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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:
Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

» Discuss possible barriers and biases which may impact patient care.
» Highlight that all populations may benefit from recent advances in HR+ breast cancer


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Overview: Early Stage

* Molecular risk assessment and Prosigna

e Review of updates with adjuvant CDK4/6i

e monarchE: Primary OS results,
* menopausal status and other subgroups

e NATALEE: 5-year update,

* |Intrinsic subtype analysis

e Adjuvant oral SERD

e [idERA Breast Cancer,
* menopausal status

CITY OF HOPE 4



Endocrine therapy (ET)NOT INFERIOR to ET + Chemotherapy in the

presence of a favorable multigene expression assay*
N = 18,108 women recruited in 4 academic trials over 25 years

9y IDFS HR =1.08
(95% CI1 0.94 — 1.24)
Absolute difference= 1%

5y IBCFS
Overall HR 1.03 (90% CI
0.85-1.25) for control vs test
arm
Absolute difference= 1.5%

* ONCOTYPE DX®: Tailor-X RXponder
* MammaPrint®: MINDACT
* Prosigna®: Optima

PICCART ASCO 2026

Tailor-X(1) 2006-
2010

(N= 6517 out of

9719)

RX-ponder (3)
2011-2017
(N=5018)

Non-significant interaction between
RS and CTX benefit (p=0.35)
Overall 5y iDFS (ET = CTX)
Absolute difference = 1.2%

5y DMFS for ET alone in High
clin/ low gen risk=95.1%

(95% C1(93.1)— 96.6%)

/

Required:92%

Randomized non inferiority trials
(power > 80%)
' “Single arm” de-escalation trial
B Trial testing an interaction

Increasing

Node - 1-3N+ 1-9N+ tumor

burden

EEEEEEEEEECE -—

(1) Sparano, NEJM 2018 (2) Piccart, Lancet 2021
(3) Kalinsky, NEJM 2021 (4) Stein, ASCO 2026



Prosigna centroids . .
Nodal Prosigna® Score = Patient Report
| Status
LumB L aRLurnA + — — —
umE - LumA Node 0 o —
Node 1-3 bRy ums + Pearson’s —
& correlatio
CRyerze ntroid - =
Gross + “ —
1 Tumour dR,
size =
2 Proliferation
. l <2cm eP + score & Gross
>2cm fT tumour size I
E =

2nd GENERATION ASSAY
Prosigna®
* 50 genes
* Gene expression + clinical factors (age,
node status, tumor size, histologic grade)
* Results can be available in as little as 24

hours

10-YEAR PROGNOSIS

Prosigna website



OPTIMA design

Main eligibility criteria

*Women & men age 240 with excised breast cancer *minimum T-size requirement if NO/ N1mi

- ER-pos (IHC>10%) & HER2-neg

*Nodes: *»0-9N+,

* Neoadjuvant chemotherapy prohibited

|

informed
consent

Control arm

1

—R

Test-directed

Stein ASCO 2026

Prosigna

blinded to randomisation

Prosigna™

high 7 - -
: #
ROR>60

ROR=60 -
low score ' -
ET includes OFS for Al other treatment SoC
premenopausal patients

*Control arm Prosiana testing used for analvsis only. UK. control asm testing performad following recrutment completion



T
Patient and tumor characteristics

Characteristic Control arm Test directed arm Total
number PP 2059 2094 4153
age (range 55 (40-84 56 (40-82 56 (40-84
premenopausal 776 (38%) 775 (37%) 1551 (37%)
postmenopausal 1265 (61%) 1302 (62%) 2567 (62%)
men 18 (1%) 17 (1%) 35 (1%)
grade 1-2 1417 (69%) 1465 (70%) 2862 (69%)
grade 3 642 (31%) 629 (30%) 1271 (31%)

tumor size <30 mm

1104 (54%)

1128 (54%)

2232 (54%)

tumor size 230 mm

955 (46%)

966 (46%)

3050 (46%)

nodes: 0 / micromets

160 (8%)

167 (8%)

327 (8%)

1-3*

1515 (74%)

1534 (73%)

3049 (73%)

4-9

384 (18%)

393 (19%)

777 (19%)

*39% of pN1 tumors had a sentinel node biopsy only

Stein ASCO 2026



Invasive Breast Cancer Free Survival

Complete Per Protocol population ROR <60 subpopulation
— 100 — 100
S —_— g —
5 o g
2 S
3 75 5 751
g Adjusted HR 1.03; 90% Cl 0.85-1.25, 8 Adjusted HR 1.06; 90% Cl 0.80-1.40,
S 0. p(3%noninferiority) = 0.006 50 p(3.5%noninferiority) = 0.003
S No.  %IBCFS (95% Cl) S No.  %IBCFS (95% Cl)
S events at 5 years S events at 5 years
=] 7 S i
B — Control arm 148 91.8 (90.1- 93.2) E — Control arm 68 94.8 (93.1- 96.1)
S — Test-directed arm 153 90.3 (88.5- 91.8) g — Test-directed arm 76 93.6(91.7-95.0)
- 0 T T T T T ] — 0 T T T T T )
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from trial entry Years from trial entry
Number at risk: Number at risk:
Control 2059 1818 1563 1283 999 741 485 Control 1358 1207 1043 862 672 504 337
Test-directed 2094 1857 1591 1303 989 724 481 Test-directed 1421 1257 1086 905 694 503 342

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.5% observed 5-year difference —favors chemotherapy

Demonstrated non-inferiority limit = 2%
No certainty of chemotherapy benefit
1.2% observed 5-year difference —favors chemotherapy

Stein ASCO 2026



Distant Recurrence Free Interval

Complete Per Protocol population ROR =60 subpopulation
100 100
_ X
S =
3 S
S 75 £ 75
[}} -
£ Adjusted HR 1.04; 90% Cl 0.83-1.30 § Adjusted HR 1.17; 90% Cl 0.82-1.66
@ 50 - £ 50
c -
£ No. %DRFI (95% Cl) 3 No. %DRFI (95% Cl)
o - events at 5 years £ - events at 5 years
T - : -
|5 — Control arm 104 94.1 (92.7-95.3) Z — Control arm 40 97.0 (95.6-98.0)
a ~ Test-directed arm 108 93.3 (91.7-94.5) Q — Test-directed arm 49 96.0 (94.5-97.1)
0 . . . [ . . 0 . : : : : .
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from trial entry Years from trial entry
Number at risk: Number at risk:
Control 2059 1822 1568 1286 1004 746 489 Control 1358 1209 1046 865 676 507 340
Test-directed 2094 1863 1599 1311 993 732 487 Test-directed 1421 1262 1093 911 696 509 346

0.8% observed 5-year difference —favors chemotherapy 1.0% observed 5-year difference —favors chemotherapy

Stein ASCO 2026



N
Subgroup analysis: low ROR score

. Subgroup Test directed Control HR (95% ClI)
p O p u I atl O n No. of events/No. of patients
Owerall 76/1421 68/1358 - 1.06 (0.77 to 1.48)
Menopausual status
Pre-menopausal 26/559 25/561 _'_ 1.04 (0.60 to 1.80)
Post-menopausal 50/858 42791 + 1.14 (0.76 to 1.71)
Grade
1or2 60/1184 48/1126 - 1.22 (0.84t0 1.78)
3 16/237 20/232 —":— 0.78 (0.40 to 1.50)
Tumour size .
<=30mm 39/809 28/770 —:-'— 1.30 (0.81 to 2.10)
>30mm 37/612 40/588 —— 093 (0.60 to 1.46)
Nodal status
pN1(+/-sn) 56/1063 48/1015 + 1.11 (0.76 to 1.64)
pN2 20/268 17/243 —'-'— 1.19 (0.62 to 2.29)
Intended Chemotherapy
Anthracycline containing 6/176 6/163 ' 0.89 (0.29 to 2.76)
Taxane containing 5/163 5/142 y 1.05 (0.30 to 3.65)
Anthracycline+Taxane  65/1082 57/1053 - 1.12 (0.79 to 1.60)

I T
0.1 0.5

T 1
2 5

—

Test directed Better Control Better

Stein ASCO 2026




IBCFS vs menopausal status: low ROR score

population

Premenopausal

100

75 -

HR 1.04; 95% Cl 0.60-1.80

Invasive breast cancer free survival (%)

50 -
No. %IBCFS (95% Cl)
- events at 5 years
— Control arm 25 95.5 (92.6- 97.3)
~— Test-directed arm 26 94.2 (91.0- 96.2)
0 T T T T T 1
0 1 2 3 4 5 6
Years from trial entry
Number at risk:
Control 561 481 409 338 258 200 140
Test-directed 559 487 410 347 256 195 135

1.3% observed 5-year difference -favors chemotherapy

Stein ASCO 2026

Postmenopausal

100

75 -

HR 1.14; 95% CI1 0.76-1.71

Invasive breast cancer free survival (%)

50 -
No. %IBCFS (95% Cl)
05 | events at 5 years
— Control arm 42 94.5 (92.2- 96.2)
~ Test-directed arm 50 93.2 (90.6- 95.0)
0 T T T T T 1
0 1 2 3 4 5 6
Years from trial entry
Number at risk:
Control 791 721 631 522 414 304 197
Test-directed 858 766 673 556 437 307 207

1.3% observed 5-year difference -favors chemotherapy



IBCFS vs nodal status: low ROR score
population

1-3 involved nodes 4-9 involved nodes
— 100 — 100
g g \—‘_‘_\_‘;—‘_\\_‘_‘3-\:-.
> >
5 75 - 5 75 -
= HR 1.11: 95% Cl 0.76-1.64 e HR 1.19; 95% Cl 0.62-2.29
S 50 - B ' ' S 50 -
S No. %IBCFS (95% Cl) S No. %IBCFS (95% Cl)
e} N s i
2 — Control arm 48 95.2 (93.3- 96.6) F — Control arm 93.1(87.2-96.4)
g — Test-directed arm 56 93.6 (91.4- 95.3) g — Test-directed arm 91.5 (86.0- 94.9)
- 0 T T T T T 1 — 0 T T T T T 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from trial entry Years from trial entry
Number at risk: Number at risk:
Control 1015 914 798 651 499 382 264 Control 243 214 181 155 125 48
Test-directed 1063 953 829 700 539 389 270 Test-directed 269 232 197 158 118 86 49

1.6% observed 5-year difference -favors chemotherapy 1.6% observed 5-year difference -favors chemotherapy

Stein ASCO 2026



Where do we stand?

