 904% i | 8.0
_ﬁ _— M_Hv’.“ﬁ“l , - e y L 5 0
£ o 90.8% | § £ a0 BTT%| T e
- 187.0% 3 , i
2 I i S | | 83.0%
: A2.6% i I A5.10 ; % b i
- . 1A5.1% — g 60- A2.7%] .
s i i i ; I A5.0%
g 3 5 ; I I
£ “| Median follow-up for iDFS, 49.1 mo| i ¢ *°7 Median follow-up for iDFS, 44.2 moj :
g RIB + NSAI | NSAI alone g ] RIB + NSAI NSAI alone
- Events/n (%) 23/285(8.1)  38/328 (11.6) - Events/n (%) 240/2261 (10.6)  301/2219 (13.6)
o4 Hazard ratio (95% Cl) 0.666 (0.397-1.118) .| Hazard ratio (95% ClI) 0.731(0.617-0.866)
o & 12 18 24 30 3% 4 48 54 60 66 o & 12 18 24 30 3% 4 48 54 60 66
i Months X Months
No. at risk No. at risk
RIB + NSAI 285 262 258 250 244 240 230 221 156 37 2 0 RIB+ NSAI 2261 2086 2014 1954 1886 1835 1612 1258 758 118 6 0
NSAIl alone 328 300 294 287 277 270 252 234 156 33 2 0 NSAlalone 2219 1937 1872 1793 1727 1663 1433 1130 689 117 4 0

28% of patients, T2 = 75%, mostly G2-3

* 60% of patients (41% N1, 19% N2/3)

Fasching P et al, ESMO 2024



NATALEE: Age group analysis
RIB + NSAI showed IDFS benefit in patients aged <40 and 240 years

100 1 : o s : 90.7%
90 P00 % . o N
o 801 I o 80 i
°\_\ i 1 85 00/ °\. 1 879 0/0
> 70 i .0% > 707 :
= | 1 = | 1
- M ' A5.1% 3 60 ' A2.8%
§ oo : 5w :
5 4] <40 y | s w] 240 Yy :
2 30 Median follow-up for iDFS: 33.1 months E — Median follow-up for iDFS: 33.3 months
(=] RIB + NSAI NSAI alone a RIB + NSAI NSAI alone
201 Events/n 22/250 37/293 201 Events/n 204/2299 246/2259
101 3-y iDFS rate, % 90.1 85.0 101 3-y iDFS rate, % 90.7 87.9
041HR (95% Cl) 0.546 (0..321-0.929) 04 HR (95% CI) 0.780 (0.648-0.939)
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
RBaHel 550 2% 88 9% M02n1t1hs 164 106 42 2 0 e alink WieD
+
NSAlonly 293 241 234 216 184 146 90 30 0 REilony 9% 3000 7935 1se4 1781 1451 o7 B3 % 0
@& =

* iDFS benefit of RIB + NSAl was observed regardless of menopausal status?
* <40 y: premenopausal (n=513)—HR, 0.592 (95% CI, 0.345-1.013); postmenopausal (n=30)—not estimable due to small sample size
* 240 y: premenopausal (n=1744)—HR, 0.730 (95% CI, 0.522-1.019); postmenopausal (n=2814)—HR, 0.812 (95% ClI, 0.649-1.016)

* The absolute differences in 3-y IDFS rates between the RIB + NSAIl and NSAI-only arms, when adjusted for menopausal status and prior
neoadjuvant CT, were similar to those without adjustment (A4.0% for pts <40 y and A2.9% for pts 240 y)

>
Loi S et al, ESMO 2024




NATALEE: Age group analysis

Patients aged <40 and 240 years had similar safety profiles
QoL was similar between arms in patients aged <40 and 240 years

EORTC QLQ-C30 physical functioning and global health status were not altered by addition of RIB regardléss of age

©
W
(7]
>
=
Qo
Y
(o]
a
=

TTFD of global

functioning?

