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HR+/HER2- MBC: an evolving scenario

TeoT

~——@® T-DXd*

0z0T

N e ESMD
Vil == OPEN .

6T0C

REVIEW

Major advancements in metastatic breast cancer treatment: when
expanding options means prolonging survival

F. Miglietta’, M. Bottosso’, G. Griguolo™?, M. V. Dieci'” & V. Guarneri'”"

ELACESTRANT |_asema+ ruwy |friBo+Fuw | patso+Fulv
Approved by both FDA and EMA
HR+
2021 2020 2019 2018 2017 2016 2015 HER2 Approved by only FDA; X approval withdrawal
Not yet approved (FDA or EMA)
| RIBO+Al | ABEMA +Al PALBO + Al
I Significant 0OS advantagel

ALPELISIB +
FULv

OLAPARIB

TALAZOPARIB

Modified from Miglietta F et al, ESMO Open 2022




HR+/HER2- MBC: choice of first-line therapy
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HR+/HER2- MBC: CDK 4/6 inhibitors + ET
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HR+/HER2- MBC: Al + CDK 4/6i in postmenopausal pts
Primary endpoint results: PFS
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Finn RS et al, NEJM 2016; Hortobagyi G et al, NEJM 2016 and Ann Oncol 2018, Goetz MP et al, JCO 2017, Johnston et al NPJ BC 2019



HR+/HER2- MBC: Al + CDK 4/6i in postmenopausal pts
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HR+/HER2- MBC: CDK 4/6i + ET in premenopausal pts
PFS and PS results
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Tripathy et al, Lancet Oncol 2018; Im SA et al, NEJM 2019; Lu YS et al, Ann Oncol 2022



HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts
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Cristofanilli et al, Lancet Oncol 2016; Slamon et al, JCO 2018; Sledge et al, JCO 2017

Abemaciclib

MONARCH-2

Post-menopausal
HR+/HER2- MBC
PD after ET for MEC
or DFl £12 months
after ET fior EBC

MN =869

Abemaciclily 16'4
® + Fuhnestrant
Placeho
+ Fulvestrant

X

- 100 4= | Censored observations

© — abemaciclib + fulvestrant (n = 446); median, 16.4 months
g 80 4 placebo + fulvestrant (n = 223); median, 9.3 months

=

w

@ 60 -

[ab]

=

"y

L 40

2

(]

@ 20 { Log-rank P<.001

'53 HR, 0.553 (95% Cl, 0.449 to 0.681)

E 1 I 1 I | I I 1 I I
| 3 6 9 12 %5 18 21 24 27 30



HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts
OS results
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Turner et al, NEJM 2018; Slamon et al, NEJM 2020; Sledge et al, JAMA Oncol 2018



HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts
OS results
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Turner et al, NEJM 2018; Slamon et al, NEJM 2020; Sledge et al, JAMA Oncol 2018



H R'l'l H ERZ' M BC Challenging the role of CT even in patients with aggressive clinical features

RIGHT Choice trial Parameter, n (%) RIB +ET ComboCT RN RIB +ET Combo CT

n=112 n=110 n=112 n=110

i Primary endpoint
- Pre-/perimenopausal women focict * PFS (locally assessed per Median age, years 44.0 43.0 Disease status
B 000ma.? weets enfeecon RECIST1Y) o= De novo 71(63.4) 73 (66.4)
R e e Letrozole or anastrozole + se'l(i(r’;daw endpoins =40 years 8074 72 (659 : .
* Me ble di RECIST 1.1 ) " ic sitegh
o :rseusr:ilve di::::eea per el ) E;QR""“ TR Race? Vi:oeral metastatic sites 5 00 51
= Symptomatic visceral metastases R1:1 * . ver . .
+ Rapid disease progression or + CBR Asian 60 (53.6) 58 (52.7) L 63 (56.3) 56 (52.7)
impending visceral compromise Investigators’ choice of + TIR Whit 51 (45.5 50 (473 ung . .
- Markedly symptomatic non- combination CT* . e (45.5) (473) Liver or lung 89 (79.5) 85 (77.3)
visceral disease o ° . q
+ ECOGPS <2 el IZZ%"S&':.!’.‘:.‘: .ExQIOI;ato s Histological grade Aggressive disease characteristic
. e Lok . : o endpoin
: Ea;;g'cmhm < 1.5ULN Capecitabine + vinorelbine . BI‘]iomarkLyr analpy:es Grade 1 10 (8.9) 16 (14.5) Rapid progression 23 (20.5) 18 (16.4)
* Healthcare resource utilization .
Stratified by (1) the presence or absence of Tumor imaging evaluation Grade 2 66 (58.9) 61(55.9) iﬁ:n;ic;zzn- 15 (13.4) 16 (14.5)
liver metastases and by (2) DFI* < or 22 years QEW for fst 12 weeks, QB for Grade 3 35(31.3) 29 (26.4) i
next 32 weeks, then Q12W Symptomatic
250% ER+ 95 (84.8) 95 (86.4) visceral metastases 74(66.1) 76 (69.1)
PR+ 99 (88.4) 102(92.7) Visceral crisis 61 (54.5) 55 (50.0)
. PFS RIB+ET | Combo CT 100 4 TTR
S 100+ Eventsin 5112 581102 S
© N 4
2 Median PFS, mo 240 12.3 ] "
g 80 ’ 2 : — .
a HR (95% CI) 0.54 (0.36-0.79) S 60+
o 60+ Pvalue .0007 §
& e 404 Events/n 73112 66/110°
§ 407 g Median TTR, mc® 49 32
7] = 1 ¥
o 0
m T T T T T T T T T T T T T T T T T T T 0 3 B g 12 1 5 1 B 21 24 27 30 33 36 '39
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 Time, months
Time, months No. at risk
No. at risk RIB+ET 112 72 53 42 ag ] 29 29 28 28 22 22 22 0

