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Learning Objectives

» Assess the clinical relevance of plasma-based testing for ESR1 mutations in
HR+/HER2- mBC and the role of these mutations in ET resistance

« Summarize key evidence from recent and ongoing trials evaluating oral
SERDs in the management of HR+/HER2- mBC, including outcomes by
ESR1 mutation status

» Apply patient-centered approaches for incorporating oral SERDs into the
management of HR+/HER2- BC to address treatment resistance and
optimize care delivery

Oncology Learning Network
mBC = metastatic breast cancer; ET = endocrine therapy; SERD = selective estrogen receptor degrader. ‘ GreatDebates
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ESR1 Mutations in HR+ mBC
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ESR1 mutants favor formation of agonist

conformation of ERa, enabling ligand-independent
ER signaling = endocrine therapy resistance

ER = estrogen receptor; PR = progesterone receptor; DFS = disease-free survival; IHC = immunohistochemistry; L = line.
McCain J. P T. 2015;40(8):511-520. Turner NC, et al. J Clin Oncol. 2016;34(15 Suppl):512.
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ESR1 Mutations Can Emerge during 1L Treatment with Endocrine Therapy

While other mutations are primarily present before mBC diagnosis, ESR1 mutations may develop as a direct
result of prior ET treatment, leading to poorer outcomes!-*
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ﬂ Tumor biology can change over time as it adapts to selective pressure of prior treatment*
@
1. Zhang K, et al. Cancer Manag Res. 2018:10:2573-2580 2. Brett JO, et al. Breast Cancer Res. 2021;23(1):85. 3. Oncology Learning Network

Mankoo PK, et al. Proteins. 2009;75(2):499-508. 4. Turner NC, et al. Clin Cancer Res. 2022;82(4 Suppl):PD13-07. Great Debates
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ESR1 Mutations Are Resistant to Standard Endocrine
Therapy and Associated with Poorer Prognosis

Exemestane vs fUIVestrant ESR1 mutations in BOLERO?2
combined analysis of SOFEA and EFECT
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PFS = progression-free survival; WT = wild-type; PBO = placebo. Oncology Learning Network

Turner NC, et al. Clin Cancer Res. 2020; 26(19) 5172-5177. Chandarlapaty S, et al. JAMA Oncol. 2016;2(10):1310-1315. Great Debates



Development of Oral SERDs

SERD: Mechanism of action .
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Mayer EL. Presented at: San Antonio Breast Cancer Symposium (SABCS); 2025.

Fulvestrant is first-generation SERD
but suboptimal therapy for ESR1
mutant breast cancers

IM administration limits exposure
and causes discomfort for patients

Next-generation SERDs have oral
formulations, higher potency, and
activity in ESR1 mutant breast
cancer
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Key Learning Points

« ESR1 mutations allow ligand-independent ER signaling and lead to
endocrine therapy resistance

« ESR1 mutations are acquired mutations that can develop in up to 40% of
breast cancers after exposure to first-line endocrine therapy

» Important to test for these mutations with liquid biopsy over tissue to detect
emergence of this mutation; the ability to detect tumor heterogeneity and
emerging resistance in real time is a key advantage of plasma-based ctDNA
testing for ESR1 mutations compared with tissue biopsy in HR+/HER2- mBC

* Novel SERDs have been developed to fully inhibit and degrade both mutant
and wild-type estrogen receptors

Oncology Learning Network
ctDNA = circulating tumor DNA. . Great Debates
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National Comprehensive Cancer Network®
(NCCN®) Guidelines Version 6.2026

TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING

FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

Biomarkers Associated with FDA-Approved Therapies
Breast Cancer |Biomarker Detection' |FDA-Approved Agents NCCN Category |MNCCN Category of Preference
Subtype of Evidence
Hggiitei;g’tive ﬁflﬁg:ijjnactivating NGS, PCR | Fulvestrant/Inavolisib/Palbociclib® | Category 1 Preferred
HR-positive/ PIK3CA activating .
HER2-negative mutation NGS, PCR | Alpelisib/Fulvestrant Category 1 Preferred
PIK3CA or
AKT1 activating
. mutations or
nE_RF)EC:SFIIItWZiiVB PTEN" inactivating |NGS, PCR | Capivasertib/Fulvestrant? Category 1 Preferred”
€9 mutations and
genomic changes
(eq, deletion)
» Elacestrant* Category 2A Other recommended
Ega?snlg;gtrive”-“ ESR1 mutation¥ NGS, PCR | [ Imlunestrant3@ Category 2A Other recommended
Vepdegeslrantbb Category 2A Other recommended

NGS = next-generation sequencing; PCR = polymerase chain reaction; FDA = US Food and Drug Administration.

Reproduced from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V.6.2026. © 2026
National Comprehensive Cancer Network, Inc. All rights reserved. To view the most recent and complete version of the NCCN
Guidelines, go online to NCCN.org. The NCCN Guidelines are a work in progress that may be refined as often as new significant
data becomes available.
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NCCN Guidelines Version 6.2026

SYSTEMIC THERAPY FOR ER- AND/OR PR-POSITIVE
RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HER2-Negative and Postmenopausal or
Premenopausal Receiving Ovarian Ablation or Suppression

See BINV-P 1 of 3 for general considerations for therapy selection for HR-positive, HER2-negative disease.

First-Line Therapy Second- and/or Subsequent-Line Therapy
Preferred First-Line Therapy Preferred Second- and/or Subsequent-Line Therapy
- Aromatase inhibitor + CDK4/6 inhibitor® * Fulvestrant + CDK4/6 inhibitor (Abemaciclib, Palbociclib, or Ribociclib) if COK4/6
» Aromatase inhibitor + Ribociclib (category 1)° inhibitor not previously used (category 1)@
» Aromatase inhibitor + Abemaciclib * For tumors without a PIK3CA mutation following progression on or after treatment
» Aromatase inhibitor + Palbociclib with at least one line of endocrine therapy: Fulvestrant/Gedatolisib + Palbociclib
(category 1)
If disease progression on adjuvant endocrine therapy or relapse within 12 |« For tumors with PIK3CA or AKT1 activating mutations or PTEN inactivating
months of adjuvant endocrine therapy completion consider: mutations and genomic changes (eg, deletion), see BINV-Q 6 of 15"
+ For tumors with PIK3CA activating mutations: » Everolimus + endocrine therapy (Exemestane, Fulvestrant, Tamoxifen)"!
» Fulvestrant/Inavolisib/Palbociclib, see BINV-Q & of 15 lin Certain Ci § - Line T
+ Fulvestrant? + CDK4/6 inhibitor” . Mege;{'m. acotnln . reecon . .
¢ Fulvestrant + Ribociclib (category 1)® « Estradiol
» Fulvestrant + Abemaciclib (category 1)° « Abemaciclib!
» Fulvestrant + Palbociclib *’. Imlunestrant + Abemaciclib™
« Targeted therapy, see BINV-Q 7 of 15, and emerging biomarker options, see
BINV-Q 8 of 15