= Limitations:
= majority of patients have not reached 5 years of follow up
=  Women <40 years were not included
= Not a diverse population

= OPTIMA has demonstrated that the 50-gene Prosigna test
identifies a patient group with minimal if any

chemotherapy benefit

=  Premenopausal patients age >40
= Larger tumor size
=  4-9 Lymph nodes???

CITY OF HOPE 14



1.8% = 15.8% Rel Risk Reduction



IDFS benefit sustained over time
6.5% at 7 years




monarchE Cohort 1 IDFS benefit by key clinical subgroups

AGE MENOPAUSAL STATUS PRIOR CHEMOTHERAPY 1

(interaction p-value = 0.446) (interaction p-value = 0.329) (interaction p-value = 0.440)
Patients < 40 Years Premenopausal Patients Patients Received Neoadjuvant CT
100 100 100
= (8=8.4) (A=7.2) Erarmre
(AB—OQ-ZO) (A=8.3) 85.2 a2.4
- 77.4 7 4799
75 ‘ 75
EZE " : 782 T3s :
;0 eedTess : : o : f
g ; | 1 £s0 : : : 5Estn HR (95% ClI) : B
&£ 50 ! ! ! £ HR (95% CI) : : : P o ! |
£ HR (35% CI) : ! : P : : : w 0.69 (0.58, 0.82 i 1
o 0.66 (0.50, 0.88) ; | | e 0.68 (0.57, 0.82) ; ; : =] (0.58, ) : |
= Events i | : - Events ' ; ! ! !
251 — Abemaciclib+ET 78 . ! ! 251 — Abemaciclib+ET 194 : : H 25{ — Abemaciclib+ET 240 . '
— ET alone 17 1 | ! — ET alone 265 H ; ; — ET alone 327 . !
i i : 2 Years . . . 2 Years E :
2 Years i i ] el : . : ; ‘
0 abemaciclib + ET ' ' 0 0 abemaciclib + ET
° pr a1 s pm pes 72 e ps ] 12 24 36 48 60 72 (7] 96 % ey e A y @ 72 o P
- Ti th ;
Number at risk Time {months) Number at risk me (monthe) Number at risk Time (months}
—_— 355 330 306 288 274 257 218 46 0 - 1108 1032 975 926 884 844 724 152 0 — 942 835 760 711 665 625 533 124 0
— 300 343 312 277 258 244 213 18 0 — 112 996 916 848 784 753 661 167 0 = 945 825 728 657 601 556 465 101 0

Patients > 40 Years Postmenopausal Patients Patients Received Adjuvant CT

100
100 B 100
(8=6.6) (r=57) (47559) (a=52) QAEXT (@-3.9)
N 7Y: A=6.2% 80.6 : A=6.6% 835
80 797 170 5 g2
, A 74.7 ; 7
| 77.2 75 | T 75 ! .
75 T : ' ; 814
i764 : : : ‘ : .
: ; g HR (95% Cl) : : : | | |
—_ | . & 50 ' ' I —~ 50 o 1 ) H
n ! : p ‘ ‘ 7 HR (95% C1) ‘ ‘ .
L : : i 0.76 (0,66, 0.89) : : : g 075 (0.64. 0.89) 1 1 :
E 0.74 (0.66, 0.84) ' ' Events . & ) Events :
Events ! 1 25/ — Abemaciclib+ET 318 ! 1 1 25| — Abemaciclib+ET 247 : 1 :
25{ — Abemaciclib+ET 434 : 1 — ETalone 413 : | ; — ETalone 2 : : :
— ET alone 561 1 ] ! ' . o . : :
. 0 P Ol.....0% o BN
0 2 Years . ' abemaciclib + ET 0 12 24 36 48 60 72 84 %
abemaciclib + ET 0 12 24 36 48 60 72 84 96 Time (months)
0 2 2 Tims?mum:hgiJ 2 84 96 Number at risk Time: (monthe) Number at risk
Number at risk — 1447 1290 1213 1142 1082 1019 885 216 0 - 1514 1404 1349 1284 1234 1178 1028 238 0
—_— 2200 1992 1882 1780 1692 1606 1391 322 0 — 1453 1332 1228 1129 1057 977 824 205 0 — 51T 1409 1335 1248 1187 1117 976 251 0
— 2166 1985 1831 1700 1593 1486 1272 324 0

1If a patient received both neoadjuvant and adjuvant chemotherapy, the
patient was stratified as neoadjuvant chemotherapy.

CITY OF HOPE Harbeck et al. ESMO Breast 2026




N
Study Design: NATALEE

An open-label, multicenter, randomized, phase 3 trial’2

Adult patients with stage Il and lll HR+/HER2- EBC 400RIB/d Primary End Point
. m . . o
* Prior ET allowed up to 12 months giday iDFS using STEEP criteria
. 3 weeks on/1 week off for 3y
» Anatomical stage IIA2 o
* NO with: NSAI Secondary End Points
» Grade 2 and evidence of high risk: A = RFS, DDFS, OS
. Ki-67 > 20% Letrozole or anastrozole® for 25 y = PROs
= R + goserelin in men and premenopausal "
« Oncotype DX Breast Recurrence Score = 26 or women = Safety and tolerability
* High risk via genomic risk profiling 1:1 = PK
* Grade 3
o N1 NSAI Exploratory End Points
. Letrozole or anastrozole® for 25 y = DRFS
 Anatomical stage 11B? 5 finf q ! : o
NO or N1 goserelin In men and premenopausa =  (ene expression and alterations in
o.r women tumor ctDNA/CtRNA samples
» Anatomical stage lll
e NO, N1, N2, or N3 Efficacy outcomes for the 5-year analysis were estimated by the Kaplan-Meier method, and results are descriptive.
The Cox proportional hazards model was used to estimate the HRs and 95% Cls.
2Enrollment of patients with stage Il disease was capped at 40%. © Per investigator choice. \/ V \/ >
ctDNA/RNA, circulating tumor DNA/RNA; DDFS, distant disease—free survival; DRFS, distant - . . . .
recurrence—free survival; EBC, early breast cancer; ET, endocrine therapy; HR, hazard ratio; iDFS, anary AnaIyS|s Final 4-Year Exploratory 5-Year PrespeC|f|ed 6-Year Prespecmed
invasive disease—free survival; ITT, intention to treat; N, node; NSAI, nonsteroidal aromatase ince o
inhibitor; OS, overall survival; PK, pharmacokinetics; PRO, patient-reported outcomes; RIB,
ribociclib; RFS, recurrence-free survival; STEEP, Standardized Definitions for Efficacy End Points.
1. ClinicalTrials.gov. Accessed November 8, 2023. https://clinicaltrials.gov/study/NCT03701334. 27.7 mo 33.3 mo 44.2 mo 55.4 mo and beyond
2. Slamon D et al. Ther Adv Med Oncol. 2023;15:1-16. Median iDFS f0||ow-up Current readout

John Crown, M.D.
. . . . L . congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M






Ribociclib treatment benefit was seen across all
PAM50-based intrinsic subtypes

IDFS by Intrinsic Subtype?

Luminal A Luminal B
. 1 1
Tk —r H—'W%m%)
- 1
75 84.7%: (82.4%-87.0%) 80.896!(76.9%-34.9%)
3 504 : |
T ! |
> ! !
2 25-
= Events, n/N (%) 118/1016 (11.6)  144/974(14.8) Events, n/N (%) 64/439 (14.6) 77/413 (18.6)
@ [HR(95%C) 0.77 (0.61-0.99) HR (95% C1) 0.71(0.39-1.28)
&
3 HER2-enriched Basal-like
«
o 100 ! I
% 78.0%1 (66.1%—91.9%) :
73.6% (61.8%—87.6%)
v 75
=
[72]
(1] 1
E 901 64.7% (52.1%-80.3%) !
! 55.201(42.4%—T72.0%)
25 -
Events, n/N (%) 9/43 (20.9) 17/46 (37.0) Events, n/N (%) 12/46 (26.1) 21/45 (46.7)
0 {HR (95% ) 0.50(0.20-1.29) HR (95% CI) 0.42(018-1.00)
0 20 40 60 80 O 20 40 60 80

Time, months

Ribociclib Treatment Benefit
Across Intrinsic Subtypes2P

HR for treatment benefit

Population Events, n Patients, n P (RIB + NSAI vs NSAI alone)
Luminal A 262 1990 .038 m 0.77 (0.61-0.99)
Luminal B 141 852 .25 n—o~—| 0.71 (0.39-1.28)
HER2-enriched 26 89 15 '—0—-—| 0.50 (0.20-1.29)
Basal-like 33 91 .049 '—O—l 0.42 (0.18-1.00)
Biomarker 462 3022 .0004 . . - . 0.72 (0.60-0.86)

0.0 0.1 1.0

l

Better Worse

Across treatment arms, PAM50 subtypes were
strongly prognostic (hazard ratio vs luminal A:
luminal B, 1.39; HER2-enriched, 2.62;
basal-like, 3.92¢)

No significant interaction between subtype and
treatment was observed (P=.349)

HER2, human epidermal growth factor receptor 2; HR, hazard ratio; iDFS, invasive disease—free survival; NSAI, nonsteroidal aromatase inhibitor; PAMS50, Prediction Analysis of Microarray 50; RIB, ribociclib.
2 HRs were estimated using Cox proportional hazards models stratified by the four main strata and including a term for biomarker-by-treatment interaction. ® The p-values for treatment effects within individual biomarker subgroups are model-based nominal two-sided Wald p-values without multiplicity
correction. “HRs were obtained from Cox proportional hazards models stratified by the four main strata and adjusted for treatment group. ¢ Nominal two-sided p-value from likelihood ratio test without multiplicity correction.

