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How to select patients that will need or not chemotherapy?

N

High risk factors (at least
one):

* Tumor grade lll

* pT3

* pN1 in premenopausal

* pN2 in postmenopausal

Low risk factors (all present):

* Tumor grade |

* pT1

o pNO/i+/mi

* Low baseline Ki67
* No LVI

Adjuvant

Online tools that may help in estimating the benefit of
chemotherapy (https://breast.predict.nhs.uk/tool)
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Current Guidelines for determining High Risk in HER-+/HER2- eBC

FDA,['l NCCNI2 ASCOBI

= 24 positive ALNSs, = 24 positive ALNs
or or

= 1 to 3 positive ALNs and = 1 to 3 positive ALNs and
> 1 of the following: 2 1 of the following:

= Tumor grade 3 = Grade 3
= Tumor size = 5 cm = Tumor size 2 5 cm

ALN, axillary lymph node; ASCO, American Society of Clinical Oncology; BC, breast cancer;, EBC, early breast cancer; ET, endocrine therapy; FDA, US Food and Drug Administration

HER2, human epidermal growth factor receptor 2; HR, hormone receptor; LN, lymph node; NCCN, National Comprehensive Cancer Network

1. Abemaciclib [Pl]. Approved 2017. Revised March 2023; 2. NCCN. 2023. Accessed September 9, 2023. htips://www_nccn.org/professionals/physician_gls/pdf/breast pdf, 3. Giordano SH, et al. J Clin Oncol
2022;40:307-309



Prognostic gene expression-based tests for early-stage HR+/HER2-
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Prognostic gene expression-based tests for early-stage HR+/HER2-

- Biomarkers for Adjuvant Endocrine and

_ Chemotherapy in Early-Stage Breast Cancer:
- ASCO Guideline Update 2022 ASCO Gtiidelinesin HR+/HER2-

I

Fabrice Andre, MD'; Nofisat Ismaila, MD, MSc?; Kimberly H. Allison, PhD?; William E. Barlow, PhD*; Deborah E. Collyar, BSc®;
Senthil Damodaran, MD, PhD®; N. Lynn Henry, MD, PhD’; Komal Jhaveri, MD®?; Kevin Kalinsky, MD, MS'%; Nicole M. Kuderer, MD*;
Anya Litvak, MD'?; Erica L. Mayer, MD, MPH'?; Lajos Pusztai, MD'*; Rachel Raab, MD'%; Antonio C. Wolff, MD'¢; and
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In front of a patient with early-stage HR+/HER2-, if you have doubts about indicating
chemotherapy, a genomic test can help you make that decision:

In post-menopausal patients with-NO.or pN1:
o Genomic low or intermediate risk: hno chemo
o Genomic high risk: chemo

In pre-menopausal patients with pNo:
o Genomic low risk: no chemo
o Genomic intermediate or high risk: chemo or LHRH or both?



A Risk of Distant Recurrence
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414

13 (2.2)
39 (1.8)
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Long term outcomes

20-Year Risks of Breast-Cancer Recurrence
after Stopping Endocrine Therapy at 5 Years

HongehaoPan, Ph.D., Richard Gray, M.Sc., Jeremy Braybrooke, B.M., Ph.D.,

Which patients need additional
modern therapies on top of 5
years of standard endocrine
therapy ?
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Annual Recurrence HR

Annual Hazard Rates of Recurrence for Breast Cancer During
24 Years of Follow-Up: Results From the International Breast

_ Cancer Study Group Trials'T to V
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Risk of Recurrence with eBC: IBCSG Trialslto V

Invasive Disease-Free Survival of Stage I/l

Breast Cancer Patients: RWE US Database 1995-2021
Annual Hazard of BC Recurrence for ER+ BC
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Improving Overall Survival in HR+ Early Breast Cancer

A. Tamoxifen vs No Treatment'
30% reduction in risk of death
Breast cancer mortality A at 15 years: 9.2%

B. Aromatase inhibitor (Al) vs Tamoxifen?
15% reduction in risk of death
Breast cancer mortality A at 10 years: 2.1%

C. 5years ET vs extended AI®
10% reduction is risk of death
Breast cancer mortality A at 15 years: 0.6%

D. Exemestane + Ovarian Function Suppression
(OFS) vs Tamoxifen*

26% reduction in risk of death
Breast cancer mortality A at 12 years: 5.6%

Stephen Johnston, MD, PhD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

1. Early Breast Cancer Trialists' Collaborative Group. Lancet. 2011;378(9793):771-784.

2. Early Breast Cancer Trialists' Collaborative Group. Lancet. 2015;386(10001):1341-1352.
3. Early Breast Cancer Trialists' Collaborative Group. Lancet. 2025;406(10503):603-614.
4.

Francis PA. J Clin Oncol. 2023;41(7):1370-1375.
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Optimizing outcomes in patients with HR+/HER2- EBC



Is There a Role for CDK4/6 Inhibition for Early-Stage HR+ Disease?