Other Recommended for First- and/or Subsequent-Line Thera

* For ESR1 mutated tumors after a prior line of endocrine therapy + CDK 4/6 inhibitor therapy (in adjuvant or metastatic setting), see BINV-Q & of 15 for options.
* Fulvestrant + aromatase inhibitor (Anastrozole, Letrozole) (category 1)

* Fulvestrant

+ Anastrozole

* Letrozole

+» Tamoxifen

* Exemestane

Footnotes on BINV-P 3 of 3

M The combination of imiunestrant + abemaciclib may be most effective in those with ESR mutations and no prior CDK4/6 inhibitor. The EMBER-3 trial (Jhaveri
KL, et al. N Engl J Med 2025;392:1188-1202) included patients with and without ESR1 mutations and compared the combination of imlunestrant + abemaciclib to
imlunestrant alone versus comparing with the standard treatment containing an endocrine therapy plus CDK4/6 inhibitor.

Reproduced from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V.6.2026. © 2026
National Comprehensive Cancer Network, Inc. All rights reserved. To view the most recent and complete version of the NCCN
Guidelines, go online to NCCN.org. The NCCN Guidelines are a work in progress that may be refined as often as new significant
data becomes available.
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EMERALD: Randomized Phase 3 Trial

All patients had prior CDK4/6 inhibitor

Elacestrant
”~ 400 mg daily*
Inclusion Criteria

» Men and postmenopausal women with PD or .
advanced/metastatic breast cancer withdrawal ERALCREUET"

» ER-positive,» HER2-negative criteriond Endpoints:®
— &

» Progressed or relapsed on or after 1 or 2 lines Follow Up » PFSin all pts
of endocrine therapy for advanced disease, « PFS in £SRI t
one of which was given in combination with a ~ In RLL
CDK4/6i Investigator’s choice (SOC):

+ =1 line of chemotherapy for advanced disease ::?ﬁg:;:

«ECOGPSOor1l Letrozole
Exemestane

Stratification Factors:
+ ESRIsmutation statusf

+ Prior treatment with fulvestrant
= Presence of visceral metastases

*Documentation of ER+ tumor with = 1% staining by immunchistochemistry; "Recruitment from February 2019 to October 2020; “Protocol-defined dose reductions permitted; ‘Restaging CT scans every 8 weeks;
*Blinded Independent Central Review; 'ESRI-mutation status was determined by ctDNA analysis using the Guardant360 assay

ECOG PS = Eastern Cooperative Oncology Group performance status; SOC = standard of care; PD = progressive _
disease; CT = computed tomography. Croat Debatos
Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. Solid Tumors




Progression-Free Survival in Patients with ESRTm

(n=115) (n=113)

Events, n (%) 62 (53.9) 78 (69.0)
mPFS, mo 3.8 1.9
12-mo PFS, % 26.8 8.2
g [95% CI]  [16.2-37.4] [1.3-15.1]
4 HR 0.55
o [95% C1] [0.39-0.77]
Elacestrant
o =4 o
4 5%}
0 reduction in risk of
Months 0 2 4 6 8 10 12 14 16 18 20 22 24 progression or death
when compared to SOC
No. of patients:

Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 1 9 7 5 5 4 4 1 1 1 1 1 0
soC 113 99 39 34 19 18 12 12 9 9 4 1 11 1 0

Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. Great Debates



PFS by Duration of ET + CDK4/6i in Patients with ESRTm

26 mo prior ET + CDK4/6i 212 mo prior ET + CDK4/6i 218 mo prior ET + CDK4/6i

a0

£ w0
0
[
&
40
2 Elacestrant Elacestrant
0 a soc
Months a 5 10 15 ol 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 0
Mo. of patients:
Elacestrant 103 50 33 25 20 16 1 O 8 7 6 5 & 1 1 0 78 42 31 24 20 16 1 9 8 7T 6 5 51 1 0 55 30 23 18 16 12 8 8 7 6 6 5 &5 1 1 0
SOC 02 34 16 11 8 5 ' 1.1 0 81 26 12 10 8 5 ' 110 5% 21 9 B8 7 4 1110

socr

! (r=58)
mPFS, mo 414 1.87 8.61 191 8.61 240
[95% CI} [2.20-7.79] [1.87-3.29] [4.14-10.84] [1.87-3.68] [5.45-16.89] [1.87-3.75)
HR
0.517 0.410 0.466
[98% ci} [0.361-0.738] [0.262-0.634] [0.270-0.751]
mPFs = median PFS. ’ ‘Oncology Learning Network
Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. gﬁg?}gﬁbates



PFS in Patients Who Receivgd ET + CDK4/6i 212 months and ESR1m tumors

Bone metastases™ Liver and/or lung metastasest
86% of patients (n=136) 71% of patients (n=113)
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mPFS, mo 9.13 1.91
[0s%Cll (540 16.89) [1.87-3.71)
HR 0.381
[95% Ci] [0.230-0.623]

185% of patients had bane and other sites of
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lung invovement).
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(+]

10 15 20 25 30

;i
Mo

mPFS, mo 9.03 191
©5%Cll  (378-16.80] [1.87-3.75]
HR 0.412
0.225-0.749)

Elacestrant

1
o
3

Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256.
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Real-World Data Shows Consistent PFS Benefit

Bardia et al, Lioyd et al, Swallow et al, Komodo

EMERALD CCR (n=78)' Guardant Inform (n=742)? Claims (n=276)°

Baseline characteristics

Prior CDK4/6i in mBC 100% 83% 90%

Prior CDK4/6i for >12 months 100% - 88%

Prior fulvestrant in mBC 17% 93% 61%

Prior chemo in mBC 20% 41% 33%
Efficacy mPFS (months) mTTNT (months) wWPFS (months)

