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Outline

Introduction.
First line: CDK4/6i vs chemotherapy — RIGHT choice.

Progression to CDK4/6i:

— Re-challenge with CDK4/6i — PACE, MAINTAIN.

— Change endocrinal therapy and keep CDK4/6i — PALMIRA.
— Early "switch” by ctDNA ESR1— PADA-1.

— Endocrine treatment +Targets: ESR1, PIK3CA, AKT — EMERALD, SERENA-2,
CAPITELLO

— Chemotherapy — TROPiCS-02, X-7/7.
CDK4/6i for everyone on the front line??.



ER POSITIVE METASTATIC BREAST CANCER: Treatment algorythm

Patients with ER+/HER2- MBC

If imminent organ failure

ET-CDK4/6 inhibitor [1, A] (a, b) PD or intolerable toxicities

Somatic mutation testing (tissue
or liquid)
PD
Germline BRCA1/2 testing +  J---eeenereenenes [

If HER2-low:
Trastuzumab deruxtecan [1, A;
MCBS 4] ()

!

No imminent organ failure and
long PFS on prior endocrine
therapy

Everolimus—exemestane (a) [1, B] If PIK3CAmM+: If ESR1m+:
or Fulvestrant—alpelisib [1, B; MCBS Elacestrant [I, A]
Everolimus—fulvestrant (a, c) [I, 2; ESCAT I-A] (d, e)

o

Switch endocrine therapy +

CDKA4/6 inhibitor
or
Fulvestrant monotherapy

If germline BRCA/PALBZ2m+:
PARP inhibitor [1, A; MCBS 4;
ESCAT I-A] (d, e)

|

Imminent organ failure or short
PFS on endocrine-based therapy

ESMO MBC Guidelines, v1.1 May 2023
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The advantage of CDK 4/6 inhibitors: Trials overview
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Progression-free (PFS) and overall survival (OS) data

PALOMA-2 | MONALEESA-2 | MONARCH-3

Phase Phase 3 Phase 3 Phase 3
Line 15t line 18t line 1t line
Endocrine tx Letrozole Letrozole :i:gtzrglfog
CDK4/i Palbociclib Ribociclib Abemaciclib
Patients (n 666 668 493

PFS Hazard Ratio 0.58 0.56 0.54
PFS (months) 24.8 vs 14.5 25.3 vs 16 28.2 vs 14.8

OS Hazard Ratio 0.96 0.76 0.75
OS (months) 53.9 vs 51.2 63.9 vs 51.4 67.1 vs 54.5

*Different studies, different designs, different study populations, different subgroup definitions*

Finn NEJM 2016; Hortobagyi NEJM 2016; Goetz J Clin Oncol 2017; Finn, ASCO 2022; Hortobagyi NEJM 2022; Goetz ESMO 2022



CDK 4/6 inhibitors vs chemotherapy



RIGHT Choice study design

* Pre-/perimenopausal women
* HR+/ HER2- ABC (>10% ER+)
* No prior systemic therapy for ABC
* Measurable disease per RECIST 1.1
» Aggressive disease’
» Symptomatic visceral metastases

R1:1

* Rapid disease progression or
impending visceral compromise
* Markedly symptomatic non-
visceral disease
« ECOGPSs2
* Total bilirubin < 1.5 ULN
* N=22%

Stratified by (1) the presence or absence of
liver metastases and by (2) DFI® < or 22 years

Ribociclib
(600 mg, 3 weeks on/1 week off)

+

Letrozole or anastrozole +
goserelin

Investigators’ choice of
combination CT*

Docetaxel + capecitabine
Paclitaxel + gemcitabine
Capecitabine + vinorelbine

Tumor imaging evaluation

QB6W for 1st 12 weeks, Q8W for
next 32 weeks, then Q12W

First line in agressive disease: CDK 4/6 inhibitor vs QT

Primary endpoint
* PFS (locally assessed per
RECIST 1.1)

JEEFFFE
%é

1
i

* Healthcare resource utilization

Yen-Shen Lu, San Antonio Breast Cancer Symposium 2022



RIGHT Choice results

PFS, TTR
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P value 0007

No. at risk

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time, months

RIB+ET112103 99 88 78 70 63 56 50 45 36 30 24 18 7 2 2 1 0O
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Time to onset of response (TTR)

RIB + ET Combo CT
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Liver 56 (50.0) 57 (51.8) g ::-m a2 @
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— i i Yen-Shen Lu, San Antonio Breast Cancer Symposium 2022
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Post CDK 4/6 inhibitors??



ER POSITIVE METASTATIC BREAST CANCER: Treatment algorythm

After CDKi + NSAI

ET—CDK4/6 inhibitor [I, A] (a, b)

Patients with ER+/HER2- MBC

| If imminent organ failure

+

PD or intolerable toxicities

or liquid)

@

Somatic mutation testing (tissue

Germline BRCA1/2 testing +  |----=r-ereremee »
PALB2

|

PD

O]

If HER2-low:

Trastuzumab deruxtecan [I, A;
MCBS 4] (f)

Mo imminent organ failure and
long PFS on prior endocrine

therapy

!