Risk of First Recurrence After Primary Treatment
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Cheng L, et al. Cancer Epidemiol Biomarkers Prev. 2012;21:800-809.
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palbociclib
After
neoadjuvant,
high risk
monarchE
abemaciclib
High-risk anatomic factors,
Ki67
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staging

Stage IA

Stage IB TON1mi
TIN1mi

Stage lIA

Stage IIB

Stage IIIA

Stage IlIB

Stage IlIC Any TN3

Randomization stratification
Anatomical stage: I vs IlI

Menopausal status: men and premenopausal women vs postmenopausal women

T1NO

TON1
T1N1

T2NO

T2N1
T3NO
TON2
T1N2
T2N2
T3N1
T3N2
T4NO
T4N1
T4N2

LAXX X

G3, or G2 with Ki-67 2 20%
or high genomic risk®

-~ USSR S QS

Receipt of prior (neo)adjuvant chemotherapy: yes vs no

Geographic location: North America/Western Europe/Oceania vs rest of world

NATALEE

Ribociclib
400 mg/day
3 weeks on/1 week off
for3y

NSAI

Letrozole or
anastrozoled for2 5y
+ goserelin in men
and premenopausal
women

NSAI

Letrozole or
anastrozoled for25y

+ goserelin in men
and premenopausal
women

Primary End Point

= IDFS using STEEP criteria

Secondary End Points
- Recurrence-free survival
- Distant disease—free survival
- 0S
- 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



Ribociclib improved iDFS, DDFS, and DRFS in the

NATALEE node-negative subgroup

iDFS in Node-Negative Subgroup DDFS and DRFS in Node-Negative Subgroup
100
. RIB + NSAI NSAIl alone
90 -
- Efficacy outcome n = 285 n =328
— 80
g 701 DDFS
é 60 Events, n 17 2
; S0 94.3 (90.6-96.6 91.5 (87.6-94.2
3 ok Median follow-up for iDFS: 38.7 months 3-y rate (35% Cl), % R0 200) PO
§ 20 RIB + NSAI NSAI alone Hazard ratio (95% ClI) 0.703 (0.383-1.290)
z Events n/N (%) 20/285 (7.0) = 31/328 (9.5)
E . . DRFS
297 3-Year iDFS rate,% 932 90.6
109 Hazard ratio (95% CI)2 0:723 (0.412-1.268) Events, n 12 23
0 -
0 6 12 N8 24 = 30aage RS S48 54 3-y rate (95% ClI), % 9603 23094 1) 92.5(80.8-95:1)
SOLNIL . ), . 0.580 (0.289-1.170)
RIB+ NSAl 285 262 258 250 244 235 177 67 5 0 Hazard ratio (95% CI) 5 e -
NSAl alone 328 300 294 287 276 . 258 188 80 5 0

2 This was not a preplanned analysis and no formal P value was spent or tested.
DDFS, distant disease—free survival; DRFS, distant recurrence-free survival; iDFS, invasive disease—free survival; ITT, intention to treat; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.
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MonarchE

( \ Cohort 1: High risk based On-study treatment period
HR+, HER2-, node on clinical pathological 2 years

positive high-risk features

« 24 ALN OR T

W EBG * 1-3 ALN and at least 1 of the Abemaplcllb.

. 4 or;wpeonsct)r:] renneonpausal balogr (150mg twice daily)

*Fre- + Grade 3 disease + :

* With or without prior - Tumor size =5 cm Endocrine Therapy: Al or tamoxifen g oc:lovy-upT;I:enod

neo- and/or adjuvant _CMD ndocrine Therapy

chemotherapy N = 5637 3-8 years as clinically

* No metastatic disease indicated

« Maximum of 16 Endocrine Therapy: Al or tamoxifen

months from surgery to

randomization and 12 - N

weeks of ET following {Prlmary Objective: IDFS o , ]
Qe last non-ET / Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO

ﬂﬁ Population \
Stratified for: ® Cohort 1

* Prior chemotherapy Cohort 2
*Menopausal status
*Region

Johnston S, et al. SABCS 2022



MonarchE: iDFS & DRFS
IDFS DRFS
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% Number of IDFS Events | | Number of DRFS Events | | ,
Abemaciclib + ET ETAlone | | ! 30 + Abemaciclib + ET ET Alone | [ |
20- 336 99 | ' ’ 20- 281 21 | I 1
HR (95% Cl): 0.664 (0.578, 0.762) : : : 10 HR (95% Cl): 0.659 (0.567, 0.767) : I l
v l |
0 | | i 6 I I l
0 6 12 18 24/ W30 W% (42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
Number at risk Number at risk
= 2808 2620 2548 2478 2407 2345 2214 1229 521 79 0 s 2808 2629 2567 2500 2434 2374 2244 1251 535 81 0
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*From ITT analysis

Johnston S, et al. SRD 2023; Johnston S, et al. Lancet Oncol 2023



Invasive Disease-Free Survival (%)
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monarchE 5-Year Update: iDFS and DRFS

iDFS: Difference Between Arms 7.6% at 5 Years

92.7 (A=2.8)
89.2(A=4.8) oo (A=6.0)
_— - (83.6(N=T.6)

|
: I 76.0,
1

I 1

Number of IDF S events
Abemaciclib + ET ET Alone
407 585
HR (95% CI): 0.680 (0.599, 0.772)

Nominal p <0.001

I
2-year abemaciclib treatment | : :
period i \ i
Al L Ll

0 6 12 18 24 .30 36 42 48 54 60 66
Time (months)

Number at risk

Abemaciclib + ET 2808
ET alone 2829

490 74
473 67

2621
2653

2549
2573

2479
2474

2408
2374

2347
2281

2284
2195

2220
2125

2095
1974

1175
1124

32% reduction in the risk of
developing an iDFS event

DRFS: Difference Between Arms 6.7% at 5 Years

100

80 1

70

60 1

50 4

40 4

301

201

Distant Relapse—-Free Survival (%)

0

. 94.0 (A=2.5) S G
9 (A=4.
901 91.5 188'4(‘\"5'3) 86.0 (A=6.7)

86.7 ! I -
I 83.1
| | 79.21

I I I

Number of DRF S events

. Abemaciclib + ET ET Alone
345 501

; HR (95% CI): 0.675 (0.588, 0.774)

Nominal p <0.001

I 1 ]
10 2-year abemaciclib treatment : : :
0 period i ; "