2L - 8.82 -

2-3L 8.6 - 8.0°

CDK4/6i = CDK4/6 inhibitor; 2L = second line; 3L = third line; TTNT = time to next treatment; rwPFS = real-world PFS.
Bardia A, et al. Clin Cancer Res. 2024;30(19):4299-4309. Lloyd MR, et al. Presented at: SABCS; 2024. Abstract PS7- Oncology L earning Network
05. Swallow E, et al. Presented at: SABCS; 2024. Abstract P3 10-08. Great Debates



ELEVATE Trial Design

KEY ELIGIBILITY ELEVATE PHASE 1b (n=90) ELEVATE PHASE 2
. ™ 4 3 i
+ Women (pre-, peri-, or Elacestrant 86-345 mg* combined Elacestrant 345 mg + Everolimus 7.5 mg
postmenopausal) or men with either: (n=50)

- ER+, HER2- a/mBC i
i=i - abc
+ 1-2lines of prior ET +/- Alpaiiaib 130250 mg

CDK4/6i Everolimus 5-10 mg®el9 Elacestrant 345 mg + Abemaciclib 150 mg

s 4

= hij — =
+ Prior fulvestrant allowed albociein D01 22 maie D (n=60)
) , , Ribociclib 400-600 mgk!mn.e N

+ Primary endocrine resistance Capivasertib 320-400 mge e (a

allowed \ ) Y
= No prier chemotherapy in the i —>

a/mBC setting ELECTRA PHASE 1b (n=27)

r’ T

. T Bpe Elacestrant 258-345 mg" combined

RECIST v1.1 or a mainly lytic : =M — —»

bone lesion with Abemaciclib 100-150 mg=t!

J \ J \

Elacestrant and everolimus dose are administered QD

If'ha_se 2 Primary: PFS (RECIST v1.1) Abemaciclib is administered BID.
Objectives Secondary: ORR, DoR, CBR, PFS, OS, and safety

a/mBC = advanced/metastatic breast cancer; RECIST = response evaluation criteria in solid tumors;

RP2D = recommended phase 2 dose; ORR = objective response rate; DoR = duration of response; Oncology Learning Network
CBR = clinical benefit rate; OS = overall survival. Great Debates
Rugo HS, et al. Presented at: SABCS; 2025.
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Elacestrant + Everolimus: PFS and Safety

25

50

24

Events, n (%)

mPFS, mo (95% Cl

75 100
Months
20 13

29 (58)
8.3 (4.0-10.2)

+ Censored
125 15.0
10 0

TEAESs = 20% reported
Nausea

Diarrhea

Fatigue

Vomiting

Stomatitis
Hypercholesterolemia
Abdominal pain

Rash

Anemia

Dysgeusia

Mucosal inflammation
AST increase
Headache
Hyperglycemia

Thrombocytopenia

09

B -
I -2
| B
B =21
H =20
M -6
| PR
| BN
-
n=12
I n=12
| EB
B =10 Grade 1-2
-l =10 M Grade 23
n=10

20% 30% 40% 50% 60% 70% 80% S0% 100%

Elacestrant + everolimus showed a consistent PFS benefit across all subgroups

TEAE = treatment-emergent adverse event; AST = aspartate transaminase.

Rugo HS, et al. Presented at: SABCS; 2025. Rugo HS, et al. Clin Cancer Res. 2026 Aug 24 [Epub ahead of print].
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ELEVATE Trial Design

KEY ELIGIBILITY ELEVATE PHASE 1b (n=90) ELEVATE PHASE 2
A ' h
+ Women (pre-, peri-, or Elacestrant 86-345 mg" combined Elacestrant 345 mg + Everolimus 7.5 mg
postmenopausal) or men with either: (n=50)

+ ER+, HER2-a/mBC

isi - a.b.c
- 1-2lines of prior ET +/- Mpassis (000N g

CDK4/6i *|  Everolimus 5-10 mg@ets Elacestrant 345 mg + Abemaciclib 150 mg
- hiij —> —
« Prior fulvestrant allowed Palbociclib 100-125 mgh D (n=60)
Bri docri , Ribociclib 400-600 mgk!mne N
+ Primary endocrine resistance Capivasertib 320-400 mgpa- o
allowed L ) oY
* No prior chemotherapy in the ¥ —
almBC setting ELECTRA PHASE 1b (n=27)

« 21 measurable lesion as per

i i Elacestrant 258-345 mg” combined
RECIST v1.1 or a mainly Iytic —>
bone lesion Yy with Abemaciclib 100-150 mg=t!

Elacestrant and everoimus dose are adminisiered QD

Phase 2 Primary: PFS (RECIST v1.1) Abemaciciib is agministered BID.
Objectives Secondary: ORR, DoR, CBR, PFS, OS, and safety

Oncology Learning Network

Rugo HS, et al. Presented at: SABCS; 2025. GreatDebates



80~

40-

Survival Probability (%)

20

Elacestrant + Abemaciclib: PFS and Safety

Events, n (%)

mPFS, mo (95% ClI

Ela + Abema

29 (48)
14.3 (7.3-16.6)

At Risk

Months

TEAEs = 20% reported
Diarrhea

Mausea

Fatigue

Vomiting

Anemia
Neutropenia
Abdominal pain
Decreased appetite
Weight decreased
Constipation

Rash

Dizziness
Headache
Thrombocytopenia

Leukopenia

10% 20%

I =50
B n=41
B =23
Bin=28
I n-23
I -2
B n=20
n=18
B =17
n=16
n=16
=13
Hln=12 Grade 1-2
: e M Grade 23
n=12

30% 40% 50% 60% 70% 80% 90%

Rugo HS,

Elacestrant + abemaciclib showed a consistent PFS benefit across key subgroups

et al. Presented at: SABCS; 2025.
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EMBER-3 Study Design

ER+, HER2- ABC Imlunestrant _ Primary Endpoints f
400 mg QD Investigator-assessed PFS for':
vh:;:::d IS Ressmonp R n=331 * A vs B in patients with ESR7Tm?
Prior therapy: *AvsB !n all pat!entsh
» Adjuvant: Recurrence on SOC ETc.d * Cvs Ain all patients
or within 12 months of '
completion of Al + CDK4/6i — Fulvestrant or T I e
* ABC: Progression on first-line Exemestane :
Al £ CDK4/6i n=330 _ * OS, PFS by BICR, and ORR

* No other therapy for ABC * Safety

Imlunestrant

Stratification Factors: Exblorator Endnoints
« Prior CDK4/6i thera | N 400 mg QD + T el
py (Y/N) * TTCi, CFSi, PFS2k

iclibd
* Visceral metastases (Y/N) abemaciclib
ion® n=213
* Region

Did not require prior CDK4/6i

BICR = blinded independent central review; TTC = time to chemotherapy; CFS = chemotherapy-free survival; Oneology Learning Network
PFS2 = PFS on second-line treatment. Great Debates
Jhaveri KL, et al. Presented at: SABCS; 2025.