Imminent organ failure or short
PFS on endocrine-based therapy

Everolimus—exemestane (a) [1, B]
or

Everolimus—fulvestrant (a, c) [I,
Bl

or
Switch endocrine therapy =
CDKA4/6 inhibitor

or
Fulvestrant monotherapy

If PIK3CAm-+:
Fulvestrani—alpelisib [1, B; MCBS
2; ESCAT L A] (d, &)

If ESR1m+: If germline BRCA/PALB2m+:
Elacestrant [I, A] PARP inhibitor [I, A; MCBS 4;

o ESCAT LA] (d, e)

ChT
or

Sacituzumab govitecan if not
used before [I, A; MCBS 3]

ESMO MBC Guidelines, v1.1 May 2023




Second line treatment: Fulvestrant

At least 18 mo CDK4/6i
Response
1004 1004 "'Q"
%04 = Venetoclax plus fulvestrant (1=51) || Primary analysis: Aug 5, 2020 !
804 = Fulvestrant (n = 52) Minimum follow-up: 6.0 months ? 801 :
704 + Censored Median follow-up: 9.9 months E ¢
£ 60 S 60
@ 503 Venstociax z
g 401 plus F 40
304 18.8%
: ITT population n=51 n=52
201 204
104 + — v
0 T 13.3% T T T l T T 1 Mdmﬂm ‘5(88-2) 43(82‘7) 04 -O-MGMMCDIE
0 3 6 9 12 15 18 A 24 T v T v T T T
Time (months) 0 5 10 e ':'s | 20 25 30
No. of patients at risk %%am( , 1::39" 181:;55 Blacestront 98 51 35 26 23 18 11 10 8 7 7 6 6 1 1 0
Venetociax plus fulvesant . - SOC119 47 22 15 10 5 2 2 2 1 1 0
51 24 3 2 2 2 NE NE NE HRE 094 soC ]
Fulvestrant 95% Cf 061-145 Elacestrant Hormonal
52 18 3 4 4 1 N N N P 0.7853 | Therspy
Median PFS, months 5.45 ; 3.29
(95% CI) (2.33-8.61) (1.87-3.71)
PFS rate at 12 months, % 26.70 8.23
(95% C1) (15.61 - 37.80) (0.00 - 17.07)
Hazard 0.703
o (30 ) (0.482 - 1.019)

Lindeman G. Clin Cancer Res 2022;28:3256-67; Kaklamani V SABCS 2022



Heterogeneity of Luminal Tumors

Implications for therapeutic decisions

——mm

Protein expression 2 1% by IHC 75%

ESR1 mutation 40% ll-A
Amplifications or 3+ (IHC) 15%-20% I-A
ERBB2 ot I | UL beeis B 2D LINE POST-CDK4/6i
Hotspot mutations 4% -8
— Germline mutations a% A Fulvestrant + alpelisib (BYLieve) — PIK3CAmut
RO e e = =2 Fulvestrant + capivasertib (CAPITELLO)
PALB2 Germline mutations 1% I-A
PD-L1 (TNBC) Expression by IHC on ICs 40% A Camizestrant (SERENA: 2) — ESRTmut
and tumour cells (CPS)
PIK3CA (ER+, HER2-) Hotspot mutations 30%-40% 1A Al + albelisib (BYLieve) — PIK3CAmut
= oL LR s Fulvestrant + ribociclib (MAINTAIN)
NTRK Fusions <0.1% I-C
ESR1 (ER+, HER2-) Mutations 30% I-A Fulvestrant alone (PACE)
(mechanism of resistance)
AR (TNBC) AR Gmracaion (Rot aidatad il 12 " Fulvestrant + palbociclib (PACE)
AT Mutations N e Elacestrant (EMERALD) — ESR7mut

Fulvestrant alone (CAPITELLO)
Fulvestrant>Al alone (MAINTAIN)
Fulvestrant>Al alone (EMERALD)

ESMO Scale for Clinical Actionability of molecular Targets (ESCAT) — MBC ESMO Guidelines, Ann Oncol 2021
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Heterogeneity of Luminal Tumors
Implications for therapeutic decisions
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Can CDK4/61 switch extend endocrine therapy?

MAINTAIN
(phase Il)

= Multicenter, randomized, placebo-controlled phase Il trial

Eligihility Critar]

Ribociclib 600 mg QD 3 wk on, 1 wk off
+ Switch ET*
(n=60)

Adults with ER and/or PR 1%;

HER2- MBC and progression on

ET and CDK4/6i; <1 CT line for
MBC; ECOG P500r1;
postmenopausal (or =
premenopausal with

GnRH agonist); stable brain
metastases allowed
(N=120)

Placebo + Switch ET*

(n=59)

*Patients with progression on Al for MBC and no pricr fulvestrant received fulvestrant.
After protocol amendment, patients who progressed on prior fulvestrant received exemestane.