health statusP

X 100 RIB + NSAI |NSAI alone
Z Events/n 117/250 116/293
‘.E 80 HR (95% Cl) 0.964 (0.742-1.251)
S
3 60 -
[
o
. h"'_‘1---
c 40 9
o
s
g 20 7
3 <40y
D -
0 6 12 18 24 30 36 42 48 54
No. at risk Months
RIB + NSAI 250 172 155 135 110 80 45 20 0 0
NSAI only 293 179 144 119 98 65 39 14 0 0
2 100 -
= RIB + NSAI | NSAI alone
= 80 - Events/n 161/250 157/293
§ HR (95% Cl) 1.060 (0.848-1.325)
o
S 60
[
o
T 40
o
©
& 207
% <40y
8 o-
0 6 12 18 24 30 36 42 48 54
No. at risk Months
RIB + NSAI 250 143 117 92 77 55 36 1 0 0
NSAI only 293 155 118 95 68 30 14 (1] 0

Deterioration-free probability, %

No. at risk
RIB + NSAI
NSAI only

Deterioration-free probability, %

No. at risk
RIB + NSAI
NSAI only

o]
o

o

100 =

80

60

40

20 =

iy
o
o

1

[22]
o
L

S
o
1

[
o
1

RIB + NSAI | NSAl alone

Events/n 1136/2299  1080/2259
HR (95% Cl) 0.984 (0.906-1.070)

240y

0 6 12 18 24 30 36 42 48 54
Months
2299 1500 1239 1070 920 721 446 134 8 0
2259 1420 1122 976 847 657 409 125 7 0

240y

RIB + NSAI | NSAl alone

Events/n 1395/2299  1279/2259
HR (95% CI) 1.049 (0.972-1.132)

0

2299
2259

6

1329
1279

12

1007
976

18 24 30 36 42 48 54

Months
833 696 525 310 95 7 0
818 676 518 318 105 3 0

Loi S et al, ESMO 2024



NATALEE: Key Secondary Endpoints

RIB + NSAI continued to improve DDFS and showed a positive trend for OS

DDFS

100 o e

OS

- 100 -
¥ 80 ey DS 80
2 o S 60+
£ . z
Median follow-up for DDFS, 44.2 mo z Median follow-up for 0S, 44.3 mo
9 40 2 40+
s RIB + NSAI NSAI alone 3 RIB + NSAI NSAI alone
g 204 Events/n (%) 240/2549 (9.4) 311/2552 (12.2) .04 Events/n (%) 105/2549 (4.1) 121/2552 (4.7)
Hazard ratio (95% CI) 0.715 (0.604-0.847) Hazard ratio (95% ClI) 0.827 (0.636-1.074)
o4 Nominal P value <0.0001 o4 Nominal P value 0.0766
6 é 1I2 1'8 2I4 3l0 3I6 4I2 4I8 5I4 6IO 6|6 (I) ([i 1I2 1I8 214 310 3I6 4[2 4I8 5I4 6"0 6I6
. Months ) Months
No. at risk No. at risk
RIB + NSAI 2549 2353 2282 2215 2146 2089 1854 1487 918 155 8 0 RIB+ NSAI 2549 2404 2336 2300 2260 2217 2080 1648 1032 195 1 0
NSAIl alone 2552 2244 2171 2093 2021 1949 1701 1376 856 152 6 0 NSAl alone 2552 2302 2256 2210 2164 2117 1945 1571 991 204 13 0

Fasching P et al, ESMO 2024



Adjuvant CDK4/6 Inhibitors for Early Breast Cancer:

Abemaciclib vs Ribociclib




Number of Patients

80

70

60

50

40

30

20

10

Adjuvant CDK4/6 Inhibitors for Early Breast Cancer:

Number Needed to Treat (NNT)