6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

Number at risk

Abemaciclib + ET 2808
ET alone 2829

2567
2590

2500
2499

2434
2410

2375
2327

2313
2243

2258
2176

2141
2032

1202
1161

500 75 0
488 72 0

2630
2660

32.5% reduction in the risk of
developing a DRFS event

Harbeck N et al, ESMO 2023



Key Secondary Endpoint: Overall Survival in ITT

- EXl gery
90+ | ; 86.8
90.2 |
' 87.9 I
80+ : i 185.0
70' : | :
| i |
— 60+ | : ! Number of OS events
X ' i |
& 50 | | i Abemaciclib + ET ET
O 40 i : i 301 360
|
- | i i HR (95% Cl): 0.842 (0.722, 0.981)
I : | P=0.0273
20 i | . At primary OS testing, OS in ITT met the critical boundary
10- | l I of 0.0434 (2-sided)? for statistical significance
: : : aCalculated using O'Brien-Fleming type stopping boundary based on the observed number of events
o L} L] I I : : : 1
0 12 24 36 48 60 72 84 96
No. at risk Time (months)
Abemaciclib + ET 2808 2614 2518 2407 2342 2236 1967 425 0
ET 2829 2664 2546 2443 2338 2215 1908 433 0

At a median follow-up of 6.3 years, abemaciclib + ET reduced the risk of death by 15.8% compared to ET alone

congress
FHESVD
Stephen Johnston, MD, PhD 2025
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Consistent Treatment Effect Across ITT and -

ctDNA Cohort
\\\ ) ////
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Loi S, et al. ASCO 2024



ctDNA Detection

ctDNA cohort (N=910)

ctDNA detection, n (%)

Baseline Negative (—), undetected 840 (92)
Persistently — 749/831* (90)
Became + 82/831* (10)

Baseline Positive (+),.detected 70 (8)
Persistently + 34/58** (59)
Became — (undetected) 24/58™* (41)

*Longitudinal analysis in patients who were Baseline ctDNA= limited to 831/840 patients with at least 1 post-baseline sample assessed
**Longitudinal analysis in patients who were Baseline ctDNA+ limited to 58/70 patients with at least 1 post-baseline sample assessed

o _ctDNA detection at baseline was 8% (n=70)
« Among patients who were Baseline ctDNA—, 82 (10%) Became + on treatment
« Among patients who were Baseline ctDNA+, 59% remained Persistently + on treatment

Loi S, et al. ASCO 2024



ctDNA Detection

ctDNA cohort (N=910) ctDNA detection, n (%)
Baseline Negative (—), undetected 840 (92)
Persistently — 749/831* (90)
Became + 82/831* (10) An.y. time 152 (17%)
Baseline Positive (+),.detected 70 (8) Positive (+)
Persistently + 34/58** (59)
Became — (undetected) 24/58™* (41)

*Longitudinal analysis in patients who were Baseline ctDNA= limited to 831/840 patients with at least 1 post-baseline sample assessed
**Longitudinal analysis in patients who were Baseline ctDNA+ limited to 58/70 patients with at least 1 post-baseline sample assessed

o _ctDNA detection at baseline was 8% (n=70)
« Among patients who were Baseline ctDNA—, 82 (10%) Became + on treatment
« Among patients who were Baseline ctDNA+, 59% remained Persistently + on treatment

Loi S, et al. ASCO 2024



Baseline ctDNA Detection is Associated with Worse Outcomes

—_ 100
2
© Baseline Analysis*
- N=910
= Baseline (-), Baseline (+),
o undetected detected
T N=840 N=70
@ 50. IDFS event
(7] )
§ n (%) 191 (23) 56 (80)
e 25. 4-year IDFS rate, % 79.1 20.0
% (95% ClI) (76.4-82.0) (12.5-32.0)
©
>
= 0. Log-rank test Nominal p-value < 0.0001
0 12 24 36 48 60
Time (month)
Number atrisk
Baseline (-) 840 805 741 682 621 162 *The ctDNA subset was enriched by patients with IDFS events within 24 months; therefore, the

estimated IDFS rates in each subgroup are not reflective of that in the overall population
Baseline (+) 70 41 23 16 14 3

Patients who were ct 'A+‘aA a }Jjngfwere more likely to experience an IDFS event compared to those who were
Nl ctDNA- at baseline (80% vs 23%, respectively)

2024 ASCO  [PFRTTY "o ™ Sherene Lok, uD; PO ASCO st

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Dynamics of ctDNA Detection on Treatment is Associated with Outcomes

100
) Longitudinal Analysis
E (N=889)*
2 75 Baseline (-), Baseline (+),
@ undetected detected
§ N=831 N=58
N 50 ; 5 Became -
I = + +
§ Persistently - Became Persistently (undetected)
o
2 & @ 749 (90) 82 (10) 34 (60) 24 (40)
o
2 IDFS event,
2 e 107 (14) 76 (93) 34 (100) 10 (42)
c
= 0 i
0 12 24 36 48 60 ) year;tlg Fo/So £ i NA 383
| S Sneh) (5% cpy (851899  (5.9-20.3) (41.6-81.8)
Number at risk
Persistently — 749 731 691 664 611 162
Became - 24 23 15 14 14 3 *The ctDNA subset was enriched by patients with IDFS events within 24 months; therefore, the
Became + 82 70 46 17 9 0 estimated IDFS rates in each subgroup are not reflective of that in the overall population.
Persistently + 34 18 8 2 0 0 Robust assessment was limited in 194 patients with <3 post-baseline timepoints and there may
be differences in IDFS; total events 227.
: LT i i
Patients who remﬁmed“ 2ersistently + or Became + on treatment were more likely to experience an IDFS
event compa%@;& ose who Became - (undetected) or remained Persistently — on treatment
2024 ASCO PRESENTED BY:  Sherene Loi, MD; PhD ASCO AMERICAN SOCIETY OF
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Median Lead Times from ctDNA Detection to IDFS Event

ctDNA subgroup N IDFS event (%) Media:‘(t)irr::te‘stczrla[:;seo)event,
Baseline + 70* 56 (80) 12 (0-43)7
Persistently + 34/58** 34 (100) 15 (2-43)7
Became — (undetected) 24/58** 10 (42) 19 (4-32)7
Became + (Baseline -) 82 76 (93) 7 (0-48)*