* Primary endpoint: PFS (locally assessed per RECIST v1.1)

= Key secondary endpoints: ORR, CBR, safety, tumor response

PACE
(phase II)

HR+/HER2- MBC
Progression on CDK4/6i
and ET, with >6mo SD on
prior regimen

<2 prior lines ET for MBC
No prior fulvestrant

0-1 prior chemo for MBC

1:2:1 randomization;
stratified by exposure
to chemo between
CDK4/6i and entry

onto trial

N=220

|mN—§ooz>x|

1

Obj 12

| Fulvestrant: 500 mg IM C1D1,15, then q28d

Fulvestrant: 500 mg IM C1D1,15, then q28d
Palbociclib: 125 mg PO qd 1-21d in a 28d cycle (or lower
starting dose to match prior treatment)

Fulvestrant: 500 mg IM C1D1,15, then q28d

Palbociclib: 125 mg PO qd 1-21d in a 28d cycle (or lower
starting dose to match prior treatment)

Avelumab: 10 mg/kg IV q14d

L I

1

Baseline archival tissue
Baseline ctDNA, CTC

CtDNA CtDNA, CtDNA

CcTC

CtDNA
CcTC

Primary objective: To compare PFS (RECIST-confirmed) for fulvestrant+palbociclib vs. fulvestrant alone

Secondary objectives: To compare PFS for fulvestrant+palbociclib+avelumab vs fulvestrant alone, response endpoints,

safety, outcomes in predefined molecular subgroups including ESR1, PIK3CA, and Rb.

Kalinsky ASCO 2022, Kalinsky JCO 2023, Erica L Mayer SABCS 2022



Can CDK4/61 switch extend endocrine therapy?

Progression Free Survival

1.001

0.751

0.501

0.251

0.001

Placebo 1
Ribociclib -

MAINTAIN

ET +/- “ribo after palbo”

-+ Placebo =+ Ribociclib
HR=0.57 (45% Cl: 0.39-0.95), p=0.006
0 6 12 18 24 30
59 13 4 1 1 1
60 21 1 5 3 2
0 6 12 18 24 30

Time from Randomization (months)
Kalinsky JCO 2023

Significant PFS benefit in
ribociclib group

100

80

60

40

Percent alive and progression-free

20

Numbers at risk:
F
F+P
F+P+A

PACE
Fulvestrant +/- “palbo after palbo’

6-month PFS:
F: 42.9%
F+P: 40.0%
F+P+A: 50.8%
12-month PFS:
F: 17.5%
F+P: 13.1%
F+P+A: 35.6%
0 2 4 6 8 10 12 14 16 18
Months since randomization
55 31 20 14 12 9 4 3 3 3
111 73 48 32 28 16 7 5 4 4
54 38 25 20 20 15 12 10 9

7
Mayer SABCS 2022

Non-significant PFS benefit in
palbociclib group

Stover D, ASCO 2023



Can endocrine therapy switch extend CDK4/617

PALMIRA Study

PALMIRA Study Design (NCT03809988)

Key Eligibility Criteria \
1. Patients with HR[+]/HER2[-] ABC*

2. PD on a 1L of palbociclib plus ET
(Al or fulvestrant) after clinical
benefit, or

« PD on palbociclib—based adjuvant
regimen after at least 12 months of
treatment but no more than 12
months following completion

3. No other prior treatment for ABC J

Stratification Factors
* Prior ET (fulvestrant vs. Als)
« Site of disease (visceral vs. non-visceral)

Fulvestrant# Letrozolet

500 mg IM, on day 1,

2.5 mg PO, once

N =136 15, 29 and monthly daily, continuously

thereafter

Palbociclibt

75/100/125 mg PO, once daily, 3 weeks on, 1 week off

Treatment
until
progressive
disease,

unacceptable
toxicity,

or

study
withdrawal

Subgroup analyses: No differences
* Visceral disease
* Duration prior palbociclib

» Mutation status (ESR1, PIK3CA)
not yet reported

S

2023 ASCO

Second-line endocrine therapy with or without
palbociclib mai in pati with hormone
receptor-positive (HR[+])/human epidermal growth

factor receptor 2-negative (HER2[-]) advanced breast
cancer: PALMIRA trial

PALMIRA

Llombart-Cussac, et al

ET +/- “palbo after palbo”

PFS: Primary Endpoint

100

75

50

25

Progression—free survival (%)

ET+ Palbociclib

Median follow-up of 13.2 months, 158 events

mPFS (months) 6-month PFS 12-month PFS
49 42.1% 12.4%
36 29.1% 12.3%

HR 0.84 (95% Cl, 0.66-1.07)
2 sided P = 0.149

1%
0
0 6 18 24 30
Time (months)
Patients at risk, n(%)
ET+Palbociclib 136 (100) 47 (35) 11(8) 4(3) 2(1) 0(0)
ET 62 (100) 16 (26) 2(3) 1(2) 0(0)

Llombart A, ASCO 2023



Can endocrine therapy switch extend CDK4/61?

PALMIRA Study

PALMIRA Study Design (NCT03809988)

Key Eligibility Criteria \
1. Patients with HR[+]/HER2[-] ABC*

2. PD on a 1L of palbociclib plus ET
(Al or fulvestrant) after clinical
benefit, or

« PD on palbociclib—based adjuvant
regimen after at least 12 months of
treatment but no more than 12
months following completion

3. No other prior treatment for ABC J

Stratification Factors
* Prior ET (fulvestrant vs. Als)
« Site of disease (visceral vs. non-visceral)

Fulvestrant# Letrozolet

500 mg IM, on day 1,

2.5 mg PO, once

N =136 daily, continuously

15, 29 and monthly
thereafter

Palbociclibt

75/100/125 mg PO, once daily, 3 weeks on, 1 week off

Treatment
until
progressive
disease,

unacceptable
toxicity,

or

study
withdrawal

Subgroup analyses: No differences
* Visceral disease
* Duration prior palbociclib

