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Major advancements in metastatic breast cancer treatment: when
expanding options means prolonging survival
F. Miglietta’, M. Bottosso’, G. Griguolo™?, M. V. Dieci'” & V. Guarneri'”"
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First-line SOC: CDK 4/6inh-based treatment
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Treatment beyond first-line

Gennari et al, Ann Oncol 2021
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Endocrine-resistance is virtually an inevitable phenomenon
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ESR1 mutation

ESR1 mutant BC could define a subset of
patients with ER-driven resistance

Razavi et al, Cancer Cell 2018; Toi et al, Nat Genet 2013; Kingston et al, Nat Comm, 2021
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Pharmacological interventions that could tackle ER-driven resistance
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Oral SERDs: an old answer to novel questions?

EMERALD m acelERA

ELACESTRANT* CAMIZESTRANT* GIREDESTRANT

Are oral SERDs effective as monotherapy after PD to ET?

Are oral SERDs effective as monotherapy
in a contemporary endocrine-resistant setting?

Are oral SERDs superior to Fulvestrant?

Which is the role of ESR1 mutation in driving oral SERD benefit?




Oral SERDs: an old answer to novel questions?

[ Are oral SERDs effective as monotherapy after PD to ET? ]

acelERA

ELACESTRANT*

CAMIZESTRANT*

GIREDESTRANT

vs Fulvestrant/Al

vs Fulvestrant

vs Fulvestrant/Al/tam

vs Fulvestrant/Al

Phase IIl (478)

Phase Il (240)

Phase Il (367)

Phase Il (303)

12Y: PFS in ITT/ESR1+ [2v: PFS in ITT Y PES in ITT 12Y: PFS in ITT
Prior CDK4/6i 100% Prior CDK4/6i 46.6% Prior CDK4/6i 78.9% Prior CDK4/6i 42%

Prior Fulvestrant 30.3% Prior Fulvestrant 0% Prior Fulvestrant 9.6% Prior Fulvestrant 19%
Prior CT (=1) 22.3% Prior CT (=1) 19.2% Prior CT (=1) 11.4% Prior CT (=1) 32%

Visceral 69.7%

Visceral 58.3%**

Visceral 63.8%

Visceral 68%

ESR1mut**: 47.7%

ESR1mut***: 36.7%

ESR1mut*: 41.4%

ESR1mut: 39%

7 @ POSITIVE
:‘\ (median PFS: 2.8 vs 1.9 mos)

@ POSITIVE
(median PFS: 7.2-7.7 vs 3.7 mos)

@ NEGATIVE
(median PFS: 3.6 vs 3.7 mos)

@ NEGATIVE
(median PFS: 5.6 vs 5.4 mos)

*Elacestrantis both a ER degrader and inhibithor of
estradiol-dependent ER-directed gene trascription
**Gaurdant 360

Bidard et al, JCO 2022; Bardia et al, SABCS2022; Oliveira et al, SABCS2022; Tolaney et al, ESMO 2022; Martin et al, ESMO 2022

*The dose of 75 mg will go forward
**lung and/or liver disease
***GuardantOMNI™

*digital PCR

*FoundationOne liquid CDx
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Bardia et al, SABCS2022; Oliveira et al, SABCS2022

Oral SERDs: an old answer to novel questions?

[Are oral SERDs effective as monotherapy in a contemporary endocrine-resistant setting?]
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Challenge: to identify patients with limited benefit to ET (HR+ BC NOT
driven by ER) = should they be treated with modern cytotoxic agents or TT?

CHALLENGE




PFS (%)

Oral SERDs: an old answer to novel questions?

[ Are oral SERDs superior to Fulvestrant?
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Oral SERDs are superior to Fulvestrant and are effective beyond PD to fulvestrant

—> Oral SERDS seem to be more potent than IM SERD

-> Oral dosing may allow increased bioavailability

Bardia et al, SABCS2022; Oliveira et al, SABCS2022




Oral SERDs: an old answer to novel questions?

[ Which is the role of ESR1 mutation in driving oral SERD benefit? ]

EMERALD
Elacestrant

SERENA-2
Camizestrant

ESR1m ESR1m ESR1wt
100 4
E::c::t;;?t Fu[:ris;n]nt y C75(n=22) | C 150 (n=26) | F 500 (n=35) 0| C75(n=51).| C 150 (n=46) | F 500 (n=37)
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80 4 Median PFS, 63 92 22 Median PFS, 12 58 12
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Median PFS 8,61 mos with Elacestrant
in ESR1m with at least 12 mos of PFS with CDK 4/6i

Camizestrant appears superior to Fulv in ESR1m
and at least as effective as Fulv in pts without ESR1m

The subgroup of patients derving the greatest benefit from oral SERDs are

ESR1 mutant BC with SECONDARY resistance to CDK4/6i

Bidard et al, JCO 2022; Bardia et al, SABCS2022; Oliveira et al, SABCS2022



Oral SERDs: an old answer to novel questions?

[ Which is the role of ESR1 mutation in driving oral SERD benefit? ]
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A subset of patients with ESR1 mutations shows PRIMARY ENDOCRINE-RESISTANCE TO SERDS

Possible role of subclonal ESR1 mutations

Bidard et al, JCO 2022; Bardia et al, SABCS2022; Oliveira et al, SABCS2022; Kingston et al, Nat Comm 2021



Oral SERDs: safety
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SERENA-2 AMEERA acelERA

m Any AE m AEs G3-4 = AEs G5 m AE leading to drug discontinuation m Nausea m Cardiac tox ®m Ocular tox

Bidard et al, JCO 2022; Bardia et al, SABCS2022; Oliveira et al,
SABCS2022; Tolaney et al, ESMO 2022; Martin et al, ESMO 2022

*NO fatal events were attributed to study drug by the investigator
**dyspepsia (nausea not reported)



Open questions and conclusive remarks
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TREATED pts endocrine resistant of HR+/HER2- MBC further SELECTION to predict
monotherapy will probably NOT . , availability of novel agents . resistance
be the SOC in endocrine-
\ resistant pts \ \ \
— — — M—
Results from - In pts with PIK3CA-mutated BC
COMBINATION trials oncologist and patient should enter Novel ADCs (T-DXd in MOLECULAR TUMOR
adopting oral SERDs as a careful discussion to weight risks HER2-low and SG) are o PROFILING |
ENDOCRINE BACKBQNE in and benefit of oraI.S.ERD currently available for will likely play a crucial role
FIRST-LINEta(;e highly monotherapy vs alpelisib + fulv. HR+/HER2- MBC eon Cur.re:[ntly, t”he o
awaite - -resistance” match is
: 4 : pretreated with ET and CT
SERENA-4, SERENA-6*, persevERA, Capivasertib is moving closer to too weak
AMEERA-5 (announced as negative) clinical approval

*SERENA-6: switch from Al to oral SERD while continuing CDK4/6inh in case of ESR1 mut. emergence without clinical PD






Oral SERDs: an old answer to novel questions?
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« ESR1 mutations have a strong interpatient heterogeneity in terms of allelic frequency and clonality
« Within ESR1, different mutations vary in clonal dominance with some mutations being highly dominant whilst
others are frequently subclonal

It would be important to describe the clonality of ESR1 mutations within clinical trials of oral SERDs as

monotherapy = may sub-clonality have a role in shaping 1ry resistance to SERD?