*Includes 12 patients with only baseline sample assessed who had a lead time of 2 (0-8) months

**Longitudinal analysis limited to 58/70 patients with at least 1 post-baseline sample assessed and robust assessment limited in 14 patients with only 1 post-baseline timepoint
TRepresents time from baseline ctDNA detection in patients with an IDFS event

*Represents time from earliest post-baseline ctDNA detection in patients with an IDFS event

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, et al. ASCO 2024



TRADE: 6-month abemaciclib tolerability after initial dose escalation in
HR+, HER2- EBC

Objective

» To evaluate the impact of dose escalation on the tolerability of adjuvant abemaciclib + ET in patients with HR+,
HER2- EBC at 6-month follow-up

Key inclusion criteria _E’ Adjuvant ET :_ I
- HR+, HER2- EBC T - I
. Adi . D Abemaciclib Abemaciclib NS — — | Abemaciclib + ET |
Adjuvant abemaciclib b » » C=32' (upto2years) |
indicated based on patient " 50 mg BID 100 mg BID 150 mg BID ! |

risk/stage ' I | l e e e o
Days 1-14 Days 15-28 >28 Days

Intra-patient dose escalation requirements: Absence of ongoing Grade 3/4 or
persistent Grade 2 toxicity

Supportive care, including anti-diarrhea medication, provided as needed

Primary endpoint Secondary endpoints

« Composite AE rate: Discontinuation of adjuvant abemaciclib for « TEAESs, discontinuation/hold rates, incidence of
any reason and/or inability to reach or maintain target dose of Grade =2 diarrhea, QoL, adherence,
150 mg BID by 12 weeks of therapy dose intensity, correlative science

Schlam |, et al. SABCS 2025



TRADE: 6-month abemaciclib tolerability after initial dose escalation in
HR+, HER2- EBC

(n=89 evaluable, n=1 excluded progression within 24 weeks) Discontinued by 24 weeks 16 (18.0)
0 _ o Within first 12 weeks 6 (6.7)
82% remained on abemaciclib at 24 weeks
Between Weeks 12-24 10 (11.2)
64.4% were on target dose (150 mg BID) by
24 weeks. Most patients maintained the same Unacceptable adverse event 7(7.9)
dose from Week 12 onwards Pneumonitis 2(2.2)
Diarrhea 2(2.2)
0 _ Elevated ALT 1(1.1)
1 3-5 /0 did not reach the target dose Allergic reaction to abemaciclib 1(1.1)
Other 1(1.1)
32.6% required dose reductions within SubJ:ect withdrew .consent/patient preference 5 (5.6)
24 weeks Subject noncompliance 2(2.2)
Physician decision 1(1.1)
Other 1(1.1)

Schlam |, et al. SABCS 2025



TRADE: 6-month abemaciclib tolerability after initial dose escalation in
HR+, HER2- EBC

Incidence and severity of diarrhea over time

e sang
TEAEs'occurrlng in 210% Grade 2 Total X -
of patients, n (%) -
ﬁ mGra
Any grade 51 (56.7) 26 (28.9) 77 (85.6) T e
o 40
Diarrhea 25 (27.8) 5 (5.6) 30(33.3) QE: de 2
Neutrophil count decreased? 24 (26.7) 4 (4.4) 28 (31.1) I 20
Fatigue 24 (26.7) 0 24 (26.7) &
E 3/89
Hypertension 10(11.1) 5(5.6) 15 (16.7) = 201 (%)
(7))
White blood cell decreased 14 (15.6) 1(1.1) 15 (16.7) = o 1473
Z 1/90(%) mm— (1.4%)
Lymphocyte count decreased 8 (8.9) 3(3.3) 11(12.2) Lll_J 101 — 14/89 14/85 R
(%) (%) 9/83 8/79
Abdominal pain 9 (10.0) 1(1.1) 10 (11.1) § ’l{_gf %) 7%
0 | — — — — — S -
Nausea 9 (10.0) 0 9 (10.0) < >4-8 >8-17 >17-16 >16-20 >70-74
WEEKS
?0One patient had a Grade 4 AE.
Conclusions

* Abemaciclib, administered with a dose-escalation strategy, was generally well tolerated, with most patients
continuing treatment as adverse events were manageable and decreased over time

Schlam |, et al. SABCS 2025



NATALEE & MonarchE
Clinical Trial Design Primary endpoint (IDFS)

100 — . -
SRR T g Jors
Stage IA TINO X Ribociclib
Stage 1B Igmm: § 400 mg/day Primary End Point
L ks on/1 ff - i iteri _
Stage IIA FTRA o 3 weel 5f°"/3 week o iDFS using STEEP criteria 80
Lo M =L Secondary End Poi
G3, or G2 with Ki-67 2 20% econdary End Points 3 - -
Stage 1B z:: “h'ghgf/m"“c"s” Le?o?th\:or - Recurrence-free survival Absolute iDFS benefit with RIB
— . . . 60 pa—
TaNO v, anastrozole? for > 5 y DL ] — + NISAI at 3 years was 3.3%
Stage llIA TON2 4 A g - 0S =
TIN < goserelin in men — PROs o
T2N2 v and premenopausal _ - =
TaN1 v oo : l?»alfety and tolerability 18 3
Stage B ?4:% 5 NSAl Median follow-up for iDFS: 27.7 months
A Exploratory End Points
— An1;4m3 & Letrozole or — Locoregional recurrence-free >\ RIB + NSAI NSAIl alone
NG anastrozole? for 25y survival n/N (26) 189/2549 (7.4) 237/2552 (9.3)
ﬁ:ﬂﬁ"ﬁé,ﬁ?ﬂﬁ“ +goserelin in men - Gene expression.and alterations in 2-vear iDFS rate (2%) 90.4 87.1
Menopausal status: men and p P | women vs p | women and premenopausal tumor chNNc‘lRNAsamples HR (952 CI) 0.748 (0.618, 0.906)
Receipt of prior (neo)adjuvant chemotherapy: yes vs no women o 4 P-value 0.0014
Geographic location: North America/Western Europe/Oceania vs rest of world T

o 6 12 18 24 30 36 42 48
- . Months

Clinical Trial Design Primary endpoint (IDFS)