RIB+ET112 103 ¢9 88 78 70 63 56 50 45 36 30 24 18 7 2 2 1 O

Combination CT 110 50 35 27 25 23 21 2 20 20 19 19 19 0
Combination CT110 90 84 75 56 46 37 26 22 20 14 ¢ 6 6 3 1 1 0 0

Lu et al, SABCS 2022



HR+/HER2- MBC: can we challenge CDK 4/6i in the first line?

Patients with HR+/HER2- ABC e . non-steroidal Al Primary endpoint
Pre- and postmenopausalwomen [IAGUIUSIUIFLUTY + CDK4/6i » PFS after 2 lines (PFS2)
Measurable or evaluable disease (1:1) s . S
(Neo)adjuvant therapy allowed * - . econaary enapoints
No prior therapy for ABC Stratified by CDK4/6i, * Quality of life

. e visceral disease and prior ) Fulvestrant + R .
No visceral crisis (nec)adjuvant endocrine =Rt RS CIP\ v Overall survival

N = 1050 frostinent CDK4/6i + Cost-effectiveness

o Tumor assessments every 12 weeks
o PFSlocally assessed per RECIST v1.1

o Primary analysis planned after 574 PFS2 events
« 89% power to detect superiority according to ESMO MCBS (HR lower limit Cl <0.65 and A 23 months) with two-sided a=5%

HR+, hormone receptor positive; HER2- , HER2 negative; ABC, advanced breast cancer; Al, aromatase inhibitor; PFS, progression-free survival
* disease-free interval after non-steroidal aromatase inhibitor >12 months. CllinicalTrials.gov (NCT03425838)

1. Cherny NI, et al. Ann Oncol 2017

2023 ASCO #ASCO23 presenten Bv: Prof. Gabe S. Sonke, MD, PhD ASCO) srsas

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER




HR+/HER2- MBC: can we challenge CDK 4/6i in the first line?

100% Al +
’ CDKA4/6i Al
Events/N 310/524 407/526
Median PFS1, mo 247 16.1
Hazard Ratio (95% Cl) 0.59 (0.51-0.69)
Two-sided P-value <0.0001

Al + CDK4/6i
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PFS probability
3
N
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30 36

Time (months)

100% First-line Second-line
CDK4/6i CDKA4/6i
Events/N 281/524 310/526
Median PFS2, mo 31.0 26.8
Hazard Ratio (95% ClI) 0.87 (0.74-1.03)
Two-sided P-value 0.10

First-line CDK4/6i

Similar OS PFS2

Second-line CDK4/6i

PFS2 probability
3
=

30 36

Time (months)

Sonke et al, ASCO 2023



Endocrine-resistance is virtually an inevitable phenomenon
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Razavi et al, Cancer Cell 2018; Toi et al, Nat Genet 2013; Kingston et al, Nat Comm, 2021; Goncalves et al, NEJM 2018; TCGA Nature 2012




HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts
SOLAR-1 (1ll)

ALPELISIB
HF.‘;{(:EERTZ;,Qf ‘ ® Hyperglicemia (permanent discontinaution >6%)

rash and diarrhea

Placebo
+ Fulvestrant

N=572

Primary endpoint: PFS in PIK3CA mutated cohort

PFS in PIK3CA-mut OS in PIK3CA-mut

1.0+ 1007 =

E 094
g 80
a3 08
é 0.7 &

P
.E 0.6+ = 60
[+ @
- =
En 0.5 E
& 04 £ 404
s s

= Alpelisib + FUL Placebo + FUL
E 03 Alpelisib+fulvestrant w (n=169) (n=172)
4 0.2 20 4 Mo. events, m (%) 87 (561.5) 94 (54.7)
-E . Censored, n (%) 82 (48.5) 78 (45.3)
& (1. Hazard ratiofor progression or death, 0.65 (95% Cl, 0.50-0.85) Median OS, months (05% CI) | 30.3 (34.1-44.0) 31.4(26.8-41.3)

’ P<0.001 Placebo+fulvestrant HR (95% CI) 0.86 (0.64-1.15)
0.0 i i i . r r 1 : : | | | | . 0 - P valus (one-sidad) 015 O ¥ GCensoring times®
0 2 4 6 8 10 12 14 16 18 0 4 2% 28 303 O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 456 48 50 52 54

No benefit of alpelisib in the PIK3CA-WT cohort 7.9-month numeric improvement in median OS

André et al, NEJM 2019, Andreé et al, Ann Oncol 2021



HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts

100

0 .