Chia et al. ASCO 2026




I|dERA Study DeSlgn Adjuvant Giridestrant

y At least 5-year treatment duration 5-year follow-up
Key eligibility criteria
* Participants with ER+, HER2-negative early breast cancer
* Stage |-l disease (anatomical) Giredestrant (30 mg PO QD)
o PNO 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 SOCET
* Pre- or post-menopausalt Tamoxifevanastiozolefletrozole/exemestane
= Breast cancer surgery within 12 months
* (Neo)adjuvant chemotherapy if indicated
7
Stratification factors Primary endpoint
* Risk: Medium-* vs high-risks Stage I-I1l breast cancer * |DFS (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

Bardia et al. SABCS 2025
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Study Population:

Medium risk:

* pNO (> 1 cm) with high-risk biology - Grade 3, Ki67 = 20%, or high genomic score

* pN1 with low-risk biology - Grade 1/2 + Ki67 < 20% + tumor < 5 cm (+ low genomic score

if done)

High risk:
* pT4, pN2, or pN3

* pN1 with high-risk biology - Grade 3, Ki67 2 20%, tumor >5 cm, or high genomic score

70% in this category

Giredestrant

n= 2084

SOCET
n = 2086

Carey SABCS 2025

CITY OF HOPE

ER status, n (%) n = 2075 n = 2083
Low positive (1-10% of cells positive) 45 (2.2) 52 (2.5)
Positive (> 10% of cells positive) 2030 (57.8) 2031 (97.5)

AJCC stage at surgery, n (%)t n = 2066 n = 2078
| 254 (12,31 283 (13,61
| 1013 (49.0) 850 (45.7)
Ll 799 (38.7) 844 (40.6)

Nodal status, n (%) on surgical speciment n=2079 n= 2085
pNQ 449 (21,6} 441.(21.2)
pN1 968 (46.6) 853 (45.7)
pN2-3 662 (31.8) 691 (33.1)

Risk, n (%)

High 1448 (69.5) 1447 (69.4)
Medium 636 (30.5) 639 (30.6)
Prior chemotherapy, n (%)
Mo 396 (19.0) 450 (21.8)
L__VYes 1688 (81.0) 1636 (78 4)
Menopausal status, n (%)
L__Pre-menopausal 249 (41.0) 838 (40.4)
Post-menopausal 1220 (59.0) 1236 (59.6)




lIdERA IDFS

108 ”%mmm
. . Giredestrant SOCET
80 1 n =2084 n = 2086
Events, n (%) 140 (6.7) 196 (9.4)
i 60 - Z Stratified HR 0.70
§ g (95% CI)  (0.57, 0.87); p = 0.0014*
= 5
40 4 5 ]
; Benefit 2.8% at 3 years
” Few events for medium risk group
TO -
I 1 I I I 1 1 I
04 [} ] 12 18 24 30 30 a2
0 i] 12 18 24 30 36 42
e e Time (months)
Giredestrant 2084 2021 1069 1932 1716 1088 344 26
SOCET 2086 2016 1956 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

Bardia et al. SABCS 2025
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lidERA DRFI

100 sttt
%—Mﬂi——l— ————— —+
801 1o .
- : 94.4%
o0 ey - Giredestrant SOCET
- -1 1< /0 *"mmHH‘"ﬁ-mr—rn = =
S 00 — 92.1% ] n = 2084 n = 2086
E o Events, n (%) 102 (4.9) 145 (7.0)
40 - Stratified HR 0.69
80 (95% CI) (0.54, 0.89)
20
70 =
I I I I I | I |
0 - 0 6 12 18 24 30 36 42
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1970 1931 1716 1089 344 26
SOCET 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

 DAD\LD

WEST PROGRAM




Safety Profile: less arthralgia?

Common TEAESs (2 7.5% of patients in either arm at any grade)

Giredestrant n = 2060 SOC ET n = 2074
Arthralgia 157465

Hot flush |o.3/27.1
Headache |0.1/152 |13.1/0.1]

Fatigue | |

Insomnia |
Nausea |
COVID-19 | |
Asthenia |

Back pain ] |

Radiation skin injury | |

Hypertension [ ] |

Urinary tract infection | |

Cough

285/03 |

453118 1

Selected AEs

Patients, n (%) with treatment discontinuations due to AEs

Musculoskeletal disorders 38 (1.8) 92 (4.4)
« Arthralgias (PT) 32 (1.6) 76 (3.7)
Vasomotor disorders 2(<01) 18 (0.9)
+ Hot flush (PT) 1(<0.1) 16 (0.8)

Giredestrant
G
|
B .
50 40 20 20 10 0 10 20 30
Patients (%)

Diarrhea |
Pain in extremity
Constipation

CITY OF HOPE

SOCET
1-2

-~ N

40 a0

Patients, n (%) with selected AEs by medical concept*

G1 G2 G3-4 G1 G2 G3-4
. 217 15 0 64 2 0
Bradycardia’ (10.5)  (0.7) (3.1) (<0.1)
Venous
. 4 12 2 3 7 7
thromboembolic
reris 02) (06) (<01F (0.1) (0.3) (0.3)

Bardia et al. SABCS 2025




IDFS by Menopausal status
Pre-menopausal Post-menopausal
n = 849 n = 838 n=1220 n=1236

Events, n (%) 44 (5.2) 66 (7.9) Events, n (%) 96 (7.9) 129 (10.4)
3-year rate, % 94.0 91.5 3-year rate, % 91.3 88.3
HR (95% CI) 0.65 (0.44, 0.95) HR (95% Cl) 0.74 (0.57, 0.96)
100 + 100 A
— a0 Exploratory analysis: IDFS by SOC ET _ 90 Exploratory analysis: IDFS by SOC ET
f Total, HR f Total, HR
g n | (95%CI) = n | (95%CI)
s Al 563 —l—: 0.66 (0.43, 1.01) ol A1 1180 -.-: 0.77 (0.59, 1.00)
TAM 269 —s—— 0.62 (0.38, 1.03) TAM 48 1 0.37 (0.19, 0.73)
l'"'""'l"""'Ll l-!-!-l-l-r!-l-l-L|
704 0.1 0.6 1.1 0.1 06 1.1
Giredestrant better SOC ET better o7 Giredestrant better SOC ET better
0 5 12 18 2 30 36 a2 0 5 12 18 2 30 36 a2
No. at risk Time (months) No. at risk Time (months)
Giredestrant 849 824 803 790 710 447 140 9 Giredestrant 1220 1186 1155 131 997 636 204 17
SOCET 838 a1 T84 762 684 43 140 ] SOCET 1236 1194 1163 125 989 612 181 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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DRFI by menopausal status

Pre-m enopausal Giredestrant SOCET Post-m enopausal Giredestrant SOCET
n = 849 n =838 n = 1220 n=1236

Events, n (%) 33 (3.9 55 (6.6) Events, n (%) 69 (5.7) 90 (7.3)
3-year rate, % 95.5 92.6 3-year rate, % 93.6 91.6
HR (95% CI) 0.58 (0.38, 0.90) HR (95% CI) 0.76 (0.56, 1.04)
100 4 bl | 100 1 TR ]
L L I e = S T TR T T [l . et
e ""“"‘"""---umwmmmu Uiy,
I
94 Exploratory analysis: DRFI by SOC ET 901 Exploratory analysis: DRFI by SOC ET
< Total, HR < Total, HR
4 n | (95%Cl) z n | (95%Cl)
ol Al 563 —I—: 0.61 (0.38, 0.98) w0l Al 1180 -.-:—o.so (0.58, 1.10)
TAM 269 —s——|0.54 (0.31, 0.94) TAM 48 ——— |0.34(0.16, 0.74)
|—|—|—|—|—|—|—|—|—L| |—|—|—|—|—|—|—|—|—|—|
o 01 06 11 01 06 11
Giredestrant better SOC ET better ° Giredestrant better SOC ET better
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
. Time (months) X Time (months)
No. at risk No. at risk

Giredestrant 849 824 803 790 710 447 140 9 Giredestrant 1220 1186 1156 1130 997 637 203 17
SOCET 838 811 783 762 683 431 140 9 SOCET 1236 1192 1163 1154 987 611 181 15

[ Giredestrant showed DRFI 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; DRFI, distant recurrence-free interval; ET, endocrine therapy; HR, hazard ratio; SOC, standard-of-care; TAM, tamoxifen.

Schmid et al. ASCO 2026



AJCC
anatomical
staging
Stage IA
Stage IB

Stage IIA

Stage IIB

Stage IlIA

Stage IlIB

Stage llIC

CITY OF HOPE

absolute A HR

TN idERA (2.75y) [ lidERA (2.75y) 2.8% 0.70
E‘ ATAC 3y DFs) . ATAC (3y) 2.0% 0.83
I‘l’: MonarchE (2y IDFS) | MonarchE (2y) 2.8% L
7> MonarchE (4y IDFS) | e MonarchE (4y) 6.4% 0.66

MonarchE (7y IDFS) | MonarchE ()RS 6.5% e
12 [ NATALEE 3y 1DFs) . NATALEE(3y)  27% 075
If,} NATALEE (4y IDFS) | NATALEE (4y) 4.4% 0.72
T NATALEE 5y 10FS) . e N 7
E} 0.0% 200%  400%  60.0%  80.0%  100.0%
Ij‘m mControl ®Investigational
.




Takeaways for the Clinic

From OPTIMA, we now have growing data on molecular risk assessment with the Prosigna test in high risk clinical subtypes

O Short follow up, caution in 4-9 LN

O Premenopausal 1-3 LN, age >40, must get OFS

Adjuvant CDK4/6 inhibitors have demonstrated significant improvements in IDFS for high risk HR+HER- EBC
0 OS benefit demonstrated with adjuvant abemaciclib (higher risk population)

O iDFS benefit with adjuvant ribociclib even in node negative with high risk features

Adjuvant giridestrant improves IDFS at early follow up (2.75 y)
O 3-year IDFS 92.4% vs 89.6%

If approved, could we use giridestrant:
O after completion of CDK4/6i?

O instead of Al for patients who cannot tolerate CDK4/6i or their Al

Await data on switching to SERD after CDK4/6i + Al and/or combination CDK4/6i + oral SERD

CITY OF HOPE 29



Advanced Stage HR+ Disease

Monotherapy oral SERDs, PROTAC:
EMERALD, EMBER-3, VERITAC-2

Combinations:
Oral SERD + CDK4/6i: EMBER-3, ELEVATE
Oral SERD + everolimus: evERA, ELEVATE
Fulvestrant combinations: VIKTORIA-1

Switch strategies: SERENA-6



Treatment Landscape for HR+/HER2- mBC (2025)

Second Line

PIK3CA . Fulvestrant + Alpelisib

ET + CDKA4/6i

PIK3CA Fulvestrant + Capivasertib

mut

T-DXd (HER2-low or ultralow)

ARV A=\ Fulvestrant + Capivasertib

ET + CDK4/6i1 + Inavolisib

Sacituzumab Govitecan

Dato-DXd /[%

(High risk, PIK3CA,,.)