» Mutation status (ESR1, PIK3CA)
not yet reported

S

2023 ASCO

Second-line endocrine therapy with or without
palbociclib mai in pati with hormone
receptor-positive (HR[+])/human epidermal growth

factor receptor 2-negative (HER2[-]) advanced breast
cancer: PALMIRA trial

PALMIRA

Llombart-Cussac, et al

ET +/- “palbo after palbo”

PFS: Primary Endpoint

100

75

Median follow-up of 13.2 months, 158 events

mPFS (months) 6-month PFS 12-month PFS

9
©
2
>
; ET+ Palbociclib 4.9 42.1% 12.4%
3 ET 3.6 29.1% 12.3%
s 50
=
Re]
2 HR 0.84 (95% Cl, 0.66-1.07)
g 25 2 sided P = 0.149
} L-m
: B 1
0 6 12 18 24 30
Time (months)
Patients at risk, n(%)
ET+Palbociclib 136 (100) 47 (35) 11(8) 4(3) 2(1) 0(0)
ET 62 (100) 16 (26) 4(6) 2(3) 1(2) 0(0)

Llombart A, ASCO 2023



Can endocrine therapy switch extend CDK4/617

| MAINTAIN |  PACE | PALMIRA
Patients (n) 120 166 198
1st line CDK4/6i Palbociclib (84%) Palbociclib (90%)  Palbociclib (100%)
% 15t line CDK4/6i >12mo 67% 75% 86%
Endocrine therapy Fg:ﬁvg)‘:';rri":sigﬁ?) Fulvestrant (100%) Fulvesl;carta:gic()?;)%) o

'Continuation’ CDK4/6i Ribociclib Palbociclib Palbociclib

PFS ET only
PFS Fulv + CDK4/6i

*Different studies, different designs, different study populations, different subgroup definitions*

Kalinsky JCO 2023; Mayer SABCS 2022; LIlombart-Cussac ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?

PADA-1 Trial

: e Step #2 it
PADA-1 Trial
Bidard, et al -
Dynamics and type of ESR1 mutati » Al-sensitive ER+ bE SR1 s % M
unn::'mci:nu veseraon com ’::; avlvcims albocicli HER2- mBC N . o O O O O O O O
aft:r raAnldor:li:atit:n in'the P:DA: (:i:lp i * No prior treatment Al-PAL : | g ctDNA analysis (blinded)
T — for mBC 00000 E 00000000 :
e L L P T e * Evaliabledisease  oipNA  Rising bESRTmg | SACATAS
UCBG e analysis ~ and no disease
= ) progression
100% -
Arm of randomization
~ -+ AI+PAL
< 80% -
< -~ FUL+PAL .
Updated Results: PFS1
=
5 60% -
g _______________________________________________________ FUL+PAL mPFS: 12.8 months, 95%CI [9.3;14.7]
S a0 | Al+PAL mPFS: 5.8 months, 95%CI [3.9:7.5]
‘»
[%2]
B o | PFS HR= 0.54 [0.38;0.75]
E 0
A mPFS= 7.0m " i
o _ g Optional cross-over (N=49 patients)
¢ ® . D e 18 “! A mPFS: 3.5 months, 95%Cl [2.4;5.4]
Natrisk 88 (0) 63 (4) 40 (8) 18 (11) 9 (14)
(censored) 84 (0) 40 (0) 19 (1) 10 (1) 7(1)

Bidard FC, ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?

PADA-1 Trial

Step #1 Step #2 Optional
PADA-1 Trial -
Bidard, et al -

Dynamics and type of ESR1 mutati » Al-sensitive ER+ bE SR1 s % M

unn::'mci:nu veseraon com ’::; avlvcims albocicli HER2- mBC N . o O O O O O O O

aft:r raAnldor:li:atit:n in'the P:DA: (:i:lp i * No prior treatment Al-PAL : | g ctDNA analysis (blinded)

T — for mBC 00000 E 00000000 :

e L L P T e * Evaliabledisease  oipNA  Rising bESRTmg | SACATAS

UCBG ¢ analysis ~ and no disease
= Jre progression
100% 1
Arm of randomization
= 80% - i— Al+PAL
< FUL+PAL .
Updated Results: PFS1
=
5 60%
g _______________________________________________________ FUL+PAL mPFS: 12.8 months, 95%CI [9.3;14.7]
L 40% ] Al+PAL mPFS: 5.8 months, 95%Cl [3.9:7.5]
- PFS HR= 0.54|[0.38;0.75] Ve
= A mPFS=7.0m " ”
o ) g Optional cross-over (N=49 patients)
¢ ® . D e 18 “! A mPFS: 3.5 months, 95%Cl [2.4;5.4]
Natrisk 88 (0) 63 (4) 40 (8) 18 (11) 9 (14)
(censored) 84 (0) 40 (0) 19 (1) 10 (1) 7(1)

Bidard FC, ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?
PADA-1 Trial results

Step #1 Step #2 Optional
cross-over

2 .
- Al-sensitive ER+ pESR Lt 2 m_ >
HER2- mBC T €00000000 £
» No prior treatment Al+PAL |_> E ctDNA analysis (blinded)
for mBC 00000e® 3
o
@

Progr.