Primary Endpoint: PFS of Imlunestrant
vs SOC ET in Patients with ESRTm

Imlunestrant SOCET
n=138 n=118

100 5

No. of events 122 103
754 55
0 i 0, ¥y
W HeAEnEEREL T @ea) _
50 HR (95% CI) 0.62 (0.47-0.82)

Nominal p-value? = 0.0007
25 4 32%

Progression-free Survival (%)

— Imlunestrant

04 — SOCET

1 ?n/l:l-i
0 3 6 O 12 15 18 21 24 27 30 33 36
Time (months)

No. at risk

= 138 92 56 50 30 25 16 8 T 4 2 1 0
— 118 70 33 18 6 5 1 0 0 0 0 0 0

[ PFS benefit of imlunestrant was sustained in patients with ESRTm ]

Oncology Learning Network

Jhaveri KL, et al. Presented at: SABCS; 2025. GreatDebates



Secondary Endpoint: Interim OS of Imlunestrant
vs SOC ET at 50% Maturity in Patients with ESR1m

Imlunestrant SOCET
- 0
64% No. of deaths 57 71
§ 75‘ 82%' " 34 5
- ! . Median (95% ClI ;
[ ; , ( ) (25.4-NR)
E 50 - : : HR (95% CI) 0.60 (0.43-0.86)
w : ]
= . : p-value = 0.0043*
o 25 : : *p-value did not achieve prespecified threshold
5 g | ! for significance (p=0.0000004 at I1A2)
— Imlunestrant : :
04 — SocET ! :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
. Time (months)
No. at risk

— 138 129 121 117 110 99 89 81 60 47 34 23 17 7 3 1 0O
— M8 110 102 97 88 74 66 59 43 31 20 12 8 5 2 0 0

[ Imlunestrant led to an ~11 month numerical improvement in median OS in patients with ESRTm ]

Oncology Learning Network

Jhaveri KL, et al. Presented at: SABCS; 2025. GreatDebates



Primary Endpoint: PFS of Imlunestrant +
Abemaciclib vs Imlunestrant in All Patients

Imlunestrant e
66% + abemaciclib n=2132
n=213

:

s .
2 75- | No. of events 144 174
§ | e Median (95% Cl) @ 3155 o
@ 50- | I 34% R—
= | HR (95% Cl) 0.59 (0.47-0.74)
E 400/0 I :
= : ! Nominal p-value? < 0.0001
& 251 ! '
Q
S I :
4 — Imlunesirant | :
o + abemaciclib , i ! !
0- — Imlunestrant ! ' ! :
0O 3 6 9 12 15 18 21 24 27 30 33 36 39
: Time (months)
No. at risk

— 213 189 122 101 78 70 59 54 36 20 14 10 2 0
-~ 213 130 78 73 54 46 35 26 18 14 8 4 0 0

[ PFS benefit of imlunestrant + abemaciclib was maintained in all patients ]

‘Oncology Learning Network

Jhaveri KL, et al. Presented at: SABCS; 2025. GreatDebates



Subgroup Analyses: PFS of Imlunestrant + Abemaciclib
vs Imlunestrant in CDK4/6i-Pretreated Patients

100 1 Imlunestr_an_t Imlunestrant
+ abemaciclib n=140
. . n=139

75 - Document was last saved: Just now

No. of events 97 120

. 9.1 3.7
Median (95% C1) (2.1-5.5)

HR (95% CI) 0.53 (0.40-0.69)

329, Nominal p-value < 0.0001

254

— Imlunestrant

Progression-free Survival (%)
3

6

I
]
[}
I
I
]
I
[}
I
9 12 15 18 21 24 27 30 33 36 39

+ abemaciclib 14% : 9%,
0— — Imlunestrant : J|
[I) é T 1 ) L] 1
Time (months)
No. at risk

— 139 100 76 @61 46 43 37 34 21 13 9 5 1 0
— 140 73 40 35 23 2 17 10 7 6 4 2 0 0

[ Consistent benefit of imlunestrant + abemaciclib maintained in patients previously treated with a CDK4/6i ]
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EMBER-3: Safety

Imlunestrant

TEAESs in + abemaciclib Iml:zgt;ant SnZgZET
2 25% of Patients, % n=208
Any Grade Grade 23 Any Grade Grade 23 Any Grade Grade 23

Patients with 21 TEAE 98 54 85 20 85 22
Diarrhea 86 9 23 <1 12 0
Neutropenia 50 22 6 3 5 2
Nausea 50 2 18 <1 14 0
Anemia 46 10 11 2 13 3
Fatigue 41 5 24 <1 14 1
Vomiting 32 <1 9 1 5 <1
Leukopenia 29 4 6 1 5 0
Hypercreatininemia 25 1 4 <1 3 0

TEAESs leading to discontinuation 9 5 1

Treatment-related 5 2 0

[The safety profiles remained consistent with the known characteristics of imlunestrant and abemaciclib]

‘Oncology Learning Network
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» Adult patients with ER+/HER2- ABC

+ All patients had received Al + CDK4/6i
(palbociclib, ribociclib, or abemaciclib)
as initial endocrine-based therapy for

ABC for at least 6 months

« ESR1m detected in ctONA with no

evidence of disease progression

» =1 prior line of chemotherapy for ABC

RECIST v1.1 tumor
assessment

SERENA-6: Study Design

Camizestrant (75 mg QD) +

withdrawal, or death

continuing CDK4/6i + placebo for Al (n=157)*

Treatment continued until disease
n=315 progression, unacceptable toxicity, patient

The study was powered
for PFS (primary
endpoint) and the key
secondary endpoint of
investigator-assessed

Continuing Al + CDK4/6i + PFS2
placebo for camizestrant (n=158)*
Randomization First PD or death Second PD or death
PFS >
PFS2T ey

Every 8 weeks for 18 months and then

Every 8-12 weeks

every 12 weeks (RECIST mandatory) (RECIST recommended)

ABC, advanced breast cancer, ER+, estrogen receptor-positive; HER2-, human epidermal growth factor receptor 2-negative; PD, progressive disease, QD, once daily; R, randomized, RECIST, Response Evaluation Criteria in Solid Tumaors
"Pre. or perimenopausal women and men recesed a luteinizing hormane-releasing hormone agonist per dinical guidelines. A new baseline was established at the starl of subsequent therapy using imaging from PFS1 progression

Al = aromatase inhibitor.