ESR1

mut Elacestrant; Imlunestrant

i

Chemotherapy

gBRCA Olaparib; Talazoparib

mut

Switch CDK4/6i + ET

Everolimus + ET

No targetable

mutation

Chemotherapy

T-DXd (HER2-low or ultralow)

NCCN Guidelines. Breast Cancer. v4. 5.

This presentation is the intellectual property of the author/presenter. Contact sonya.reid@vumc.org for permission to reprint and/or distribute.
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Background: Alphabet soup of novel ER targeting agents

SERD SERM PROTAC CERAN SERCA
Serum estrogen Serum estrogen Proteolysis Complete Selective estrogen

receptors receptors targeted estrogen receptor receptor covalent

degrader modulator chimera agents antagonist antagonist
Elacestrant Lasofoxifene Vepdegestrant Palazestrant H3B-6545
Giredestrant Bazedozifene (ARV-471) (OP-1250)
Camizestrant Als

. l T SERMs SERDs PROTACs CERANs SERCAS
Imlunestrant
O e @ 0

Cytoplasm

v
kalta)

Nucleus v
Adapted from Patel “ R

et Ji] o
saw FE— OB DOVOVOVOVOVONO

et al. NPJ Breast | ]
2023;9(1):20. _




ESR1 Mutations Lead to Ligand Independent ER Activation and Constitutive ER
Signaling, Driving Tumor Growth and are Key Drivers of Resistance

ER-mediated gene
=

« ESR1 mutations result in constitutive ER

and survival
« ESR1 mutations have been associated with Esﬂlr;;t""
endocrine resistance, visceral metastases and

« ESR1 mutations predominantly occur after ET

Mechanisms of Resistance to Endocrine Therapy
Most ESR1 Mutations Arise After Progression on 1L mBC Therapy

Early breast cancer Advanced breast cancer!-?

signaling and altered ERa function, leading
to increased proliferation, differentiation

poorer outcomes

Longer exposure to ET in 1L increases the

chance of developing ESR1 mutation?-5°

in the metastatic setting, leading to resistance
to Als or fulvestrant

ctDNA vs paired tumor sequencing

Substantially more ESR1 mutations identified in liquid biopsy
Timing of tissue

Contemporaneous Discordant .
Overall o] biopsy
All Paired Samples [« Paired Sampl Time Discordant Paired Samples
Sensitivity % 889 889 96.9 882 100 100 100 889 750 667 o7 875
Spedﬁt::rgo% aj 92 40.0 95.0 100 G'I-J 100 579 9&7 100 2 ﬁ 269 ﬁ
7s I o I 7 Liquid biopsy
= preferred to
e s . test for ESR1
w .
B mutations*
25 25. 25,
L+] [+2 o
AKT1 HER2 ESR1 PIK3CA AKT1 HER2 ESR1 PIK3CA AKTT HER2 ESR1 PIK3CA
n=76 n=77 n=77 n=77 n=39 n=39 n=39 n=39 n=37 n=38 n=138 n=38
dPCR vs Tissue Sequencing
Binary Status Agreement

ConcordantNegative [ Discordant:Tissue Posiive, dPCR Negatve

ConordantPositve [} Discordant Tissue Negatve, PCRPoiive



EMERALD: Randomized Phase Il study all patients prior

. 100 4
CDK4/6i — Elacestrant
P a0 - — S0C
., Elacest‘l:'lal_'llt . .
Inclusion Criteria sl ~ E Eu = Medlan P FS I n m ES R 1
*M d tm | ith
advanced/ metastatic breast cancer withdrawal [ o ) R 3.8 v 1.9mo, HR 0.55, p 0.0005
« ER-positive,? HER2-negative criterion’ , Endpoints:® t 40 4 i
+ Progressed or relapsed on or after 1 or 2 lines Follow Up = PFS in all pts i
of endocrine therapy for advanced disease, - PES in £SRI t
one of which was given in combination with a In mnu ED . h
CDK4/6i Investigator’s choice (SOC): ! -\_1.
+ =1 line of chemotherapy for advanced disease ::I:s?rg::ﬂ; i Jk_|__
. ECOG ps o ar 1 LetrOZOIe D L i 1 1 T L] L L] 1 L] 1 L]
S 0 2 4 6 8 10 12 14 16 18 20 22 24
Stratification Factors:
» ESRi-mutati tatus’
- Prior :;gt?n:)r?t E\Jvitl'ln'liulvestrant of patients: Months

- Presence of visceral metastases

Elacestrant 11510554 46 35 332626 21 20161411 8 7 6B 5 4 4 11 1 1 1 0

A AA BA A - P . r ks
2Documentation of ER+ tumor with = 1% staining by immunohistochemistry; bRecruitment from February 2019 to October 2020; Protocol-defined dose reductions permitted; 9Restaging CT scans every 8 weeks; SDC 3 -\':.-D 3-\':.- -\.I'1' 1 -\':.- '3 1 i E - D 1 1 1 u

=glinded Independent Central Review; fESRI-mutation = nt had m
1
L mPFS in patients with prior ET + CDK4/6i for 212 mos

- 24% of patients had primary 100

endocrine resistance’ %

a0 —-—
~15% of patients had prior - a;'&mmﬂnmm HR—0-41
chemotherapy® in the advanced P {95% Cl: 4.1-10.8) {95% Cl: 0.26-0.63)
or metastatic setting’ £

24% of patients had & i - A 6.7-month difference

- o ents ha
prior fulvestrant’ 10

20 1‘91 Ll — Elacestra_nt (n:_78j

i0 - moenth mPFS — Fulvestrant or &1 {r
72% had visceral metastases? (T 2 1.9-2.7) . . .

a L] el 13 20 ] an
. at risk Time (months)
. . . . Elacestrant 7B qz H 4 oo} ia 11 kil B T [ : ] 5 i | 1]
Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. e e o m wm s a2



Real World Data in Pts with mESR1 MBC

MTTNT in two real world settings mirrored EMERALD trial results
Patients in the real world are being are benefitting!

Rugo &t al. Lloyd et al. Eardia et al.
Komada Research Datahase iGuarda k] HIF G Rk EMERALD subgroup analysis
(=306 | {rm 5 in=7TH]
Baseline characteristics M Y n 06 n %
Prior ET +/- CDK4/61 for mBC 275 Sl Bd2 B3% 8 100%
Prigr ET +/- COK4/61 =12 mo 287 4% . - 78 100%
Prior chema in mBC 153 5% 312 1% 16 1%
Prior fulvestrant in mBC M 7% £02 53k 13 1%
Mo prior fulvestrant &5 28% 354 47X 65 81k
Co-existing ESRT and PI3K pathway mutations 130 43% 234 £} b 27 5%
Effectiveness mTTHNT, mo mTTHT, mo mPFS, mo
2nd line and earlier - - 203 8.8 - -
2nd-3rd line 128 B.1 - - T8 8.6
Co-mutations 130 6.3 234 5.2 27 5.5

Lloyd et al, CCR 2025 Rugo et al, CCR 2025



Elevate: Phase Il Study of Elacestrant in Combination with

KEY ELIGIBILITY

Everolimus or Abemacicilb

ELEVATE PHASE 1b (n=30)

[+ Women (pre-. pert-,or [ Elacestrant 86-345 myg* combined Elacestrant 345 mg + Everolimus 7.5 mg
posimenopausal) or men with sithar: — (n=50)
« ER+, HER2- aimBC .
+ 1.2 Bnes of prior ET +i- Alpelisib 150-250 mg .
COKAMSI Everclimus 5-10 mg**'0 Elacestrant 345 mg + Abemaciclib 150 mg
+  Prior fulvestrant allowed Palbociclib 100-125 mg" ! H — (n=60)
e Lmurg
- :‘Ill'lmmym endecrine resistance | zi:hmhld"m&?:ﬂm %
+ Mo prior chemaotherapy in the —
amBC: setting ELECTRA PHASE 1b (n=27)
+ 21 measurable |esion a8 per :
RECIST 1.1 ore mulry bt with Abemacicllb 100150 mg™s —
LN o LN
Phase 2 Primary: PFS (RECIST v1.1) B e gy " eministarad 0.
Objectives Secondary: ORR, DoR, CBR, PFS, OS, and safaty
Elacestrant + everolimus
e FEla/Eve Subgroup N mPFS, months (95% ClI)
All patients 50 8.3 [4.0-10.2]
* PFS8.3mo (4-10.2) Visceral disease 36 7.7[3.7-9.4]
* 82.9% DCR No prior fulvestrant 25 8.3 [4.2-12.9]
e 19.5% ORR No primary endocrine resistance 40 8.3 [4.0-12.9]
e 8.54 momDOR ESRTm 21 8.3 [3.5-12.9]
ESR1wt 27 9.0 [4.2-12.7]
PIK3CAmM 25 8.3 [3.6-10.2]
Rugo et al, CCR 2026 PIK3CAwt 23 9.4 [4.0-NR]

Ela/Eve
72% visceral mets
20% primary endocrine

resistance
100% prior CDK4/6i
50% ribociclib

70% one prior line of Rx
50% prior fulvestrant

Safety
Consistent with either
everolimus + standard ET or
elacestrant; no new safety
signals observed
No bradycardia or photopsia
TEAE leading to elacestrant +
everolimus drug withdrawal 6%
TEAE leading to elacestrant +
everolimus drug dose reduction