, L JoX01010101010X0)
» Evaluable disease ctDNA Rising bE SR s O0CO00O
analysis and no disease
progression
Arm of randomization

-+ AlI+PAL
+ FUL+PAL

80% 1

Updated Results: PFS2

_____________________________________________________________________ FUL+PAL mPFS2: 29.4 months, 95%Cl [21.9;NR]
| ' Al+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]

60% 1

40% A

Progression-Free Survival 2 (%)

_— g s, PFS2 HR= 0.37 [0.24;0.56]
o o = T L e 5 o o m = = e
Await overall survival data
= 88 (0) 81 (5) 64 (15) 44 (24) 26 (35) 15 (42)
= 84 (0) 69 (0) 43 (3) 26 (9) 17 (12) 11 (15)

Bidard FC , ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?
PADA-1 Trial results

Progression-Free Survival 2 (%)

Step #1

Arm of randomization

-+ AlI+PAL
+ FUL+PAL

80% 1

60% 1

________________________________

40% A

1
I 1

20% - : : i i =
! 1

0% T T T T T v T v T — -
0 3 6 9 12 15 18 21 24 27 30 33
Months
= 88 (0) 81 (5) 64 (15) 44 (24) 26 (35) 15 (42)
= 84 (0) 69 (0) 43 (3) 26 (9) 17 (12) 11 (15)

Step #2 Optional
cross-over

=

« Al-sensitive ER+ w 2 m

HER2- mBC N ®00000000
« No prior treatment |_> g ctDNA analysis (blinded)

formBe CO000e— 2 00000000 0000
* Evaluable disease ctDNA Rising bESR1 g AI+PAL

analysis and no disease m
progression

Updated Results: PFS2

FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR]
Al+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]

PFS2 HR= 0.37 [0.24;0.56]

Await overall survival data

Bidard FC , ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?
PADA-1 Trial results

Progression-Free Survival 2 (%)

80% 1

60% 1

40% A

20% 1

0%

________________________________

Arm of randomization

c
« Al-sensitive ER+ w 2 m
HER2- mBC N ®00000000
» No prior treatment Al+PAL |_> E ctDNA analysis (blinded)
for mBC 000C00e 2 800000000
» Evaluable disease ctDNA Rising bESR1 g Al+PAL

Step #1 Step #2 Optional
cross-over

Qa0 !

analysis ~ and no disease
progression

-+ Al+PAL

+ FUL+PAL

Updated Results: PFS2

FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR]
Al+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]

0

= 88 (0)

- 84 (0)

3 6
81 (5)
69 (0)

12
64 (15)

43 (3)

15

18
Months
44 (24)

26 (9)

21

T— PFS2 HR= 0.37 [0.24;0.56]
A 15,4 m
o Await overall survival data
17 (12) 11 (15)

Bidard FC , ASCO 2023



SERDs

Treatment

Control
Arm

Phase (n)
Patients

Prior
CDK4/6i

Allowed Prior
Fulvestrant
Allowed Prior
Chemotherapy in mB(

Data readout

EMERALD!
Elacestrant

fulvestrant / Als

Phase 3 (478)

Men or postmenopausal
WOImen

SERENA-22
Camizestrant
fulvestrant

Phase 2 (240)

Postmencopausal women

EMBER-3-

Imlunestrant +/-
gbemaciclib

flilvestrant / exemestane

Phase 3 (800)

en or postmenopausal
Women

Kaklamani V, San Antonio Breast Cancer Symposium 2022

AMEERA-346
Amcenestrant

fulvestrant / Als /
tamoxifen

Phase 2 (367)

Men or women (any
menopausal status)

Permitted
(79.7%)

YES

YES

Negative

acelERAS?
Giredestrant

fulvestrant / Als

Phase 2 (303)

Men or women (any
menopausal status)




EMERALD trial: Elacestrant

Elacestrant

400 mg daily*
Indusion Criteria
* Men and postmenopausal women with PD or
advanced/metastatic breast cancer sl Two Primary
+ ER-positive,* HER2-negative |_criterion? Endpoints:*®
* Progressed or relapsed on or after 1 or 2 lines Follow Up * PFS in all pts

of endocrine therlpy for auvanvou G;mac,
s 11 WaS given in combination with a 1:1b
CDK4/6i

* PFS in £ESRI-mut

‘Investigator’s choice (SOC):
Fulvestrant

* 51 line of chemotherapy for advanced disease Anast e

*ECOGPSOor1

Letrozole
Exemestane

Stratification Factors:
« ESRI-mutation status’
* Prior treatment with fulvestrant
« Presence of visceral metastases

Elacestrant socC
Al ESRimt ] ESRImut
Porameter (Ne239) (N=115) (N=239) (N=113)
| Prior COK4/6i, n (%) | 239 (100) | 115 (100) | 239 (100) | 113 (100) |
|Visceral metastasis®, n (%) | 163 (68.2) | 81 (70.4) | 170 (71.1) | 84 (74.3) ]

Number of prior lines of endocrine theragy,** n (%)

; YD) GGy 57 aas) 458

Tamaxifen 19 (7.9} 9(78) 15(6,3) 9 (8.0)