Bidard, F et al. Presented at: American Society of Clinical Oncology (ASCO) Annual Meeting; 2026.
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Updated PFS (Primary Endpoint, Investigator-Assessed)

Camizestrant + Al +
CDKA4/6i (n=157) CDK4/6i (n=158)

100
%0 1 Events, n (%) 99 (63.1) 124 (78.5)
80 Median PFS (95% Cl); months  16.8 (14.7-19.4) 9.2 (7.2-9.7)
70 7 HR (95% Cl): 0.45 (0.34-0.59); nominal p<0.00001
ﬁg 60
w 50
o
40 + 30.4% : _
30 - Camizestrant + CDK4/6i
20 -
10 - Median follow-up: 23.5 months
2.7% 3
0 Al + CDK4/6i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number of Time from randomization (months)

patients atrisk

Camizestrant + CDK4/6i [RETY 143 125 109 90 78 57 42 31 23 17 [ 5 2 2 0
158 127 90 73 48 35 20 16 12 4 1 1 0 0 0 0

DCO3 (Jan 02, 2026). At DCO3, 45 patients in the camizestrant + COK4/6i arm and 12 patients in the Al + COK4/6i arm were still receiving study treatments. The p value is based on the stratfied log-rank test, stratified by disease ste (visceral
vs non-visceral), iming of ESR{m deteded (firsl vs subsequent test), and time from ind@&tion of Al + COK4/G1 1o randomization (<18 months vs =18 months)

Oncology Learning Network

DCO3 = third data cutoff. Great Debates
Bidard F, et al. Presented at: ASCO Annual Meeting; 2026.



Updated PFS by Co-Mutations

Camizestrant Al + Camizestrant Al +
. + CDK4/6i CDHK4/6i * + CDKA4/6i CDK4/6i
PIK3CA mutation (n=64) (n=66) TP53 mutation (n=43) (n=37)
Events, n (%) 35(54.7) 50 (75.8) Events, n (%) 31 (72.1) 30 (81.1)
100 Median PFS 18.2 10.0 100 Median PF5 1.8 5.6
il (95%CN: (434 920)  (7:2-127) il O5%CD: 74 194)  (38-93)
80 - months et el 80 1 months ; : ik
70 - HR (85% CIl): 0.41 (0.26-0.64) 70 - HR (95% Cl): 0.52 (0.31-0.88)
£ 60 - £ 60 -
E 50 — E 50 —
0 40 - & 40 ~
30 . . 30 A
20 - 20
10 10
0 T T T T T L] L 1 O T T T T L L] L 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Number of Time from randomization (months) Time from randomization (months)
patients at risk

Camizestrant + CDK4/6i st 52 37 24 12 3 1 1 43 30 19 13 4 3 1
Al + CDK4/6i i 39 21 8 3 0 0 0 3 17 7 2 1 1 0

DCO3 (Jan 02, 2026). PFS benefit was comparable in patients without a PIKICA mutation (HR [95% CI]: 0.48 [95% CI 0.34-0.68]) or a TF53 mutation (0,42 [0.30-0.58])
FIK3CA phosphatdylinosiiol-4 S-basphosphate 3kinase gena, TPS3, tumor prolein 53 gene

Oncology Learning Network
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Final Second Progression-Free Survival (PFS2)

Camizestrant + CDK4/6i significantly extended time to second progression or death,

demonstrating PFS benefit is sustained beyond first progression I ——— i
: CDK4/6i (n=157) | CDK4/6i (n=158)

Events,n (%) 80 (51.0) 90 (57.0)

90
&5 o Median PFS2 (95% Cl); months 25.7 (20.4-30.3) 19.1 (16.8-21.0)
- HR (95% Cl): 0.63 (0.46-0.86); p=0.00373

50.8%
41.5%

PFS2 (%)
on
(=]
1

40 o
30 4 Camizestrant + CDK4/6i
20 A supplementary analysis of PFS2 per RECIST v1.1
criteria was consistent: HR 0.64
10 — (95% CI: 0.46-0.90), nominal p=0.0094 .
0 Al + CDK4/6i
0 3 6 ] 12 15 18 21 24 27 30 33 36 39 42 45 48
Number of Time from randomization (months)

patients at risk

157 150 145 138 127 113 8 63 42 32 24 10 5 5 4 0
158 149 129 120 102 82 60 40 30 17 12 8 3 2 0 0

DCO3 (Jan 02, 2026), PFS2, defined in a standard manner (assessed by the investigator according to local standard clinical practice) as the time from randomisation 1o the eariest of disease progression after first subsequent therapy or death
in the primary analysis. The p value is based on the stratified log-rank test, stratified by dsease ste (visceral vs non-visceral), timing of ESRTm detected (first vs subsequent test), and time from initiation of Al+CDK4/6i to randomization
T 18 minnthe we =18 manthel
Oncology Learning Network
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Total ctDNA Dynamics on Treatment

Change in total ctDNA Total ctDNA clearance by Guardant360*

Camizestrants CDKA/6i
Nombaseine:  -94%  -99%  +16%  +64% Camizestrant + COK4/6i

| i D 510% 1 9%

100 7

50 1

o ] l = In an exploratory analysis pooled across arms,

. total ctDNA clearance is associated with OS
- : benefit (HR 0.39; 95% CI 0.19-0.73); consistent
27 e r with other studies

=50 1

Change from baseline in ctDNA mean VAF (%

=100 -

Week 4.-:n=91:l Week B (n=81) Week 4 (n=97) Week 8 (n=91)
[Cycle 2 Day 1) {Cycle 3 Day 1) [Cycle 2 Day 1) (Cycle 3 Day 1)