2%



T
Elevate: Elacestrant/Abemaciclib

Elacestrant/Abemaciclib

92% visceral mets PFS: 14.3 months

15% primary endocrine resistance 91.2% DCR

50% prior CDK4/6i 24.6% ORR

78% one prior line of Rx

30% prior fulvestrant 14.75 mos mDOR
Safety

The safety profile is consistent with

abemaciclib + standard ET or elacestrant; no

. Subgroup N  mPFS, months (95% CI)
new safety signals were observed All pationts 60 143 [7.3-16.6)
No bradycardia or photopsia Visceral disease 55 14.3 [7.4-16.6]
TEAE leading to elacestrant + abemaciclib No prior fulvestrant 42 14.8 [8.7-NR)
drug withdrawal 0% No primary endocrine resistance 51 14.3 [7.3-16.6)
TEAE leading to elacestrant + abemaciclib Follow Up Time, median (95% CI), months: Overall: 8.6 (6.5-12.6) - Arm C: 5.7 (4.6-8.7) - Arm D; 11.6 (8.5-13.4)
d ru g re d u Cti on 5% :1::.::: ::::: BHK:J':!T:: ::rﬂ ::rSB{EE% Cl) for genomic subgroups (ESR1/ PIK3CA)

Arm C required prior CDK4/6i (palbociclib or ribociclib)
Arm D excluded prior CDK4/6i

Rugo et al, SABCS 2025



EMBER-3: Imlunestrant as 2"d Line Therapy for HR+ MBC
e Primary Endpoints

\Nt 400 mg QD Investigator-assessed PFS for"
ESR1 oman, Pre-ipostmencpausat n=331 + A vs B in patients with ESR1m®
* Avs B in all patients
* C ws A in all patients”
Median (95%

_ Imlunestrant FDA approved Sep 25, 2025 for —
w87 ESR1-mutant HR+HER2- mBC progressed on at |andoRR

HR (95% Cl) 0.9

T 1 least one prior line of ET
N° o 2 4 (; 8 10T[;‘z:(r:'im:g 8 20 22 24 2 28 %0 | 4ﬂ‘ﬂ_m-g_ala-l- - Exploratory Endpoints

Imlunestrant
n=331

75 No. of events

50

n
@

Progression-free Survival (%)

D—slu 225 173 135 118 89 62 47 43 30 20 19 13 10 0 O 25:‘?} Ehﬂ‘maclﬂlihd * TTCI= CFSJP FFS‘?;
* Region” I Ll
Interim OS in ESRTm S— p—
100- PFS in ESR1m (50% maturity) - ==
3 Imlunestrant SOCET 100- - No. of deaths 57 71
] v i & Median (95% CI s
2 19 Mo. of events 122 103 edian ( ) {25.4-NR)
g 44% 5.5 —_ 64%
& Median (95% CI) (3.97.4) - £ 751 82%! HR (95% CI) 0.60 (0.43-0.86)
g 50 N 26% HR (95% CI) 0.62 (0.47-0.82) [ l puelue = 0.0043°
'E . Y Nominal povalue® = 0.0007 = : L T *p-value did not achieve prespecified threshald
& ; i amina’ p-valva” =5 E 50 1 i i for significance (p=0.0000004 al 1A2)
g 25- 32% | - 0 : |
] | L B | |
E — [mlunesiram : i H-‘_‘_‘_' - - E 25- : :
0{ — socET I T o . i
T T : T : T T T T T T T T I
0 3 6 @ 12 15 18 21 24 27 30 33 36 I ' !
Mo, at risk Time (months) 0{ — socer ! !
— 1w 82 % 50 3 2 18 B 7 42 1 o 0 3 B © 12 15 18 21 24 27 30 33 36 39 42 45 48
— 114 T k] 18 L] 5 1 ] a o [} 4] a Tll'l'- [I'I'Iﬂﬂ'th!]
Mo, 8t Ass
) ) — 138 129 121 1T 10 99 B9 B1 B0 47 34 23 17T T 3 1 0
Jhaveri et al, NEJM 2025; Jhaveri et al, SABCS 2025 — 118 110 102 97 BB 74 6B 59 43 31 20 12 8 5 2 0 @



Progression-free Survival (%)

Imlunestrant/Abemaciclib vs Imlunestrant

PFS in all patients

Imlunestrant

+ abemaciclib

174

- . Imlunestrant
n=213 100 = Prlor CDK4/6| + abemaciclib
Mo. of t A4 =~ n=139
00 - 0. of events - f;- Mo. of events a7 120
: Median (35% CI) - (3.8-5.6) -E 75 Median (95% CI) - (2%-:5}
75+ . HR (95% Cl) 0.59 (0.47-0.74) @ HR (95% Cl) 0.53 (0.40-0.69)
! 43% Nominal p-value® < 0.0001 E 50 b Nominal p-value < 0.0001
50 I : s ‘L,'H :
! L] oy [l
4-:13@.'“,'%1&\ | 6% 6§V59% hac.i g - 32% | h'w__‘_‘ |
: . | prior CDK4/6i; | . | i .
25+ ! 8% s g — Imhanestrant ! 6%, __\—"'-s—.___._,_‘
i : 13,:,"“"—\_._,_\_5_4_‘_\_‘ . >2/3 palbociclib . + abamacilin | : 4%, 9% ' L
— unesiant : : :: 139 —q ; T ; T : T T T T T
o e ; : : * | FDA approved September 18, 2026 [z 5 % 21 2 ar = a3 s
. . i ' . ' ' 1 i ' ' ' Time [months)
i} 3 G a 12 15 B8 21 24 27 3D 33 3
T ot NCCN Guidelines Usefulin Certain & 5 5 % 3 53§ 3 8
— 213 1% 122 1M 78 FiLt 58 54 | 20 14 10 F UI e Ines Se u In ertaln
— 23 13 VB v3 54 48 35 28 8 14 a 4 [ 1
ClrcumStances (ZA) Patients Without ESRTm
. . Imbunestrant [ Imlunestrant
Benefit across PI3K pathway mutations 100 - 100+ .
° Mutation % Mo. of svents 48 a2 % Mo. of avents a5 e
= Median (95% CI) - 55 ] Median (95% CI) - 5.5
— £ T34 (3872 B TR [3.6-5.8)
* 76 v 38 mo (n_88 v 84’ HR 057) ‘E HR (85% CI) .49 [0.33-0.71) g HR (85% CI) 0,64 [0.47-0.85)
° NO mutation E - I MNominal p-valus = 0.0002 E - Mominal p-value = 00023
e 11.3v5.6mo (h=109v 112, HR 0.59) i . i
e Safety E 25 1 E 25-
= |mlunestrant == Imlunestram
* Asexpected from each agent & o)L ] & o
* 86% diarrhea 0 3 6 9 12 15 18 21 24 27 30 33 38 0 3 6 9 12 15 18 21 24 27 30 33 36 39
e More dose reductions (39%), No. at isk vine i) No. at sk v manihe)

discontinuations in combination arm

= GHFf &1 38 3& 2v 23 18 18 7 3 1 A
= B2 G0 35 33 20 16 10 4 3 2 1 a4 0O

= 45 104 83 65 51 47 40 36 289 ¥ 13 & 2 O
= 121 ¥0 43 &0 34 3 25 22 16 12 T 4 0 '3



N
evERA: Phase Il Trial of Giredestrant plus

Everolimus in HR+ MBC Post CDK4/6i

ORR and DoR in the ESR1m and ITT populations, 1.1)

ors had an ESR1m

Key aligit
* ER#, HER2- aBC (1-3L and in patients without ESR1m detected

+ 5 2 prior lines of ET in tha
+ PD or relapse during'post
+ Mo prior chamaotherapy in

* Glredestrant S50C ET
+ Measurable disease per F A 12t ORR + everolimus + evaralimus Median DoR {95% Cl]i
bone malastases 5
(95% Cl: 0.48, 24.7) A 12.1%! PR
] a0 (95% CI: 3.4, 20.7) [ | M cr 14.88
* Trial was enriched Lo 55% of patie 26.6% | A 11.3%1 " 1{8.10, NE)
{cenlrally tested via circulaling tuma [ ] 23 oL (95% Cl: =1.6, 24.0) 121 1268
T Patisnts had io receive = 6 monthe 5 1 - {9.66, 18.20) 7 Sﬁ. NE
b be sligible for enrodment; priar [ ] (7.56, NE}
—_ 20.0% @ 12 Giradestrant + S0OC ET +
E. m _— E avaralimus avaralimus
g g 10 - n=183 n=180
° . 772
De m ogra p h ICS ‘% 15 | 13.8% £ s (3.84, 11.07) (3.71, NE) 1l LD 2,
o 11.7% g 5 BTT(6.80,8.59) 548 (401, 5.59)
% pri ‘ 000
47% prior fulve . 8 0.8
p . o 8.7% (044, D71 p < 1
25% CDK4/6i fri 4
5 4
57% v 63% 2
and abema ol . BN B
i K i N st N T i e m— mma
Iomar erS = 94 n= 5 n= 154 n= 168 A= n= 69 n=z8 n=13 fe 3 n=td a4 n=k %

Without ESRTm Without ESRTm detecte
55% ESR1 n ESR1m ITT e ctod ESR1m ITT )
- L

% -
35 Vs 27 (o] F Data cutcfl: 16 hily 2035, Adapred fram Mayar EL, ar i, ESMO J025 [eral LEA18) with parmigaion, * Patsnts whe hd meaaurable dasase ol basaline, & FrisE ware Gonlinmed on tee Consetitive accasons = 4 wesks apert. T Stratified analiysis, & Patients whe hed
seling and an objeoty nse
T T T T

maasurable dissase ot

45 Vs 42% F Cl, onfidence interval; CA, complete respanse; DoR, duration of response; ESR1m, ESR1 mutation; ITT, intention to treat; mao, months: ME, not ewaluable; ORR, objective response rate; PR, partial responsas; S0OC ET, standard of care endocrine therapy. T
15 18 Pl 24 27 it
Presented by: Hope 5. Rugo, MD. ne (ma)
rndmiband + i S5 i i = b 1% [} H & Ueminsrart - ropirey 191 143 - ” i ] ] 1 1
+ iy 5 Bl 5 I = # 1 1 1 1 ET # wrprirss 10 Uk - L o u ' 1 3

Mayer et al, ESMO 2025; Rugo et al, SABCS 2025



Additional Data

In both the ESR1m and ITT populations, O vy ECERRBEEN

the magnitude of clinical benefit was

consistent, regard
PIK3CAm and PIK3!
Duration of prior C

Choice of prior CDI Only trial to directly compare combination to T
or abemaciclib) . - |
In secondary analy combl_natlon therapy | ;
appeared restricte Majority of impact in ESR1m population but |
population benefit in ITT and ORR encouraglng
Safety as expected from individual P 2 —-—: omowom| s —m— omeois| w
agents R N S
Giredestrant: 3.8% v 1% Gr1-2 bradycardia bt — ' oomonn| o _E ——
No photopsia Ribocicils o8 —m 071040126 40 —-g— 075038, 150 | 106
Primary toxicity in both arms grade 1-2 i el M —— zemis | 102
stomatitis R R e