— = 100
T\ Cohort 1: High risk based On-study treatment period > ———
HR+, HER2-, node on clinical pathological 2 years — 907
positive high-risk features .g 50 g 100 1
EBC P Abemaciclib 2 s
o - and at least 1 of the ; ; S >
*Women or men Biow: (150mg twice daily) @ 704 3 95-
e oSt ATl + Grade 3 disease 3 Follow-up period () @
+ With or without prior « Tumor size 25 cm Endocrine Therapy: Al or tamoxifen Endocrine Therapy o 604 o 90 Number of IDFS events
neo- andlor adjuvant 3.8 yoars s clnioally W] & Abemaciclib+ET  ETAlone
f;:‘emotr:er?pty d indicated o o 859 136 187
o Metasialc Hsease Cohort 2: High risk based Endocrine Therapy: Al or tamoxifen @ 401 g :
. Ma)t(;]ml,flm of 16 t on Ki-67 : 5 & 80 p =0.0096 (2-sided)
months from surgery to + 1-3ALNand 2 304 © 0 .
randomization and 12 + Ki-67 220% and - —— O Q 75 HR (95 A) CI). 0.747 (0.598, 0.932)
weeks of ET following + Grade 1-2 and tumor size Primary ObjecFlve: IDFS o ) © 204 2 : " - ;
the last non-ET <5¢cm Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO % 2 70 . : y Risk of invasive disease
A / @ 104 = o 3 6 9 12_15 18 21 24 27 30 33 reduced by 25.3%
— ITT Population 2= T (months)
Stratified for: # Cohort 1 = 0 T T T T T T T T T T T
+ Prior chemotherapy « Cohort 2 0 3 6 9 12 15 18 21 24 27 30 33
*Menopausal status 91% t risk Time (months)
*Region nns

Slamon D, et al. ASCO 2023; Johnston S, et al. ESMO 2020




Mechanism of Action of New Endocrine Agents Targeting the ER Domain

SERM

SERD

PROTAC

iCERAN

»*

; ; Lo
o o] ]
. C YN ) : s =
> >
ER ligand linker g3 ligase
ligand
‘ E3 ligase b
3 CoA 3
<9 <Q
ene : S
gene gehes tg ot low chromatin accessibility
transcription transcription ranscription Qv
',‘(") ER turnover gene
d transcription
No treatment Aromatase inhibitors SERMs SERDs PROTACs

A B C D E Complete antagonists turn off AF2
: X . 5 and recruit N-CoR to inactivate AF1
Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal mTOR
PI3K ﬂ @ CERAN
\ / / \ / / \ / e ﬂ [— @_(ammmete
Androgens Androgens Androgens Androgens Androgens e antagonist)
Aromatase SRC —————— f £ off
Aromatase l Aromatase ll— inhiilstings Aromatase Aromatase EcrR . (e 4 Q o
& No Cancer Cell
estr:gen estragen @ SERMs estrggen #® erDs. enogen FGFR —// Proliferation
Q

AN/ NN/ NN N NTNTN NN N N
In breast cancer and uterine cells AF1 is
activated through signaling pathways

CERANS block AF1 activity, even in the presence of signaling, preventing cell proliferation

Hanker AB et al. Cancer Cell. 2020;37:496-513; Jhaveri SABCS 2021

SERCAs




. i SAN ANTONIO
lidERA Breast Cancer study design &> SRt

- . . » AACR
A global, randomized, open-label, multicenter Phase lll trial Oumn 25

e N At least 5-year treatment duration 5-year follow-up
Key eligibility criteria

- Participants with ER+, HER2-negative early breast cancer

- Stage I-lll disease (anatomical) Giredestrant (30 mg PO QD)
o pPNO and pT > 1 cm with Grade 3, or Ki67 = 20%,

: : Long-term
or high score on genomic assay,”* or pT4NO follow-up
o Node-positive SOC ET
- Pre- or post-menopausal’ Tamoxifen/anastrozole/letrozole/exemestane
- Breast cancer surgery within 12 months
+ (Neo)adjuvant chemotherapy if indicated
. y,
Stratification factors Primary endpoint
+ Risk: Medium-* vs high-risk$ Stage I-Ill breast cancer +. IDFS (excluding second primary non-breast cancer)
+ Region: USA/Canada/Western Europe vs Asia—Pacific vs RoW Key secondary endpoints
« Previous chemotherapy: No vs yes « DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of
. Menopausal status: Pre-menopausal vs post:menopausal non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Giredestrant is currently also being investigated in combination with abemaciclib in the adjuvant setting (lidERA Breast Cancer substudy 1)

Enroliment: August 2021 to September 2023. Up to 12 weeks of ET + CDK4/6i were allowed. ER+ was defined as = 1% positive cells by immunohistochemistry. * OncotypeDx = 26 or high-risk Mammaprint.