67

2 years

3 years

B monarch-E
B NATALEE

13

4 years

5 years

Number of Patients

40

35

30

25

20

15

10

NTT NATALEE

38
31 H N-
N+
20 20 1
NNT =
Absolute Risk Reduction
3 years 4 years

Thanks to Roberto Buonaiuto, Manuscript in preparation



Adjuvant CDK4/6 Inhibitors for Early Breast Cancer:

Number of Patients

20
18
16
14
12
10

A O o

Number Needed to Harm (NNH)
19

B monarch-E
B NATALEE

3

=

1
Absolute Risk Increase

NNT =

monarch-E: Discontinuation rate due to AEs = 18.5%

NATALEE: Discontinuation rate due to AEs = 20.0%

AE G23

Discontinuation

Thanks to Roberto Buonaiuto, Manuscript in preparation



Adjuvant CDK4/6 Inhibitors for Early Breast Cancer:

Abemaciclib Ribociclib

150 mg twice daily 400 mg/day
3 weeks on/1 week off

2 years 3 years
Diarrhea 75% 7% Neutropenia 63% 44%
Fatigue 38% 3% Arthralgia 39% 1%
Abdominal pain 34% 1% Liver-related AEs 27% 9%
Neutropenia 26% 11% QT prolongation 5% 1%
Leucopenia 26% 11% ILD 1.6% 0%
VTEs 1.2% 1.1% VTEs 1.1% 0.6%

Harbeck N et al, ESMO 2023; Fasching P et al, ESMO 2024



Adjuvant CDK4/6 Inhibitors for Early Breast Cancer:

ASCO ESMO-MCBS

Value Framework Net Health Benefit

Adjuvant Setting ESMO-Magnitude of Clinical Benefit Scale
60
- 50 )
B monarch-E Curative
40 B NATALEE B monarch-E
30 >
20 B NATALEE
20
10
0O 0
0
-10 8 .8
-20
Clinical Toxicity Bonus Net
Benefit Score point Health
Score Benefit

Thanks to Alessandra Longobardi, Manuscript in preparation



Patient preferences for CDK4/6 inhibitor treatments in HR+/HER2-
early breast cancer: a discrete choice survey study

. Treatment efficacy — Stage ||
Methods: Stage II: 33%

Stage lll: 34%

— Stage lll

* A web-based discrete choice experiment
survey was conducted among US-based

adult women with seIf—reported stage ||/||| Treatment schedule Venous thromboembolic events
Stage 1I: 0.04% Stage II: 9%
HR+/HER2- EBC Stage Ill: 2% Stage Ill: 7%

* 409 women participated

Diarrhea
Stage II: 29%
Stage Ill: 23%

] Treatment duration
Results and Conclusions: Stage II: 14%

Stage lll: 10%

e Patients prefer adjuvant treatment with
higher efficacy and lower risk of adverse

events. Number of EKGs
Stage II: 3.2%;

Stage lll: 1.1%
e Utility scores were higher for reconstructed Number of blood tests

. L] L L N 0
treatment profiles that resembled ribociclib. Sstage o
tage lll: 6%

Fatigue
Stage II: 12%
Stage IlI: 16%

Erica L Mayer et al, BCRT 2025



OlympiA: Trial Schema

» Local genetic testing or

on-study central screening
(Myriad Genetics Inc.)

» Germline pathogenic or
likely pathogenic BRCA1/2
mutation

+ HER2-negative
(hormone receptor—positive
or TNBC)

« Stage II-lll Breast Cancer
or lack of PathCR to NACT

>

=

Neoadjuvant Group

Chemotherapy

» TNBC: non-pCR Slaparib
 Hormone receptor—positive: 300 mg
non-pCR and CPS+EG score = 3 s twice daily
for 1 year
2 6 cycles
Neoadjuvant =9 Surgery =9 +/- Radiotherapy
Chemotherapy 1:1
=» Randomization
Adjuvant Group N=1836
* TNBC: =z pT2 or =2 pN1
» Hormone receptor—positive: |
2 4 positive lymph nodes - i Placebo
> 6 cycles 0 twice daily
Surgery ==p  Adjuvant = +/- Radiotherapy I for 1 year
!