Genomic alteration

PIKICAmM detected 64 35 28
PIKICAmM not detected 143 &7 TE
PIKICAAKTIIPTEN alteration detected 89 a7 42
BT A AW TAIRTEL altaratinn ned detactad dds e =

Take home message
Effective and safe combination therapy

| HR (95% €I}
-+ 0.42 (0.30, 0.59)
—. | 0,38 (0.20, 0.69)
—m— : 0.47 (0.31, 0.70)
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VERITAC-2: PROTAC Phase Il Trial

Trial Design PFS by BICR in pts with ESRIm

Key Eligibility Criteria \ 28-day Treatment Cycles _ .
+ Age 218 years old Primary Endpoint:
+ ER+/HER2- advanced or metastatic ’: Vepdegestrant (n=313) + PFSbyBICR in
breast cancer - . .
+ Prior therapy: = 200 mg orally (once daily) — ESR1m population
) . =
- 1line of CDK4/6i + ET o
ol i 21 FDA Approved May 1, 2026
It econaary Enap -
— Most recent ET for 26 months £ =311 o ol
— No prior SERD (eg, fulvestrant, 'tg Fulvestrant (n=311) + OS (key secondary)
elacestrant) © 500 mg IM CBR
. and ORR by BICR
— No prior chemotherapy for x (days 1 and 15 of cycle 1; day 1 of y
advanced or metastatic disease — subsequent cycles) « AEs
’ R:dict::‘og:cai Frogr?st.]:ion durgor Stratification Factors:
aerieesLle e Lerpy + ESR1 mutation? (yes vs no)

+ Visceral disease (yes vs no)

CBR?® and ORR® in pts with ESR1
PFS by BICR in All pts an N pts Wi m

Safety: Well tolerated, mild increase in liver
Hamilton E, ASCO 2025: Campone M, NEJM 2025 enzymes, minimal QT prolongation (11.1 ms)



N
SERENA-6 Study Design and Disposition Over Time

Phase lll, randomized, double-blind, placebo-controlled study (NCT04964934)
Camizestrant (756 mg qd) +

i ) Primary endpoint
« Female/male patients with continuing CDK4/6i ry endp

ER+HER2- ABC* * placebo for Al PFS by investigator F DA ACCG I e I‘ate d

 All patients that have Stratification factors assessment (RECIST v1.1)

received Al + CDK4/6i + Visceral vs non-visceral Secondary endpoints A p p rove d S e p 4 y 2 O 2 6

(palbociclib, ribociclib, or + ESR17m detection at first test vs at a
abemaciclib) as initial — R1: subsequent test . PFS2**
endocrine-based therapy for N=315 * Time from initiation of Al + CDK4/6i to
ABC for at least 6 months randomization: <18 vs 218 months « Os* N N 2 B f I .
+ Palbociclib vs ribociclib vs abemaciclib .
« ESR1m detected in ctDNA + Safety CC Category . USETul In
with no evidence of disease Continuing Al (anastrozole/ . i i
progression letrozole) + CDK4/6i * Patient-reported ce I’tal N CIrcu mStan ces
+ placebo for camizestrant outcomes
Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death
sseee e CtDNA C1D1 and C3D1
ssesssssse m sssese sese * Median time to positive test when first test
m "m m was positive: ~18 mo
tosting « Median time to randomization: 23 mo
Screened, N=3325 (avary'i—a Patients with ESRTm detected, Randomized, e 75-76% palbociclib
manths) n=548 n=315
Patients on first-line

Al + CDK4/6i for 26 months ESR1m surveillance, n=3256 Positive on first test: 51%™
Positive after 2-5 tests: 38%"
Positive after =5 tests 11%*
An estimate of the proportion of patients with emerging
ESR1m during the study period is 42%, calculated from the
548 patients with a positive test/(the number of patients tested

Patients tested for ESR1m in Discontinued (n=233) due to: for ESR1m [n=3256] minus the number of patients that were
: Fatients ongoing in surveillance = Screen failure (n=200) still ongoing in surveillance when screening closed
ctDNA with Guardant3§0 CDx when screening closed, n=1948 » Concurrent disease progression (n=53) [n2194g]) g g
every 2-3 months at time of « Patient not meeting other eligibility criteria (n=48) '

routine staging scans * Reason not provided (n=99)
«  Withdrew consent, lost to follow-up or unknown (n=33)

Turner NC et al. ASCO 2025. Abstract LBA4; Bidard FC et al. N Engl J Med. 2025;393(6):569-580.



SERENAG: Efficacy

Updated PFS (primary endpoint, investigator-assessed) Final (PFS2)
100 Events, n (%) 99 (63.1) 124 (78.5) 100 Events, n (%) 80 (51.0) 90 (57.0)
o ?g;;'acrl‘)_PFs 16.8 9.2 o g;;'acrl‘)'_)Fsz 25.7 19.1
() ; 0 ’
ronths (14.7-19.4) (7.2-9.7) ronths (20.4-30.3) (16.8-21.0)
80 HR (95% CI): 0.45 (0.34-0.59); nominal 80 HR (95% CI): 0.63 (0.46-0.86); p=0.00373
20 p<0.00001 70
& 60 £ 60 50.8%
n N = 41.5%
40 34.9% 40
30.4% Camizestrant + :
. . Camizestrant +
30 CDK4/6i 30 A supplementary analysis \qb“ CDKA4/6i
20 20 of PFS2 per RECIST v1.1 36.3% 29 .79
criteria was consistent: ’
10 10 . HR0.64(95% Cl: 0.46-0.90),
. L R , B .
. Median follow-up: 23.5 months 27% , a1+ CDKA/6I . nominal p=0.0094 Al + CDK4/6i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months) Time from randomization (months)
Number of patients at risk Number of patients at risk
—— 157 143 125109 90 78 57 42 31 23 17 7 5 2 2 O —— 157 150 145 138 127 113 86 63 42 32 24 10 5 5 4 0
—— 158127 90 73 48 35 20 16 12 4 1 1 0 0 O O —— 158 149 129 120 102 82 60 40 30 17 12 8 3 2 0 O

Bidard, F et al. ASCO 2026



T
SERENAG: Subgroup analysis PFS & PFS2

Consistent PFS and PFS2 benefit with camizestrant + CDK4/6i observed across subgroups

Subgroup N PFS PFS2
Overall 315 2 L 2
Menopausal status at randomization Pre-/peri-menopausal women and men 66 ¢ *
Postmenopausal women 249 L 4 <
Asia 79 * L 2
Region Europe 180 * <
North America 56 * *
Disease site Visceral 127 < . 4
Non-visceral 187 L 2 2 2
Time from initiation of Al + CDK4/6i until <18 95 * *
randomization, months >18 220 L 2 <
Palbociclib 235 L 2 L 4
CDK4/6i maintained at randomization Ribociclib 46 * *
Abemaciclib 30 * *
. ] First test 161 . 2 *
Time of ESRIm detection Subsequent test 154 . .
Single 257 * L 2
Number of ESRIm Multiple 53 . .
D538G 152 * *
ESRIm* Y537S 121 * *
Y537N 54 * *
PIK3CA - present 130 * *
Co-mutations PIK3CA - absent 185 * *
TP53 - present 80 * *
TP53 - absent 235 * L 2
0.04 0.08 016 032 064 128 256 0.04 008 016 032 0.64 128 2.56
HR (95% ClI) HR (95% ClI)

DCO3 (Jan 02, 2026). *The 3 most common ESRIm are shown

Bidard, F et al. ASCO 2026



SERENAG: Switching to camizestrant + CDK4/6i prolongs
chemotherapy/ADC-free survival, improves QOL

100 -
90 -
80 -
T0O -
60 -
50 -
40 -
30 -
20 -
10 |

Chemaotherapy/ADC-free survival (%)

CAMI + CDK4/6i Al + CDKA/BI

Events 66157 76M58
Median
chemotherapy’
AL fras minval 227 (20.3-31.5) 1B.7(167-24.7)
(895% CI); mo

Hazard ratio (95% CI): 0.69 {0.49-0.97)

0
0

Patients
at risk

CAMI + CDK4/61 157 149 141 130 108 89 &1
Al + CDK4/6i 158 149 130 117 95 64 50 33 24

T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomization {months)

49 32 19 12 9 8 3 1 O

16 8 &5 4 3 0 O

Second pre-specified data cut off DCO2: June 30, 2025.

Bidard, F et al. SABCS 2025

EORTC QLQ-C30

100 7
90 o

Deterioration-free survival (%)

10 7
0

Number of patlents at risk

80
70
60
50
40
30 A
20 A

Camizestrant + Al +
CDK4/6i (N=107) | CDK4/6i (N=95)
Events 36 49

Median TTD (95% CI); months ~ 23.0 (13.8-NC) 8.4 (2.8 14.0)
Adjusted HR (95% CI): 0.53 (0.33-0.82); nominal P<0.001

Camizestrant + CDK4/6i

Al + CDK4/6i

0

3 & 9 12 15 18 21 24 27 30 33
Time from randomization (months)

Camizestrant + CDK4/61 107 72 59 40 24 16 9 6 3 Pi 2 a
Al + CDK4/61 95 42 26 16 1) 8 A 2 1| i 1 0
EORTC QLQ-C30 pain Camizestrant- Al-
CDK4/6 inhibitor CDK4/6 inhibitor
=1 =94
100 - (n=106) (n=94)
%0 Events 42 49
_ Median TTD (95% CI): months ~ 16.6 (8.3-NC) 6.5(2.7-13.8)
2 80 -
= Adjusted HR (95% Cl): 0.57 (0.37-0.86)
2 70
c
] 60 -
3
£ 50 |
5
‘E 40
-g 30
a8 20 -
10
0

Number of patients at risk
Camizestrant-
CDK4/6 inhibitor

0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)

106 67 54 39 30 21 1 9 6 4 4 ] 0

Al-CDK4/6 inhibitor

94 39 26 21 14 10 4 2 0 0 0 0 0



SERENAG: Total ctDNA dynamics on treatment

Total ctDNA levels were substantially reduced on camizestrant + CDK4/6i
Median 99% reduction at Week 8; 51% of patients showed clearance of total ctDNA