T Pre-menopausal patients on aromatase inhibitors or giredestrant had to receive ovarian function suppression with an approved luteinizing hormone-releasing hormone agonist. ¥ Medium risk: pNO and primary tumor

> 1 cm with high-risk biologic features (Grade 3, or Ki67 = 20%, or high score on genomic assay [if available]) and pN1 with low-risk biologic features (Grade 1/2 and Ki67 < 20% and tumor <5 cm and low score on genomic
assay [if available]). § High risk: pT4, or pN2, or pN3 and pN1 with high-risk biologic features (Grade 3, or Ki67 = 20%, or tumor > 5 cm, or high score on genomic assay [if available]).

CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DFS, disease-free survival; DRFI, distant recurrence-free interval; ER+, estrogen receptor-positive; ET, endocrine therapy; IDFS, invasive disease-free survival;

LRRFI, locoregional recurrence-free interval; OS, overall survival; PO, orally; QD, once daily; R, randomization; RoW, rest of the world; SOC, standard-of-care.

ClinicalTrials.gov number, NCT04961996. Adapted from Geyer CE, et al. ASCO 2023 (TPS616), with permission.

Presented by: Aditya L. Bardia, MD.
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Eligibility overview: lidERA, NATALEE & MonarchE

Anatomic Stage

Tumour =1 cm and =1 high risk feature: Grade 3, or

A T1 NO MO Ki67 220%, or Oncotype DX = 26 or High-Risk
N1 with one high risk feature

MammaPrint
IB TO N1mi MO v
T1 N1mi MO v
A TO N1 MO v
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lidERA

Breast Cancer ( SAN ANTON'O
BREAST CANCER
(2 SYMPOSIUM®
Baseline demographics and characteristics ¢ oz 2c
Giredestrant SOC ET Giredestrant SOC ET
n =2084 n = 2086 n = 2084 n = 2086
Median age, years (range) 54.0 (22-91) 54.0 (25-89) ER status, n (%)*
Female sex, n (%) 2073 (99.5) 2075 (99.5) LOW.-F)OSitive (1-10% of ceII.s.positive) 45 (2.2) 52 (2.5)
Race, n (%) Positive (> 10% of cells positive) 2030 (97.8) 2031 (97.5)
American Indi Alaska Natt 77 (3.7 62 (3.0 AJCC stage at surgery, n (%)8
rr.1er|can ndian or Alaska Native (3.7) (3.0) I 254 (12.3) 283 (13.6)
Black or African American 50 (2.4) 50 (2.4) I 799 (38.7) 844 (40.6)
Other* 263 (12.6) 232 (11.1) Nodal status, n (%) on surgical specimen/
White 1233 (59.2) 1275 (61.1) pNO 449 (21.6) 441 (21.2)
Region, n (%) pN1 968 (46.6) 953 (45.7)
Asia—Pacific 544 (26.1) 544 (26:1) Rispli\lzr:?’ %) 662 (31.8) 691 (33.1)
’ (]
USA/Canada/Western Europe 860 (41.3) 905 (43.4) High 1448 (69.5) 1447 (69.4)
Latin America/Africa/Eastern Europe 680 (32.6) 637 (30.5) Medium 636 (30.5) 639 (30.6)
Menopausal status, n (%)1 Previous chemotherapy, n (%)
Pre-menopausal 849 (41.0) 838 (40.4) No 396 (19.0) 450 (21.6)
Post-menopausal 1220 (59.0) 1236 (59.6) Yes 1688 (81.0) 1636 (78.4)
[ Baseline demographics and characteristics were balanced ]

Data cutoff: August 8, 2025. * “Other” refers to “multiple”, “Native Hawaiian or Other Pacific Islander”, “not reported”, or “unknown”. T Twenty-seven patients had unknown menopausal status (15 in the giredestrant arm
and 12 in the SOC ET arm). ¥ Twelve patients had unknown ER status (nine in the giredestrant arm and three in the SOC ET arm). § One patient had Stage 0 disease (SOC ET arm); 26 had unknown Stage (18 in the

giredestrant arm and eight in the SOC ET arm). Il Six patients had unknown nodal status (five in the giredestrant arm and one in the SOC ET arm). AJCC, American Joint Committee on Cancer; ER, estrogen receptor;
ET, endocrine therapy; SOC, standard-of-care.

Presented by: Aditya L. Bardia, MD.
This presentation is the intellectual property of the presenter. Contact ABardia@mednet.ucla.edu for permission to reprint and/or distribute. 32



lidERA

Breast Cancer

Primary endpoint: IDFS Oy pack

( SAN ANTONIO
BREAST CANCER
( SYMPOSIUM®

100 A Mt% s B —— ——

60

90 —

IDFS (%)

40 -

80 —

20 A

70 —

Giredestrant SOCET
n = 2084 n = 2086

Events, n (%) 140 (6.7) 196 (9.4)

S g
- e S——— Stratified HR 0.70
/2Mw (95% Cl)  (0.57, 0.87); p = 0.0014*

- : 89.6%

Exploratory aﬂﬁlgfis: IDFS by Sgt(f'"alt?i}-ie d HR
n (95% CI)

! Al 1745 —l—0.73 (0.58, 0.92)
|
Tamoxifen 326] —l—— 0.53 (0.35, 0.80)

6 12 18 24 30 36 42 |-|-|-n-|-n-n-|-rm-|-rm-|-rm-|-rm-|-rm-|-n

DX D 0N 2.2,

No. at risk
Giredestrant 2084
SOCET 2086

T T T T A Q' QU QO QY QTN

6 12 18 24 30 36 42 Giredestrant better SOC ET better
Time (months)
2021 1969 1932 1716 1088 345 26
2016 1958 1898 1683 1048 325 25 Median follow-up: 32.3 months

Statistically significant and clinically meaningful improvement in IDFS:

Giredestrant reduced the risk of invasive disease recurrence or death by 30% compared with SOC ET

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively. * Log-rank (2-sided). p-value
boundary for IDFS interim analysis was 0.0217 (2-sided). Al, aromatase inhibitor; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.