ByLIEVE (lI)

@ ( / ALPELISIB )
Prior CDK4/6i
HR+/HER2- ABC
. -~ .~
PIK3CA-mutat!on Prior CDK4/6i ALPELISIB
Immediate prior COHORT B + FULV + LETROZOLE
CDK4/6i + ET/CT/ET \" Y}
Primary endpoint: © i .
. Prior Al ALPELISIB
proportion of each cohort
alive without PD at 6 mos comoRTC \ Then CT or ET
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PFS in Cohort A

50,4% of pts with no PD at 6

mos —> primary endpoint met

PFS in Cohort B

1.0
094
0.8
0.7
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0.5+
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Rugo et al, Lancet Oncol 2021; Rugo et al, SABCS 2020
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HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts

CAPltello-291

CAPIVASERTIB

HR+/HER2- ABC
Prior ET (Al+/-
CDK4/6i)

Primary endpoint: PFS in ITT and in AKT-altered

PFSinITT

+ Fulvestrant

+ Fulvestrant

PFS in AKT-altered

Capivasertib + Placebo + Capivasertib + Placebo +
fulvestrant (n=355) fulvestrant (n=353) 100 fulvestrant (n=155) fulvestrant (n=134)
100 7 PFS events 258 293 S o0 PFS events 121 115
X 90 : < .
< Median PFS — Median PFS
- 80 L -
T 80 (95% Cl); months 7.2 (5.5-7.4) 3.6 (2.8-3.7) g % (95% CI); months 7.3 (5.5-9.0) 3.1 (2.0-3.7)
% ;g i Adjusted HR (95% Cl):  0.60 (0.51, 0.71); two-sided p-value <0.001 2 g0 Adjusted HR (95% Cl):  0.50 (0.38, 0.65); two-sided p-value <0.001
T [0}
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g 50 £ 0
S 40 - s 40
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Jones et al, ASCO 2022; Howell et al, Lancet Oncol 2022




HR+/HER2- MBC: oral SERDs

EMERALD |  SERENA2 acelERA

ELACESTRANT* CAMIZESTRANT* GIREDESTRANT
vs Fulvestrant/Al vs Fulvestrant vs Fulvestrant/Al/tam vs Fulvestrant/Al
Phase Il (478) Phase Il (240) Phase Il (367) Phase Il (303)
[2v: PFS in ITT/ESR1+ [2v: PESin ITT 12Y: PFSin ITT [2Y: PFSin 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%
o) @ POSITIVE @ POSITIVE @ NEGATIVE @ NEGATIVE
Yone’ (median PFS: 2.8 vs 1.9 mos) (median PFS: 7.2-7.7 vs 3.7 mos) (median PFS: 3.6 vs 3.7 mos) (median PFS: 5.6 vs 5.4 mos)
“Elacestrantis both a ER degrader and inhibithor of *The dose of 75 mg will go forward *digital PCR *FoundationOne liquid CDx
estradiol-dependent ER-directed gene trascription **lung and/or liver disease
**Gaurdant 360 **GuardantOMN|™

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



HR+/HER2- MBC: CDK 4/6i remarks

« CDK 4/6i represent the current standard of care for the front-line therapy of HR+/HER2- BC
* both in postmenopausal and premenopausal setting

* both in endocrine sensistive and endocrine resistant setting

* In the absence of head-to-head comparisons and by acknowledging the questionability of direct cross-trial
comparisons, in the everyday treatment decision process it is reasonable to base the choice across the three
CDK4/6 inhibitors on:

« country-specific availability & regulatory/reimbursement policies
« agent-specific toxicity spectrum falling outside the overlapping class-effect AEs

« efficacy information progressively maturing and getting released, especially in terms of OS impact
* possible confounding role of treatment crossover and post-progression therapies = possible mitigation of the peremptoriness
of not statistically significant OS results

 Evolving scenario

 Challenging the role of CT even in highly symptomatic patients
* Not all patients may need CDK 4/6i in the first-line = be aware of finencial toxicity



HR+/HER2- MBC: beyond CDK 4/61

 The clinical value of PI3Ki inhibitors in PIK3CA mutated patients with endocrine-resistant disease is
established

 The regulatory scenario of alpelisib (+fulv) currently precludes patients with PIK3CA-mutated disease
progressing to Al+CDK4/6i to get access to this treatment strategy = since almost all patients receive
CDK 4/6i in the first-line setting, alpelisib + fulv is only a virtual option, with no actual clinical positioning
—> waiting for EPIK-B5 trial

« The CAPITELLO trial (lll) demonstrated the clinical value of capivasertib (+fulv) in endocrine-resistant
patients, including those pre-treated with CDK 4/6i

« Oral SERDs are going to represent an option in patients for whom endocrine-resistance is driven (at
least in part) by ESR1 mut.
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