Change in total ctDNA

Total ctDNA clearance by Guardant360*

Median change
from baseline :

Change from baseline in ctDNA
mean VAF (%)

4&——————Linear scale —& ¢— Log scale —¢

Total ctDNA was profoundly reduced in the camizestrant + CDK4/6i arm vs

1000

100
100

50

-50

-100

-94% -99%
° ¢ .
° . .. d
.:.. ::. .;.. %.I P
.. ® o ... .O ..
PP 4 e e ®

Week 4 (n =91)
(Cycle 2 Day 1)

Week 8 (n = 81)
(Cycle 3 Day 1)

+16% +64%

:°'°..-".':: _-'-""L"_

'::. o’ .- . % 51.0% 1.9%

A N =50/98 N=2/108

w e . (: “, In an exploratory analysis pooled across arms, total

ctDNA clearance is associated with OS benefit
(HR 0.39: 95% Cl 0.19-0.73); consistent with
other studies

Week 4 (n =97)
(Cycle 2 Day 1)

Week 8 (n =91)
(Cycle 3 Day 1)

the Al + CDK4/6i arm (Wilcoxon nominal P<0.00001) at

Week 4 and 8

Total ctDNA = mean VAF of probable tumor-specific somatic mutations (Guardant360); *Total ctDNA clearance at Week 4 and/or Week 8 in clearance-evaluable patients

Bidard, F et al. ASCO 2026



VIKTORIA-1

Growth Factors

Jweeks on, 1 week off

HRHHER?- - Am A N |
Advanced Breast Cancer b b e Primary Endpoints g

125 mg daily,

Eligibility Criteria Palbocicli 21 dayg on 7 days o PFS (BICR) «—<=»
* Pre- & postmenopausal women & men Homgiyh | dape 16, A Ame

‘ ‘ avery 4 weeks Am B vs. Arm C 0000
* Progression on/after CDK4/6i + NSAI STUDY 1 Arm B

» <2 lines of prior ET for ABC PIK3CA-WT 180 mg IV once weslly, > Secondary Endpoints
3 weeks on, 1 week off
* Measurable disease, RECIST v1.1

¢
e

500 mg; cyc 1, days 1 & 15, then 0S s -
- Sereening result for PIKICA status By d waska Response \/
+ No T2DM with HbAtc >6.4% or TIDM AfmaS Safely
+ No prior mTOR, PI3Ki, or AKTi ruvesint [l Gl CellCycle  Metabolism  Survival  Prolifration
* No pn'nr mamumamw for ABC Optional cross-over to Arm A or B at progresslon

---------------------------‘

Stratification Factors
* Lungfliver metastases (yesina)

* TTP on immediate prior therapy (< or >6 months)
* Region (L5/Canada or ROW)

tPraphiactic use of a stercid-containing “swish and spit” regimen was protocol-mandated;
oral non-sadating anthistaming therapy was recemmended

Hurvitz et al. ESMO 2025
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VIKTORIA-1: PFS in PIK3CA-wt (study 1)

ki H n
Triplet “Doublet”
Geda + Palbo + Gedabolisi
i F"I:“T;‘.,‘“ 1007 Pavtant | Fulvesiant
m=131) : 00— =130 (=13
ad a3 20 14 20
an FF 3, months (35% CI) (72165 (1.823) ~ BOom Madian PFS, months (95% CI) (5.54.9) (1823)
| Adjusied HR. (5% C1} | 0.24 (0.17-0.35; P< 0.0001 E 707 'l Adjusted HR (35% ) | 0.33 (0.24-0.48); P < 0.0001
| i 607 |
11 @ 5= 1
- .g 40+ L.
\ o
‘1_, iy
h ‘ E 10 LH_‘-L' o
ﬂ._
1 1 I | 1 I | | 1

I;'Il EI.!1 ;Iﬁili'.ll' éfllillﬂ 121314151&1]"131211:02;;22:124
Manths Menihs
Giredestrant + Fulvestrant, +/- palbociclib, FDA approved July 14, 2026 for patients
with HR+/HER2- mBC, PIK3CA-WT following at least one line of ET in the
metastatic setting

Hurvitz et al. ESMO 2025
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VIKTORIA-1: Arandomized, open-label, Phase 3 study of gedatolisib + fulvestrant + palbociclib vs. standard of

care in HR+/HER2-/PIK3CA-mutant advanced breast cancer

HR+/HER2-
Advanced Breast Cancer

Eligibility Criteria

* Pre- & postmenopausal women & men
» Progression on/after CDK4/6i + NSAI
» <2 lines of prior ET for ABC

* Measurable disease, RECIST v1.1

« Screening result for PIK3CA status

* No T2DM with HbA1c >6.4% or T1DM
* No prior mTORIi, PI3Ki, or AKTi

* No prior chemotherapy for ABC

Stratification Factors
* Lunglliver metastases (yes/no)

* TTP on immediate prior therapy (< or >6 months)
+ Region (US/Canada or ROW)

STUDY 2
PIK3CA-MT

ArmD’

Gedatolisib

180 mg IV once weekly,
3 weeks on, 1 week off

Palbociclib

125 mg daily,
21 days on, 7 days off

Fulvestrant

500 mg; cycle 1, days 1 & 15, then
every 4 weeks

Arm E

Alpelisib

300 mg orally daily for 4 weeks

Fulvestrant

500 mg; cycle 1, days 1 & 15, then
every 4 weeks

ArmF

180 mg IV once weekly,
3 weeks on, 1 week off

Primary Endpoint

PFS (BICR)
AmDvs.ArmE

>~ Secondary Endpoints

0§
PFS (BICRF vs. E)
Response

500 mg; cycle 1, days 1 & 15, then

Safety
QoL

"Prophylactic use of a steroid-containing
“swish and spit’ regimen was protocol-
mandated; oral non-sedating
anfihistamine therapy was recommended



VIKTORIA-1: PIK3CA mut

Primary Endpoint: Progression-Free Survival (BICR)

Gedatolisib Triplet vs. Alpelisib + Fulvestrant in VIKTORIA-1 Study 2

Secondary Endpoint: PFS (BICR)

Arm D: Gedatolisib Doublet vs. Alpelisib + Fulvestrant in VIKTORIA-1 Study 2

CITY OF HOPE

Arm F: Arm E:
Gedatolisib + Fulv  Alpelisib + Fulv

(n=52) (n=155)
113 5.6
(9.1-22.1) (5.2-7.4)

0.51 (0.33-0.79); P=0.0013*

Median PFS, months (95% ClI)

Adjusted HR (95% Cl)

Gedatolisib + Fulvestrant
T !
1

Alpelisib + Fulvestrant

1004 Gedatolisib +

90+ 100+
<= &7 Median PFS, months (95% CI) el 3.6 7
S ' (9.0-16.7) (5.2-7.4) 80+

- S
_E 60 Adjusted HR (95% CI) 0.50 (0.37-0.68); P<0.0001 ;: 70

2 7] >
5 g 4

@ 50 E 60

o & 504

& 40— Gedatolisib + Palbociclib + Fulvestrant g
g E 40

— 30 c
@ g 30

£ 204 Alpelisib + Fulvestrant 4
g‘ 5 204

. m | 3]
o 10 T T & 104
0 04

— T T T T T T 1T T T T T T T 1 1T T T T T T T T T T T T T T T T
01 2 3 4 5 6 7 8 91011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

Number at Risk: Months Number at Risk:
Geda + Palbo + Fulv 155 150 134 131110107 77 76 62 57 42 38 27 25 20 16 16 12 12 12 & 9 7 5 5 5 2 2 0 Gedatolisib + Fulv
Alpelisib + Fulv 155148 116 107 78 74 53 51 35 34 30 27 22 20 13 13 11 8 8 8 5 4 3 1 1 1 1 1 1 1 1 0 Alpelisib + Fuly

52 48 42 41 36
155 148 116 107 78

5 6 7 8 9 1}3 1|1 1|2 1|3 1I4 1|5 1|6 1I7 1IB 1|9 2|0 2I1 2|2 2|3 2|4 2|5 2|6 2|7 2|8 2|9 3ID 3|1
Months

3 31 30 23 23 15 15 10 10 8 7 7 7 7 & 4 4 3 2 2 2 2 2 1 1 1 0

74 53 51 35 34 30 27 22 20 13 13 11 8 8 & 5 4 3 1 1 1 1 1 1 1 1 0

Hurvitz et al. ASCO 2026




Safety/Toxicity

S— Arm D: Gedatolisib + Palbociclib + Arm F: Gedatolisib + Fulvestrant Arm D: Alpelisib + Fulvestrant
Fulvestrant (n=153) (n=52) (n=152)

Median RDI, Geda (IQR) 93.3 (80.6-100) 100 (97.8-100) -

Median RDI, Alpe (IQR) - - 81.7 (64.8-96.2)

Pts with 21 TRAE 150 (98.0) 50 (96.2) 147 (96.7)

Study tx DIC for TRAE 4 (2.6) | 2 (3.8) 11 (7.1)

Pts with 21 TR-SAE | 16 (10.5) | 2 (3.8) 20 (13.2)

Deaths due to TR-SAE" | 1(0.7) | 0 2(1.3)

Adverse events, n (%)f Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4

Neutropeniat 97 (63.4) 73 (47.7) 17 (11.1) 1(1.9) 0 0 2 (1.3) 0 1(0.7)

Stomatitist | 94 (614) 25(16.3) 0 | 32(61.5) | 3(5.8) 0 52 (34.2) 8(53) | 0

Nausea 70 (45.8) 5 (3.3) 0 21 (40.4) 1(1.9) 0 50 (32.9) 2(1.3) 0

Rash? | 40(26.1) | 20(6.5) 0 17 (32.7) 3 (5.8) 0 56 (36.8) | 23 (15.1) 0

Vomiting 39 (25.5) 0 0 10 (19.2) 0 0 23 (15.1) 1(0.7) 0

Fatigue . 33(218) | 5(33) | 0 1@212)  1(19) 0 32(21.1) | 4(26) | 0

Diarrhea®  23(150) | 2(1.3) | 0 5(9.6) | 0 0 61(40.1)  9(58) | 1(0.7)