Presented by: Aditya L. Bardia, MD.
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idERA SAN ANTONIO

BREAST CANCER

. (2 SYMPOSIUM®
IDFS in key subgroups i AACR

Patients, n
Total, n HR (95% ClI)

All patients 4170 2084 2086 I & WR Y 0.70 (0.57, 0.87)
Age group, years :

<45 906 472 434 I 0.81 (0.50, 1.33)

>45t0 <55 1355 660 695 | 0.54 (0.36, 0.80)

>55t0<65 1118 567 551 : 0.77 (0.53, 1.13)

> 65 791 385 406 | 0.82 (0.49, 1.36)
Region :

Asia—Pacific 1088 544 544 | 0.70 (0.44, 1.12)

Latin America/Africa/Eastern Europe 1317 680 637 | 0.68 (0.51, 0.92)

USA/Canada/Western Europe 1765 860 905 : 0.68 (0.44, 1.04)
Menopausal status |

Pre-menopausal 1680 841 839 | 0.65 (0.44, 0.95)

Post-menopausal 2490 1243 1247 ! 0.73 (0.56, 0.95)
AJCC stage at surgery* |

| 537 254 283 | 0.89 (0.42, 1.90)

I 1963 1013 950 : 0.58 (0.39, 0.85)

I 1643 799 844 I 0.74 (0.56, 0.98)
Risk I

High 2895 1448 1447 I 0.69 (0.55, 0.88)

Medium 1275 636 639 I 0.74 (0.42, 1.31)
Previous chemotherapy :

No 787 392 395 | _— 0.63 (0.33, 1.21)

Yes 3383 1692 1691 } T T T T T T T T ) 0.71 (0.57, 0.90)

ol2 0.4 06 08 1.0 12 14 16 18 20
Giredestrant better SOC ET better

[ IDFS benefit was consistent across key prespecified subgroups

Data cutoff: August 8, 2025. HR estimates are unstratified. Median follow-up of 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively.
* One patient had Stage 0 disease (SOC ET arm); 26 had unknown Stage (18 in the giredestrant arm and eight in the SOC ET arm).

AJCC, American Joint Committee on Cancer; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.

Presented by: Aditya L. Bardia, MD.
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IDFS by menopausal status

Pre-menopausal

Giredestrant
n = 849
44 (5.2)

3-year rate, % 94.0 91.5
HR (95% CI)

Events, n (%) 66 (7.9)

0.65 (0.44, 0.95)

100 -
_ 90 -
E, Expl?g?éﬁry analysis: IDFS leSOC ET
& n (95% Cl)
80 - Al 563 : —Jl}6-66 (0.43, 1.01)
TAM 269 | —J—6-62 (0.38, 1.03)
70 0.10.30.50.70.9-
Giredestrant better SOC ET better
0 6 12 18 24 30 36 42
i Time (months)
No. at risk
Giredestrant 849 824 803 790 710 447 140 9
SOCET 838 811 784 762 684 431 140 9

Post-menopausal

100 A

. 901
S
(2]
w
]

80 -

70 1

Events, n (%)
3-year rate, %
HR (95% Cl)

Explﬂl;?épry analysis: IDFS WRSOC ET
n (95% Cl)
Al 1180| —Jb-#7 (0.59, 1.00)

|
TAM 48 | Jl— 0.37(0.19,0.73)

0.10.30.50.70.9-

Giredestrant
n=1220
96 (7.9)

91.3 88.3
0.74 (0.57, 0.96)

129 (10.4)

Giredestrant better SOC ET better
T T T T T T T T
0 6 12 18 24 30 36 42
. Time (months)
No. at risk
Giredestrant 1220 1186 1155 1131 997 636 204 17
SOCET 1236 1194 1163 1125 989 612 181 15

[ Giredestrant showed IDFS benefit and higher 3-year rates in both pre-menopausal and post-menopausal subgroups ]

Data cutoff: August 8, 2025. HR estimates are unstratified vs SOC ET.

Al, aromatase inhibitor; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care; TAM, tamoxifen.
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"déﬁﬁ%m () SANANTONIO

BREAST CANCER
( SYMPOSIUM®

Distant recurrence-free interval ( Gy AACR

Mays Cancer Center

100 4 B e s RS i

e — g |
- 5 A N Giredestrant SOCET
E - %5 28 © B T Events, n (%) 102 (4.9) 145 (7.0)
40 4 . Stratified HR 0.69
g0 | (95% Cl) (0.54, 0.89)
207 :
70 ‘ '
| | 1 1 | | | |
0 - I 0 I 6 12 I 18 I 24 I30 36 I 42 I I
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1970 1931 1716 1089 344 26
SOC ET 2086 2014 1957 1897 1680 1047 325 25 Median follow-up: 32.3 months
[ DRFI was improved vs SOC ET, with a 31% reduction in risk of developing metastatic disease ]

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively.