Total ctDNA was profoundly reduced in the camizestrant + CDK4/6i arm vs
the Al + CDK4/6i arm (Wilcoxon nominal P<0.00001) at Week 4 and 8

Total ciDNA = mean VAF af probable tumar-specific somatic mutations (Guardant380), "Total ciDMNA clearance al Week 4 andfor Week 8 in cearance-evaluable pabents

VAF = variant allele frequency. Oncology Learning Network
Bidard F, et al. Presented at: ASCO Annual Meeting; 2026. Great Debates



Adverse Events (210% of Patients)

DK4/6i (N=155)

Al + CDK4/6i (N=155)

Total/Grade 23 |  Grade1 || Grade 23 Grade 23 Grade 2 Grade 23 / Total

Any adverse event, 145 (94%) Any adverse event, 135 (87%)

Neutopenia 55 / 45 [ G I | 34 4

Anemia 17 s TN HRN ] 5 17
Leukopenia 17 10 [T -j 32:/8 Hematological adverse events
Photopsia 20/ 1 | rl | | 08 Non-hematological adverse events
Arthralgia 16 0 [ T BT 1 /17
Fatigue 15 0 1 BT 1 014
Dry eye 121 0 | N 10/ 7 Exposure time-adjusted incidence
rates were similar between
Nauseja 10/ 0 TN MR 1 /14 treatment arms for neutropenia
Back pain 101 T W ] 0 710
Diarrhea o010 B 1 /11
Headache 8 /1] | | 0 /113
70 60 50 40 30 20 10 00 10 20 30 40 50 60 70
Patients (%)

Photopsia (brief flashes of light in the peripheral vision) did not impact daily activities: If experienced, visual effects had no/minimal impact on
daily activities, were typically =1 minute, <3 days/week, and reversible. There were no structural changes in the eye and no changes in visual acuity

Oncology Learning Network
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evERA Phase lll Trial

Study design

A global, randomised, open-label, Phase lll trial

i

%

Key eligibility criteria*
ER+, HER2— aBC (1-3L of therapy)

< 2 prior lines of ET in the aBC setting
PD or relapse during/post-CDK4/6i + ET
Mo prior chemotherapy in the aBC setting

Measurable disease per RECIST v1.1 or evaluable
bone metastases

A\

* Trial was anriched to 55% of patients with ESR1m at basaline
(cantrally tested via circulating tumour DNA)

Stratification factors
* Prior treatment with fulvestrant (yes vs no)
«+ ESR1m (yes vs nof/indeterminate)

+ Site of disease (visceral [lung and/or
liver involvement] vs non-visceral)

Mayer EL, et al. Ann Oncol. 2025;36(Suppl 2):S1561-S1562.

100% prior CDK4/6i

Enrolment period: August 2022 to October 2024

Giredestrant (30 mg) + everolimus (10 mg)t

SOC ET? + everolimus (10 mg)*

Exemestane/fulvestranttamaoxifen

t Dexamethasone mouthwash prophylaxis and treatment was
strangly recommended per SWISH trial protocol!

Co-primary endpoints (RECIST v1.1)

Until PD
or
unacceptable
toxicity

+ INV-PFS in patients whose tumours had ESR1m

+ INV-PFS in the ITT population

Key secondary endpoints
« 0S
+ |NV-assessed ORR, DoR

asitive; ESR7Tm, ESRT mutat ET, endocrine therapy, HER2

RECIST, Response Evaluation Criteria in Solid Tumouns,

Oncology Learning Network
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evERA Phase lll Trial

Co-primary endpoint — INV-PFS in the ITT population

100 4
Events, n (%)
80 4 .
Median, mo (95% CI)
£ . Stratified HR
95% ClI
i2 ( )
a
=2 40
=
20 4
0l =
] 3 ] 9 12 15 18 21 24 27 30
No. at risk Time (mo)
Giredastrant + everolimus 183 149 a5 TO a7 29 14 3 3 1
S0C ET + everolimus 190 13 68 50 27 14 T 3 3 1

SOCET+

Giredestrant +
everolimus everolimus

n =190
163 (85.8)

n =183

126 (68.9)

8.77 (6.60, 9.59)

0.56
(0.44, 0.71); p < 0.0001

5.49 (4.01, 5.59)

Combination therapy with giredestrant + everolimus led to a clinically meaningful

:

Mayer EL, et al. Ann Oncol. 2025;36(Suppl 2):S1561-S1562.

44% reduction in the risk of progression or death in patients in the ITT population

Oncology Learning Network
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evERA Phase Il Trial
Co-primary endpoint — INV-PFS in the ESRTm population

SOCET +
everolimus

Giredestrant +
everolimus

n=102 n =105

100 4

Events, n (%) 63 (61.8) 89 (84.8)
501 Median, mo (95% CI)  9.99 (8.08, 12.04)  5.45 (3.75, 5.62)
S o Stratified HR 0.38
@ (95% Cl) (0.27, 0.54); p < 0.0001
-y
2 40 -
20 1
D- T T T T T T T T T T T
0 3 ] 9 12 15 18 21 24 27 30
No. at risk Time (mo)
Giredestrant + everolimus 102 B5 &1 52 28 13 i} 2 2
SOC ET + everclimus 105 &7 a5 25 10 2 1 1 1
Combination therapy with giredestrant + everolimus led to a clinically meaningful
62% reduction in the risk of progression or death in patients with ESRTm

Oncology Learning Network
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1004

a0

G0+

0S (%)

404

204

Mo. al risk

Giredestrant + everchmus 102

Mayer EL, et al. Ann Oncol. 2025;36(Suppl 2):S1561-S1562.