Hyperglycemiat$ 23 (15.0) 4 (2.6) 0 6 (11.5) 0 0 88 (57.9) 21 (13.8) 1(0.7)

Hurvitz et al. ASCO 2026



VIKTORIA-1: secondary endpoints and subgroup analysis

DoR:

Arm D: Geda +
1004 Palbo + Fulv 1004
a0+ 15.7 75 20+ 242 75
mDOR, months (95% Cl) (g 5% 6 (5.5.15.8) mDOR, months (96% CI) (74 ey (5.5-15.8)
B3 801 Adjusted HR (95% Cl)  0.47 (0.25-0.86); P=0.007* £ 807 Adjusted HR (95% CI)  0.49 (0.15-1.04); P=0.03*
@ @
@ 704 @ 70
= =
2 ol Gedatolisib + Palbociclib + Fulvestrant 2 ol Gedatolisib + Fulvestrant
3 ] }
§ 50| % 50
5 o 5§ o
= =
e £ 5
=] Alpelisib + Fulvestrant a Alpelisib + Fulvestrant
204 204
—t
104 104
. . OS:
T T T T T T T T 1 T T 7T T T T T T T T T T T T T T T T T 1 T T T T 1 1 T T T T T T T — T T T 1T T T T
012 3 456 7 8 910111213 14 15 16 17 18 19 20 21 22 23 24 25 01 2 3 45 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25
Number at Risk: Meonths Number at Risk: Months
B A e I B GeatRun 5 T 5 15 T W 8 8 = @ B B 5 5 4 4 4 4 1 1 1 1 1 1 1 0
MbsismAFa 3 33 M W M 19 B M 4 w5 B 8 T 5 5 4 4 2 0 ApeMmeRN B 3B W E N W B N W W 8 8 T 5 5 4 4z 0
Gedatolisib + Palbociclib + Ful Alpelisib + Fulvestrant 1004
Subgroup niN N Hazard Ratio (95% CI) T
Age # %ﬂ
<65 years 531107 65/97 -— 0.47 (0.32-0.68) L
=65 years 15/48 34/58 -— 0.46 (0.26-0.87) 804 ﬂ-ﬂ&"l .
Menopause status 3 —_ Wby,
Pre/perimenopause 12125 20/29 — 043(0.18-084) = £ 704
Postmenopavse 54/126 79/126 _— 050(0.35072) § s e v=" HI Alpelisib + Fulvestra
Geographic area s 2 604
USiCanada 9123 12122 — 055023128 5 - 2 - g ki
Rest of World 50132 871133 - 0.49(0.35069) £ 507 @ 5 Gedatolisib + Fulvestrant
Presence of visceral metastasis T - = L —
Yes 541117 811118 - 052 (0.37-0.74) g 40 4 Alpelisib + Fulvestrant E 404
) hrN: I 14/38 18/37 — 0.38 (0.19-0.82) 20 Goda + Paibo + 1 Alpetisl 3 ] Geda+ | Alpelisib +
r metastasis Fulvestrant  Fulvestrant Fulvestrant  Fulvestrant
Yes 43/78 60/79 -— 0.47 (0.31-0.70) 20 (n=155) (n=155) 204 n=52 (n=155)
No 2577 30/76 —-— 0.46 (0.28-0.78) i re mOS, months (95% C! 228 34
Lines of prior tx for ABC 050 (036070 104 MOS, months (5% CI) 5y g gy {20.0-NE) 104 ' I reng (20.0-NE)
<2 -— 50 (0.36-0.
>2 6::;3 z:a;l;-t | 047 E0_17_1_30= 04 Adjusted HR (95% CI)  0.76 (0.50-1.14); P=0.0208 0 Adjusted HR (35% C1)  0.93 (0.55-1.6); P=0.4026
TTP on immediate prior tx T I S N S T T T T T T T T T T T T T 1 T 1T L N | S N R N T 3 %
<6 months 13/28 15/28 — 0‘5[](0‘23_12?) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 238 0 2 4 6 8 10 12 14 16 18 20 22 24 26 2B 30 32
>6 months 55/127 841127 r— 0.45 (0.32-0.64)
Prior CDK4/6i for ABC
Ribociclib 287 45/67 -— 0.45 (0.28-0.71)
Palbociclib 32/64 40/66 —— 0.58 (0.39-1.00) .
Abemaciclib 10/25 1828 [— 0.35 (0.17-1.07) Hurvitz et a[. ASCO 2026

0001 001 01 10 100

+ + isib +
PFS assassed by blinded independent central revi Gedatolisib + Palbociclib + Fulvestrant better Alpelisib + Fulvestrant better



VIKTORIA-1 takeaways

Pan-PI3K + mTOR inhibition may drive benefit regardless of PIK3CA mutation status (WT
and mut both benefit)

FDA approved for wild-type indication July 2026

IV route - will it limit clinical use?
Subcutaneous route to come

Encouragingly less hyperglycemia but still on-target side effects e.g. stomatitis, rash



Therapeutic Window

a On-target toxicity often
requiring dose reduction or
treatment discontinuation

Glycogen |
gl Hyperglycaemia
PI3K inhibitor (P85a #‘,’
pr ) AN TS
gt Glucose
J Liver Pancreas
. {Insulin
(ES—EE (ﬁultn Hyperinsulinaemia N
“Mutant
¢ p110a receptor
= Resistance to PI3K inhibitor
= Cancer cell growth and
proliferation
» Tumour progression

(a) Conventional PI3K Inhibitors

Vasan N et al. Nat Rev Clin Oncol 2022

CITY OF HOPE

b Ketogenic diet  SGLT2 inhibitor
1 1
‘Mutant-selective Hyperglycaemia
PI3Kinhibitor (p85at)

]% (p1100) — 0" —

Zovegalisib (RLY-2608)

Tersolisib (LY4064809 (STX-478):
Pan-Mutant Selective PI3K inhibitors

G‘ITUE/ |

Avoiding maintenance
insulin to manage

hyperglycaemia

|
» Increased PI3K inhibitor
effective dose
= Increased cancer cell kill
* Improved tolerability

(b) Mutant-Selective PI3K Inhibitors




ReDiscover-2 — Phase Il Registrational Trial for Post-
CDK4/6 inhibitor HR+/HER2- Advanced Breast Cancer

with a PIK3CA Mutation

Key Eligibility Criteria:

* PIK3CA-mutated HR+/HER2- ABC

* No concomitant PTEN or AKT tumor alterations

- Measurable disease or evaluable bone-only disease
* Progression in ABC or adjuvant® setting on or after:
— 1-2 lines ET, and

— 1line CDK4/6i

* Prior PI3Ki, AKTi, mTORI, ADC, 10, or investigational CDKIi, CDK2i, CDK4i

* Progression on <6 mo ET-based regimen for ABC

- Type 1 diabetes, or type 2 diabetes requiring antihyperglycemic medication
* Fasting plasma glucose 2140 mg/dL, or HbA1c 27.0% (=53 mmolimol)

Zovegalisib (400 mg BIDY)
+ fulvestrant

Capivasertib (400 mg BID*® 4 days on, 3 days off)
+ fulvestrant

Stratification:
* PIK3CA mutation type
* Visceral disease

* Geography * Primary endpoint: PFS (kinase, overall population)
* Key secondary endpoint: OS (kinase, overall population)

- Additional secondary endpoints: ORR, DoR, CBR, QoL




A Phase 3, Randomized, Double-blind, Placebo-controlled
Study of LY4064809 Combined with a CDK4/6 inhibitor and
Endocrine Therapy in Adults with HR+, HER2- Advanced Breast
Cancer with a PIK3CA Mutation who received no prior treatment
for Advanced Breast Cancer (PIKALO-2)

1L PIK3CA-mutant? HR+, HER2- aBC

* Men & pre/post-menopausal women

* HbA1c <8.0% & T2DM not requiring insulin
allowed

« Prior therapy: 0 for aBC

Patients may be:
i. Newly diagnosed (de novo) aBC

ii. Relapsed >12 months from completion of
(neo)adjuvant ET + CDK4/6i

iii. Relapsed on or within 12 months from
completion of (neo)adjuvant ET + CDK4/6ib

All endpoints to be independently assessed in
populations according to endocrine sensitivity®
1. P1: Endocrine Sensitive (n=550)

2. P2: Endocrine Resistant (n=200)

LY4064809

+ CDK4/6i Primary endpoint:
Investigator-assessed PFS

+ET°

Key Secondary endpoints:
« OS (key), BIRC-PFS, ORR,
PK & PRO
« Safety in the ITT population

Randomization within each Population Stratified by:

1. Physician’s choice of CDK4/6id (abemaciclib/ribociclib/palbociclib)
2. Prior CDK4/6i (Y vs N)

3. Visceral metastases (Y vs N)




N
Key Takeaways: Metastatic Disease

What did we learn?

Oral SERDs/PROTACs are more effective than fulvestrant (and exemestane) in patients whose tumors have
acquired ESRIm
This represents 35-40% of patients with HR+/HER2- MBC
Oral SERDs may be superior to standard endocrine therapy when combined with targeted agents regardless of
ESR1m status
Overall toxicity is as expected from each individual agent
Ongoing studies to help define the role of this emerging strategy
Current state:
Option to switch Al to SERD at the emergence of ESR1m: Camizestrant
2"d line monotherapy therapy for patients with ESRIm and indolent highly endocrine responsive disease
Elacestrant, Imlunestrant, Vepdegestrant

And new combination option Imlunestrant + Abemaciclib
More combinations with targeted agents are on the horizon

Everolimus or Abemaciclib depending on co-morbidities, duration of response to prior
CDK4/6i
Fulvestrant + PI3K/AKT/mTOR pathway agents continues to evolve (Gedatolisib)

Rapidly changing data and treatment options! 2026 is likely to see multiple approvals in this space



Looking to the future

q y
Other endocrine therapies:

CERAN, SERCA

e CERAN, SERCA, SERMs

N %
4 ™
Moving oral SERD/CERAN tO | « SERENA-4 (camizestrant), OPERA-02 (palazestrant), persevERA
first line? (giredestrant)
o %
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Innovations on targeted o L
e CDK2 inhibitors/degraders, CDK4 selective inhibitors, KAT6

partners: inhibitors, RSK, Aurorakinase inhibitors, PI3K
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