Cl, confidence interval; DRFI, distant recurrence-free interval; ET, endocrine therapy; HR, hazard ratio; SOC, standard-of-care.
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idERA () SANANTONIO

BREAST CANCER
( SYMPOSIUM®

Interim overall survival Buris AACR

\‘a\, Cancer Center

=R i s T T R —— - E W _\H_L
801 1004 99.5% 98L/f7j7\
99.:4% — 97.0% ‘
e 97.5% — { Giredestrant Slelegy)
~ 601 n = 2084 n = 2086
<
@ - ; ; Events, n (%) 57 (2.7) 71 (3.4)
40 4 | Stratified HR 0.79
; (95% Cl) (0.56, 1.12); p = 0.1863*
201 : ?
80 — i !
| | 1 1 ] | | |
0 - I 0 I 6 12 I 18 I 24 I30 36 I 42 I I
0 6 R 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2043 2013 1997 1887 1300 530 52
SOC ET 2086 2040 2018 1971 1852 1270 504 49 Median follow-up: 32.3 months
[ While OS data were immature, a clear positive trend was observed. OS testing will continue at future analyses ]

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively. At the data cutoff, the 15t OS IA was
conducted (maturity 31.2% with respect to the final OS analysis). * Log-rank (2-sided). p-value boundary for the 15t OS IA was 0.0001 (2-sided). Includes one death from a patient who was randomized but never dosed.
Excludes one death from a patient with missing date of death. ClI, confidence interval; ET, endocrine therapy; HR, hazard ratio; IA, interim analysis; OS, overall survival; SOC, standard-of-care.
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Giredestrant SOC ET
n = 2060 n=2074
Median treatment duration, months (range) 31.64 (0.03-46.36) 30.88 (0.03—46.26)
Mean dose intensity, % (SD) 98.77 (3.07) 98.68 (3.73)
Patients with 2 1 AE, n (%)
AEs (all grades) 1955 (94.9) 1957 (94.4)
TRAEs 1510 (73.3) 1498 (72.2)
AEs with fatal outcome* 6 (0.3) 16 (0.8)
TRAESs with fatal outcome 0 1(<0.1)
Grade 3—4 AEs' 407 (19.8) 372 (17.9)
Serious AEs 223 (10.8) 209 (10.1)
AEs leading to dose interruption 261 (12.7) 136 (6.6)
AEs leading to discontinuation from treatment 110 (5.3) 171 (8.2)
[ AEs, TRAEs, Grade 3—4 AEs, and serious AEs were comparable between treatment arms ]

Data cutoff: August 8, 2025. * Giredestrant arm: Secondary cancers (colon and gastric); sepsis; gastrointestinal hemorrhage (n = 2); intestinal obstruction. SOC ET arm: Secondary cancers (pancreatic [n = 2],

acute lymphocytic leukemia, bile duct, colon, gastric); sepsis (n = 1); cellulitis; endocarditis; gastrointestinal hemorrhage (n = 2); intestinal obstruction; death (n = 2); respiratory failure (n = 2); embolism; hypovolemic shock;
acute myocardial infarction; hemophagocytic lymphonhistiocytosis; acute kidney injury. T Most common Grade 3—4 AEs were hypertension (2.6% in the giredestrant arm vs 2.0% in the SOC ET arm) and arthralgia

(1.5% vs 1.8%, respectively). AE, adverse event; ET, endocrine therapy; SD, standard deviation; SOC, standard-of-care; TRAE, treatment-related adverse event.
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Common TEAESs (2 7.5% of patients in either arm at any grade) Selected AEs
Giredestrant n = 2060 | SOC ET n = 2074

Giredestrant
n = 2060

Arthralgia [1.5/46.5 453/1.8 | - _ : : :
1 Patients, n (%) with treatment discontinuations due to AEs
Hot flush [oEEZ 28.5/0.3 |
Headache 0.1/15.2 ]13_1 /0.1 Musculoskeletal disorders 38 (1.8) 92 (4.4)
|
Fatigue | | » Arthralgias (PT) 32 (1.6) 76 (3.7)
Insomnia [ Vasomotor disorders 2(<0.1) 18 (0.9)
Nausea | |
COVID-19 | ' 3 * Hot flush (PT) 1(<0.1) 16 (0.8)
Asthenia = ' |

Back pain O, £ Giredestrant
Radiation skin injury | n = 2060

|
_— |
Hypertension ‘% Patients, n (%) with selected AEs by medical concept*®
Urinary tract infection [\ J.- G1 G2 G3-4 G1 G2 G3-4
-Cough &‘ﬂ‘ — Bradveardia® 217 15 0 64 2 0
Diarrhea |~ iredestrant  SOC ET y (10.5)  (0.7) (3.1) (<0.1)
Pain in extremity A Af(('] :ﬁerg%utfoembolic 4 12 2 3 7 7
Constipation ovents (0.2) (0.6) (<0.1)f (0.1) (0.3) (0.3

Patients (%)

Data cutoff: August 8, 2025. * Assessed as medical concepts using grouped terms; all other AEs by medical concept were comparable between arms, including four patients per arm (0.2%) who experienced photopsia.

T G2 events occurred in 17 patients; 13 resolved, four patients discontinued treatment and the events resolved. ¥ G3 only. AE, adverse event; ET, endocrine therapy; G, grade; PT, preferred term; SOC, standard-of-care;

TEAE, treatment-emergent adverse event.
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&v V absolute A HR

IMERA: (2.72¥) . lidERA (2.75y) 2.8% 0.70
ATAC 3y DFs) .. ATAC (3y) 2.0% 0.83
MonarchE (2y IDFS) — MonarchE (2y) 2.8% 0.75
Monarch (4y IDFs) ... MonarchE (4y) 6.4% 0.66
MonarchE (7y IDFS) * MonarchE (7y) 6.5% 0.73
NATALEE (3y IDFs) [N NATALEE(3y) 2.7% 0.75
NATALEE 4y IDFS) [ NATALEE (4y) 4.4% 0.72
NATALEE (5y IDFS) —- MATPLEEIOY) S0 075
l
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My take home messages

For high risk NO patients - Giredestrant could be considered as a new SoC

For N+ patients - Abemaciclib/Ribociclib continues to be SoC, longer follow up/

lIdERA sub-study is needed for Giredestrant to become the endocrine treatment
Patients with N1 disease and no biologically aggressive features may be

candidates for treatment with giredestrant rather than CDK4/6 inhibitor—based

therapy
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