ESR1m population (59% mature)

Events, n (%)

Madian, ma (95% CI)

Stratified HR
(95% CI)

Giredestrant
+averolimus | everolimus

evVERA Phase lll Trial
Interim OS in the ESRTm and ITT populations

Ty
T

SOC ET+

n=102 n =108
26 (25.5) 41(39.0)
NE 21.03

(2017, NE}  [14.78, 26.87)

0.62 (0.38, 1.02);
p = 0.0566

1004

an

60

0S (%)

40

20

B

BT

100 =

12 15 18 21 24

Time (mo)
L ar 15 a
BT 31 ] ]

33 36

No. at risk
Giredestant + everolmus

ITT population (67% mature)

Events, n (%)

Median, ma (95% CI)

Stratified HR
{95% ClI)

Giredestrant SOCET+
+ everolimus | everolimus

6 a9

151 152
167 148

n=183 n=130
47 (25.7) 68 (35.8)
NE 26.87
(NE, NE) (22.21, NE}
0.69 (0.47, 1.00);
p=0.0473
T L} L] L) L)
12 15 18 21 24
Time (mao)
127 ilix] - &5 Fas)
122 @ &7 ] 19
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evERA Phase lll Trial

AEs overview

Common TEAEs (2 10% of patients in either arm)

Stomatitis”
Diarrhoea

Anaemia

MNausea

Fatigue
Decreased appelile
Praumonitis
Headache

Rash

Arthralgia
Constipation

AST increased
Oedema paripharal
Cough

amiting

ALT increased
Hyperglycaemia
Insomnia
Hypokalaemia
Nautrophil count decreased
Pruritus

Back pain
Dysgausia

Plalelet count decreased
Waight decreased

&0

Giredestrant + everolimus n = 182

SOC ET + everolimus n = 186

W zrisas

[l &)

I soii7s

asyiaz
z15i1.1
1z4s85 [N
1
1

Selected AEs

Giredestrant + everolimus
Patients with n =182

AE
21 Grade Grade
1-2 3-4
Bradycardia® 7(38) 0

Photopsia 0] 0

S0C ET + everolimus

n=186
Grade Grade
1-2
1{0.5) 0
o 0

| Giredestrant  SOCET
] + averalimus  + averolimus

Grade 1-2

B [ Grade 34

40

10 [u] 10 20 30 40 50

Patients (%)

Mayer EL, et al. Ann Oncol. 2025;36(Suppl 2):S1561-S1562.
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Key Learning Points (and Remaining Questions)

Elacestrant monotherapy has sustained PFS benefit in heavily pretreated patients with
ESR1m and potential to become an ET backbone for combination strategies

- Will we need larger, phase 3 data to adopt?

Imlunestrant monotherapy in patients with ESR1m demonstrated both PFS and OS
benefit with a continued favorable safety profile.

- Is patient population representative of our current patient population?

Switching Al to camizestrant with continuation of CDK4/6i when emergence of ESR1
mutation detected ahead of disease progression improved PFS

- Does this improve overall survival?

Giredestrant combined with everolimus showed meaningful improvement in PFS vs
SOC ET + everolimus in ER+/HER2- aBC post-CDK4/6i

- How will this drug get approved? ESR7m only?

‘ Oncology Learning Network
Great Debates
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Pushing beyond the 6-Month PFS Ceiling after CDK4/6 Inhibitors

Novel endocrine agents combined with targeted therapies represents the future of ET-
based treatment in CDK4/6i-pretreated population

ESR1-mut
10 ITT
6 I ITT AKT-altered
Fuly +
Imlun + Fulv + Fulv + Gired + Fulv + "
SoC Elac Fulv  Camirs  Camit50 Abema Capi Ipatasertib Everullmus Everclimus Fulv Gedatol B Paﬂb-nl %
ESR1mut only Prior COK4/6is (ESRImut + wt) Prior COK4/6is (ESRImut + wi]  Prior COK4/6is (AKT altered+ wt) 100% previous COK4/6is 100% previous COK4/6i5 PIKICA wt
100% previous CDK4/6is ~25% 1 CT line for ABC No CT for ABC ~25% 1 CT line for ABC No prior €T for ABC 100% previous COK4/5is
28% 1 CT line for ABC Ne prior CT for ABC
CT = chemotherapy. Oncology Learning Network

Mayer EL. Presented at: SABCS; 2025. GreatDebates



Treatment Algorithm for HR+/HER2- MBC

1L Al or fulvestrant + CDK4/6 inhibitor [ Rt s
PI3K and ESR1 wild-type ESR1 mut PI3K pathway altered
(if ESR1m) Olaparib or T-DXd Chemotherapy
3L ;T]:ttarﬂgt:f ::;';fgd‘; Elacestrant  talazoparib  (if HER2-low/ (e.g. capecitabine,
= ! Imlunestrant (if BRCAm) ultra-low) paclitaxel)
Chemotherapy Olaparib or T-DXd Biomarker positive*
4L+  (eg, capecitabine,  talazoparib (if HER2-low/ (J fgﬁ‘;%% (TMB-H, MSI-H/dMMR,
paclitaxel, eribulin) (if BRCAm) ultra-low) St l

NTRK fusion, RET fusion)

T-DXd = trastuzumab deruxtecan-dink; TMB-H = high tumor mutational burden; dMMR = deficient mismatch repair. Oncology Learning Network
Slide adapted from Garrido-Castro AC. Mayer EL. Presented at: SABCS; 2025.
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Treatment Algorithm for HR+/HER2- MBC
" i

i | Camizestrant + CDK4/6i (if ESRT mut) ¥
PI3K and ESR1 wild-type ESR1 mut PI3K pathway altered

Imlunestrant + abemaciclib

Giredestrant + everolimus

Gedatolisib + fulvestrant + palbociclib

Vepdegestrant

‘Oncology Learning Network

Slide adapted from Garrido-Castro AC. Mayer EL. Presented at: SABCS; 2025. Great Debates



Even More to Come...

-

Other endocrine
therapies:

\‘\

-
P

Moving oral SERD
to first line”?

<

o

Innovations on
targeted partners:

o/
N\

/

 CERAN (palazestrant), PROTAC
(vepdegestrant), SERCA (H3B-6545)

« SERENA-4 and persevERA

« CDK2 inhibitors, CDK4 selective inhibitors,

KAT®6 inhibitors, Aurora kinase inhibitors, PI3K



What about Taking SERENA-6 Approach?