Number of prior lines of chemotherapy,** n (%)
9 191(79.9) 89 (774) 180 (753) 81{71.7)
1 48 (20.1) 26 (22.6) 59 (24.7) 32 (28.3)

Kaklamani V, San Antonio Breast Cancer Symposium 2022



EMERALD results

All Patients: PFS by Duration of CDK4/6i

At least 6 mo CDK4/6i

At least 12 mo CDK4/6i

At least 18 mo CDK4/6i

10075 100 {-o8, 100 ?q;
g sof | g 80 -;‘ F so{ |
£ i < b LA
£ s0] | & £ w
5 ] s
z Z z
F 40 3 40 3 40
2 32 F]
H s g
T} =5 20
-6 Elacestrant -9 Elacestrant 8 Elacestrant
0. Standard of Care 0 Standard of Care 0. Standard of Care
0 5 10 15 20 25 30 0 5 10 15 20 P 30 0 5 10 15 20 25 30
Time (months) Time (months) Time (months)
2l 202 90 53 37 29 24 16 12 10 9 8 7 6 1 0
ocs 1 2 0 1B 6 32 21 1 0 ! B R B s L 28 T s 81 10 s R BT Y? I IS
Soc soc soC
Elacestrant | Hormonal Elacestrant | Hormonal Elacestrant | Hormonal
Therapy Thacapy
Median PFS, months 2.79 1.91 Median PFS, months 3.78 191 Median PFS, months 5.45
(95% CT) (1.94-378) | (187 - 2.14) (95% CI) (2.33-6.51) | (1.87 - 3.58) (EBE, (2.33 - 8.61) L
PFS rate at 12 months, % 21.00 6.42 PFS rate at 12 months, % 25.64 7.38 PFS rate at 12 months, % 26.70 8.23
(95% CI) (13.57 - 28.43)(0.75 - 12.09) (95% CI) (16.49 - 34.80)|(0.82 - 13.94) (95% CI) (15.61 - 37.80) |(0.00 - 17.07)
‘ 0.688 - aco 0.613 1 0.703
Hazard ratio (95% CI) (0.535 - 0.884) Hazard ratio (95% CI) (0.453 - 0.828) Hazard ratio (95% CI) (0.482 - 1.019)

Kaklamani V, San Antonio Breast Cancer Symposium 2022



EMERALD results

All Patients: PFS by Duration of CDK4/6i

Probability of PFS (%)

100

80.

60,

40

20,

At least 6 mo CDK4/6i
3
;,
R
(‘] S: 1‘0 1'5 2‘0 2‘5 3‘0

Time (months)

Clacestrant 202 90 53 37 29 24 16 12 10 9 8 7 6 1 1 0

s0C

Patients with £ESRZI-mut Tumors: PFS by Duration of CDK4/6i

205 71 32 20 13 6 3 2 2 1 1 0
socC
Elacestrant | Hormonal
Iherapy
Median PFS, months 2.79 1.91
E% CI) (1.94-378) | (1.87 - 2.14)
PFS rate at 12 months, % 21.00 6.42
(95% CI) (13.57 - 28.43)(0.75 - 12.09)
’ 0.688
Hazard ratio (95% CI) (0.535 - 0.884)

Probability of PFS %)

At least 6 mo CDK4/6i

At least 12 mo CDK4/6i

At least 18 mo CDK4/6i

100 a1 1004 —«1 100 -
J 1
] = ' L —
B0 ! i ED EI 80
£ £
[ [P B0
: ]
&0 5 404 A0
g g
20 204 &
=4 Elpcilrnes == Elacrstrant 4 Elnoesitrant
0 of Cane 04 Sapeaird of Care [i} Standard of Care
o 5 10 15 20 25 30 o H 10 15 20 5 0 0 5 10 15 Y b3 m
Tiene [months) Tirmi {months) Time {months)
Qerestrmnk 103 %0 33 25 20 16 11 9 8 7 & 5 £ 1 1 0O Bacestrart 78 42 31 M 2 16 11 2 B8 7 & 5 5§ 1 1 0 Elacestrant 5% ™ 23 I8 16 12 & & T & & 5 5 1 1 0
SOC 2 M O 11 % 5 2 1 1 @ soC 81 2% 12 1 % 5 2 1 1@ S % n % & 7T 4 1 1 1 @
SOC S0C S0C
Elacestrant | Hormonal Elacestrant = Hormonal Elacestrant = Hormonal
Therapy _ Therapy Thera
[ Median PFS, months 4.14 1.87 Median PFS, months 8651 1.91 Median PFS, months 8.61 2.10
| (95% CI) | (2.20 - 7.79) | (1.87 - 3.29) [(95% CI) ’ (4.14 - 10.84) | (1.87 - 3.68) [ (95% C1) | (5.45 - 16.89) | (1.87 - 3.75)
PFS rate at 12 months, % 26.02 6.45 Ta TGS, 3581 e ] TGS, 1570 g
| (95% CI) [(15.12 - 36.92)/(0.00 - 13.65)| | (95% CI) (21,84 - 49.78)|(0.00 - 17.66) | | (95% 1) [(19.54 - 52.05)|(0.00 - 20.20)|
: 0.517 0.410 " 0.466
Hazard ratio (95% CI) (0361 2 0.738) .Hazard ratio (95% CT) (0,262 - 0.634) Hazard ratio (95% CI) (0.270 - 0.791)