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)

"Hudis CA, J Clin Oncol 2007

Stratification Factors
* Hormone receptor—positive vs. TNBC
* Neoadjuvant vs. adjuvant

Primary End Point
* |nvasive disease-free survival
(IDFS) by STEEP system!

Secondary End Points

= + Distant disease-free survival’
(DDFS)

Overall survival' (OS)
BRCA1/2 associated cancers
Symptom / Health related QoL
Safety

Concurrent Adjuvant Therapy
» Endocrine therapy
» Bisphosphonates

» Prior platinum-based chemotherapy (yes vs. no) < No 2nd Adjuvant Chemotherapy

Tutt A et al, ASCO 2021, NEJM 2022



OlymplA: Patient characteristics

Olaparib Placebo
(N =921) (N =915)

Hormone receptor status*

Hormone receptor 2 1% / HER2-T

168 (18.2%)

157 (17.2%)

Triple Negative Breast Cancer?*
Menopausal status (female only)
Premenopausal
Postmenopausal
Prior chemotherapy

Adjuvant (ACT)
Neoadjuvant (NACT)

Anthracycline and taxane regimen

Neo(adjuvant) platinum-based therapy

Concurrent endocrine therapy
(HR—positive only)

*Defined by local test results

751 (81.5%)

572/919 (62.2%)
347/919 (37.8%)

461 (50.1%)
460 (49.9%)

871 (94.6%)
247 (26.8%)

146/168 (86.9%)

fFollowing a protocol amended in 2015, the first patient with hormone receptor—positive disease was enrolled in December 2015

TTwo patients are excluded from the summary of the triple-negative breast cancer subset because they do not have confirmed HER2-negative status

758 (82.8%)

553/911 (60.7%)
358/911 (39.3%)

455 (49.7%)
460 (50.3%)

849 (92.8%)
239 (26.1%)

142/157 (90.4%)

Tutt A et al, ASCO 2021, NEJM 2022




OlympiA: Updated analysis of IDFS by HR status

—~ 100+

o

(@]
o

median follow-up of 6.1 years

Triple negative
935 893 86.0 831 816 80.0
Be2 @813 7/5 (58 (35 (08

(0)]
o

AN
o

N
o

o

olaparib (142 events)
placebo (211 events)

1 Median follow-up: 6.3 years

Stratified hazard ratio 0.652 (95% CI: 0.526, 0.805)

ER
100

80 -

60 -

40 1

201

and/or PgR positive
- 928 914 872 829 807 775
894 819 769 720 697 677

olaparib (35 events)
placebo (47 events)

Median follow-up: 5.7 years

Stratified hazard ratio 0.681 (95% CI: 0.437, 1.051)

Invasive disease-free survival (%

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomisation (months)

Number at risk

Olaparib 751
Placebo 758

636
632

579
265

544
219

514
489

463
430

306
282

178
162

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomisation (months)

168
157

140
134

131
118

124
109

116
99

105
82

53
45

15
19

Judy E. Garber, et al. SABCS 2024



OlympiA: Updated analysis of OS (ITT)

100 A %28 90.4 89.4 87.5
80 A 96.9 92.8 89.2 87.2 85.5 83.2
S 4 Year OS rate: 6 Year OS rate:
T 60 Difference (95% CI) Difference (95% CI)
% 3.2% (0.2%, 6.2%) 4.4% (0.9%, 6.7%)
@
T 40- .
o olaparib (107 deaths, 94 due to breast cancer)
5 placebo (143 deaths, 128 due to breast cancer)
20 -
Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)
01—

0 6 12 18 24 30 36 42 48 54 60 ©66 72 78 84

Number at risk Time since randomisation (months)

olaparib 921 846 795 765 728 660 420 224
placebo 915 843 788 739 698 616 390 221

Judy E. Garber, et al. SABCS 2024
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