* Too early to determine OS
benefit

« Burden of ctDNA testing on
healthcare system and patients
- costs and potential emotional
distress

Will we add “test-xiety” to “scan-xiety”? * Not FDA-approved yet

Oncology Learning Network
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Time to Deterioration in Global Health Status/Quality of Life

EORTC QLQ-C30

Camizestrant + Al +
CDK4/6i (N=107) CDK4/6i (N=95)

100 5
90 - Events 36 49
Camizestrant + CDK4/6i r
= 80 - Median TTD (95% CI); months 23.0 (13.8-NC) 6.4(2.8, 14.0)
[ 70 - Adjusted HR (95% CI): 0.53 (0.33-0.82); nominal P<0.001
IS
» 60
& @ S
. 50 A :
= Al + CDKA4/6i ._T
£ 40 ' pe—
o
=] _
T 30 ° =
a& 20 A
10
0‘ T T L} L T T T T T L] 1
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)
Number of patients at risk
Camizestrant + CDK4/6i 107 72 89 40 24 16 9 6 3 2 2 0
Al + CDK4/6i a5 42 26 16 11 8 2 2 1 1 1

« Camizestrant + CDK4/6i also delayed the time to deterioration in pain compared with Al + CDK4/6i

Assessments werne conducted at baseline, weeks 4, 8 and 12 and then every 8§ weeks unbl PFS2. Analysis conducted in patients with a basebne score and af keast one posi-baseline assessment. TTID in global healh status/qualty of ile, an exploratory
endpoint, was defined as the time from randomization to first detenoration that was confirmed at a subsequent tmepoint measured using the European Organization for Research and Treatment of Cancer 30.item quality-of.|fe questionnaire
(EORTC QLQ-30). Deterioration was defined as a dacrease from baselne =16.6. HR was estimated using the Cox propomonal hazard moded stratified by tme of ESARTM detecton (one test vs mone than one test), and time from intation of A « COKAG 1o

randomization (<18 months ve =18 manthsl NC. nat caleulabla: TTD. timatodatedoration

EORTC QLQ-C30 = European Organisation for Research and Treatment of Cancer 30-item Quality of Life Group Core Questionnaire.

Turner NC, et al. J Clin Oncol. 2025;43(17 Suppl):LBA4.
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Camizestrant + CDK4/6i Delayed Time to Deterioration of Patient-
Reported Cancer Symptoms Compared with Al + CDK4/6i

Pain (secondary endpoint) Fatigue Shortness of breath/ dyspnoea
CAMI+  Al+ CAMI+ A+ CAMI+  Al+
CDK4I6i | CDK4/6i CDKAIBI  CDK4/6i CDK4l6I  CDK4/6i
Events 421106  49/94 Events 34104 3381 Events 21105 29094
Median TTD 166 6.5 MedianTTD MR 138 Median TTD MR 16.8

(85% CI); months  (8.3-NC) | (2.7-13.8)

(85% CI); months (13.8-NC) | (6.5-NC)

(5% CI); months  (21.3-NC) (10.1-NC)

100 100 5 100
oo |§,  Adjusted hazardratio (95% CI): 057 (0.37-0.86) g | Adjusted hazard ratio (95% C1): 0.75 (0.46-124) g | Adjusted hazard ratio (95% CI): 0.52 (0.28-0.93)
£ 804 Y, 80-
m
£ 70 70+
: 60 - 60-
..E - 50 < 50
5 i -
£ 40 40
2 30 30-
o
a 20 20
10 7 10
0 T T T T T T T T T T T v 0 T T T T T T T T T T T | 0 T — — — T — —
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Putbanks at risk Time from randomisation (months) Time from randomisation (months) Time from randomisation (months)
Al
cooka M ® ® 2 MW ow o4 2 0 0 0 0 0 1 s 3 20 16 W0 4 2 0 0 0O 0 0 94 5 38 % % 12 6 4 1 1 1 0 0
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Camizestrant + CDK4/6i Delayed Time to Deterioration of
Patient-Reported Functioning Compared with Al + CDK4/6i

Physical: ability to perform everyday physical Role: impact of health on work and Emotional: feelings of anxiety, depression
activities (secondary endpoint) daily activities and irritability
CAMI + Al + CAMI + Al+ CAMI + Al +
CDK4/6i | CDK4/6i CDK4l6l | CDK4/6i CDK4l6i | CDK4/6i
Events 33(108 29195 Events 48/108  47/94 Events 25107 3295
Median TTD  23.0 15.7 Median TTD 156 8.2 MedanTID o 137
00 (95% Clj:months (17.4-NC) | (B3NC) (95%Clj;months | (B4-NC) | (46-119) (95% CI); months {8.2-NC)
90 Adjusted hazard ratio (5% C): 0.74 (0.44-1.24) g | Adjusted hazard ratio (95% CI): 0.73 (0.48-1.10) o Adjusted hazard ratio (95% CI): 0.51 (0.29-0.87)
£ ] 1%,
= 80 80 ...
g 704 70+
B 60 60
o
_,E 50— ‘-vo—o—*.. | 50
2 - - - L o o - L a
= 40 40
2 30 30+
-
& 204 20
107 10-
0 3 6 9 1215 18 21 24 27 30 33 3 0 3 6 9 12 15 18 21 24 27 30 33 3% 0 3 6 9 12 15 18 21 24 27 30 33 3
Pafients at risk Time from randomisation {manths) Time from randomisation {manths) Time from randomisation {months)
Al . -
« COKAG 95 5 B M 15 M 2 1 o a o a o 94 46 3 N1 14 1m0 4 1 0 0 o 0 0 95 54 3B 24 1T 12 5 i o 0 ] 0 0

Pink tile indicates secondary endpoint; blue tile indicates exploratory andpoints.

Oncology Learning Network
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Shared Decision-Making and Balancing Goals

» Can consider SERENA-6 approach for patients who are experiencing
symptoms affecting QOL while on treatment

- Or all patients? Will be a discussion with patient.

* Monotherapy vs doublet or triplet therapy
- Less medication burden and fewer potential side effects

« Consider specific side effects that could affect patients
- Photopsia
- Bradycardia
- Stomatitis

Will all of this become a moot point if SERDs move to first line?

‘ Oncology Learning Network
QOL = quality of life. Great Debates



Key Learning Points

« Elacestrant and imlunestrant monotherapy are FDA-approved options for
second-line treatment of patients with HR+ mBC with ESRTm

« Camizestrant is not yet FDA-approved, but SERENA-6 approach leads to
improved PFS2 and better quality of life for our patients based on PRO data
presented

« SERD combination therapies in the second line are likely coming, but no
FDA approvals yet

» Expect more discussions and shared decision-making with patients as we
navigate a growing number of options

Oncology Learning Network
PRO = patient-reported outcome. . Great Debates
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