Kaklamani V, San Antonio Breast Cancer Symposium 2022



SERENA -2 trial: Camizestrant

Design Key baseline patient characteristics
(n=74) (n=73) (n=73) (n=240 n=240
camizestrant 300 mg (n=20 Age (median, range) 61.0 (37-89) 60.0 (42-84) 60.0 (35-84) 60.0 (35-89 CT adjuvant, Y (%) 54.1 534 521 521
b (CSP V5 d 19633520)) CTin ABC.Y (%) 21.6 12.3 26.0 192 |
v5 amendment: 2 0 A A A
Gender, F (%)° 100 100 100 100 ET overais Tinos 0
. . . - Stratification: Race, White (%) 959 95.9 89.0 94.2 0 14 14 0 08
Key inclusion/exclusion criteria: Prior CDKA/B1 ER* (%) 100 100 100 100 1 81.1 726 167 771
. " 2 16.2 247 19.2 20.0
* Recurrence or progression on at Post-menopausal  JLungiver mets camizestrant 75 mg (n=74) PR+ (%) 81.1 84.9 795 796 3 14 14 41 21
least one line of ET ER+/H.'ER2' e ECOG 0 (%) 62.2 575 589 58.8 | ET adjuvant, Y (%) 66.2 71.2 60.3 66.7
. ca.ndldates o Lung/liver metastasis Y (%) 58.1 58.9 589 58.3 Al 40.5 356 315 35.8
* No prior fulvestrant or oral SERD receive fulvestrant : — - - - ' SERM 324 452 438 417
in ABC monotherapy in the Liver metastasis (%) 311 411 479 40.8 ET in ABC, lines (%)
. - - 7 10,
+ No more thanone ne of ET1n ABC setting camizestrant 150 mg (n_73) Bone only disease (%) 149 19.4 17.8 17.6 0 378 288 26.0 313
ABC settin | ESR1m detectable (%)® 297 356 479 36.7 ] 1 62.2 7.2 74.0 68.8
9 D538G 189 19.2 315 229 Al 55.4 67.1 67.1 63.3
* No more than one line CT in Y537N 14.9 15.1 15.1 138 SERM 6.8 27 6.8 50
. Y5378 6.8 13.7 19.2 12.5 Prior CDK4/6i Y (%) 51.4 50.7 50.7 496
ABC setting fulvestrant (n=73) E380Q 95 82 82 83 Palbociclib 216 315 204 279
. - L536H 14 8.2 4.1 48 Ribociclib 230 19.2 16.4 183
Measurable and non-measurable
disease Y537C 4.1 4.1 27 3.3 Abemaciclib 54 14 4.1 38
. Primary endpoint: PFS (investigator assessme nt*) =All post-menapausal women; SESR1m assessed in plasma samples at screening (GuardantOMNI™) and Cycle 1 Day 1 (Guardant360°), ESRTm defined as E380Q, V422del, S463P, LS36HIPIR,
. . Y537C/DINIS, D538G., individual mutations present in >2% total cases reported; “Missing or not specified in 3 patients
No era mandatorio el . secondary eI'IdPOIMS: CBR24 y ORR, OS, Safety ABC: advanced breast cancer; AL aromatase infibitor; C: camizestrant; CDKA4/6i: CDKA/S inhibitor; CT: chemotherapy; ECOG: Eastern Cooperative Oncology Group: ER: estrogen receptor;
. . . . . . E . . ESRTm: mutati i 1 gene; ET: endocrine therapy: F: female; PgR: proges SERM: seleciive est modulator (tamoxifen or toremifer
uso de iCDK previo - Translational endpoints: serial ctDNA analysis including ESRTm, serial CTCs analysis s S R
*disease progression assessed by the Investigator and defined using RECIST, version 1.1
ABC: advanced breast cancer; CBR24: clinical benefit rate at 24 weeks; CDK4/6i: CDK4/6 inhibitor; CT: chemotherapy; CTC: circulating tumor cells; ctDNA: circulating tumor DNA; ER: estrogen receptor;
ESR1m: mutation in estrogen receptor 1 gene; ET: endocrine therapy; HER2: human epidermal growth factor; PFS: progression-free survival; R: randomization; RECIST: Response Evaluation Criteria for Solid
Tumors; SERD: selective estrogen receptor degrader

ESR1m detectable 36,7%
Prior CDK4/6i 49,6%

+ SERENA-2 was designed to compare each of the camizestrant 75, 150 and 300 mg doses with fulvestrant

* No formal analyses of camizestrant 300 mg versus fulvestrant were conducted since enrolment to
camizestrant 300 mg was stopped early (n=20 patients)

+ SERENA-2 was not powered to compare between camizestrant doses

M. Oliveira, San Antonio Breast Cancer Symposium 2022



SERENA -2 trial: PFS

Primary endpoint: PFS by investigator

Median duration

16.6 16.6 174
of follow-up, months
Events [n (%)1 50 (67.6) 51(69.9) 58 (79.5)
08 Median PFS, months 7.2 7.7 3.7
{90% Cl) (3.7-10.9)  (55-12.9)  (2.0-6.0)
»n Adjusted HR 0.58 0.67
oy (90% Cly2 (0.41-0.81)  (0.48-0.92)
T 06 P value 0.0124* 0.0161*
2
g
£
& 04
0.2
————  Camizestrant 75 mg
Camizestrant 150 mg
——— Fulvestrant 500 mg
0.0
0 3 6 9 12 15 18 21 24 27
Time (months)
c75 74 50 33 27 21 14 7 2 1 0
C 150 73 50 37 32 25 12 6 2 0
F 73 37 28 22 14 8 5 0

M. Oliveira, San Antonio Breast Cancer Symposium 2022



SERENA -2 trial: PFS PFS in patients by prior use of CDK4/6i

Prior CDK4/6i No prior CDK4/6i
10 C75(n=38) | C 150 (n=37) | F 500 (n=37) 10 C75(n=36) | C 150 (n=36) | F 500 (n=36)
: Events [n (%)] 29 (76.3) 29 (78.4) 33(89.2) : Events [n (%)] 21 (58.3) 22 (61.1) 25 (69.4)
Median PFS, 5.5 3.8 21 Median PFS, 7.2 14.7 92
®w 08 months (90% Cl)  (3.7-10.9) (2.0-7.6) (1.8-3.7) » 08 months (90% CI) (3.7-16.6) (5.6-18.4) (2.8-14.7)
& Adjusted HR 0.49 0.68 & Adjusted HR 0.78 0.65 ~
‘s (90% CI)* (0.31-0.75) (0.44-1.04) s (90% CI1)2 (0.47-1.28) (0.40-1.06)
2> 06 z 06
% 04 % 04
o o
P H d H t. P F S b H t' t 02 Camizestrant 75 mg 02 Camzosirant 75 mg
rimary endpoint: y investigator = — t ===
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
10 C75 (l1=74) C 150 (n=73) F (n=73) Time (months) Time (months)
) Median duration 16.6 16.6 174 C 75 K53 27 18 15 10 5 2 0 C 75 [l 23 15 12 " 9 5 2 1 0
of follow-up, months ) ) ) [(RE] 37 21 15 1 7 0 C 150 [ES] 29 2 2 18 12 6 2 0
Events [n (%)] 50 (67.6) 51(69.9)  58(79.5) I s ! ! 0 4% =n w7 ¢ 0
Median PFS, months 7.2 7.7 3.7 . . ) . . . .
0.8 (90% CI) ’ (37-10.9)  (55-12.9) (2.06.0) * In the sub-population of patients previously treated with CDK4/6i + endocrine therapy, camizestrant at both
@ Adjusted HR 0.58 0.67 [ doses produces a clinically meaningful improvement in PFS over fulvestrant
& (90% cna {0 41 _0_81 ) (048_092) 2HRs adjusted for liver/lung metastases
"5 06 P value 001 24. 00161 * - Cl: confidence interval; CDK4/6i: CDK4/6 inhibitor; HR: hazard ratio; PFS: progression-free survival
2
]
[-]
8
s 04 PFS i tients by detectable ESRTm
o
in patients by detectable ESR
0.2 ESRm dotoctabls ot baceling ESR1m not detectable at baseline
——— Camizestrant 75 mg 10 lo 1.0 RN C 150 (n e ) o0 (n=3T)
Camizestrant 150 mg Events [n (%)] 15 (68.2) 22 (84.8) 11 (88.6) Events [n (%)] 34 (66.7) 28 (60.9) 26 (70.3)
— Fulvestrant 500 m Median PFS, 6.3 92 22 Median PFS, T2 58 7.2
0.0 ! @ 08 ‘months (90% CI) _ (3.4-128)  (37-129) _ 1938) | ® g months (90%Cl)  (3.7-10.9)  (38149)  (2.0-10.7)
- i % Adjusted HR 033 0.55 & Adjusted HR 0.78 0.76
0 3 6 9 12 15 18 21 24 27 5 o (90% Clj* (0.18-0.58)  (0.33-0.89) »g o (90% C1p* (0.50-1.22) (0.48-1.20)
Time (months) % ) g
2
c75 74 50 33 27 21 14 7 2 1 0 E 04 g o4
C150 73 50 37 32 25 12 6 2 0 &
F 73 37 28 22 14 8 5 0 02 ) — - 02 .
——— Camizestyrant 150 mg
00 Fubvestrant 500 mg 0-0 Futvestrant 500 mg
o 3 6 9 12 15 18 21 24 27 o 3 6 9 12 15 18 21 24 27
Time (months) Time {(months)
] 22 15 10 8 6 4 1 1] C 75 @l 34 23 19 15 10 6 2 1 0
C 150 i) 18 15 14 9 3 2 V] C 150 et 3 21 17 15 9 4 2 o
d 35 15 10 -] 3 2 1 0 d 37 21 18 16 1 6 4 1 1]

* In the sub-population of patients with detectable ESR1m at baseline, camizestrant at both
doses produces a clinically meaningful improvement in PFS over fulvestrant

M. Oliveira, San Antonio Breast Cancer Symposium 2022



CAPltello-291: Study overview

Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496)

Patients with HR+/HER2- ABC

Men and pre-/post-menopausal women

Recurrence while on or <12 months from
end of adjuvant Al, or progression while on
prior Al for ABC

<2 lines of prior endocrine therapy for ABC
=1 line of chemotherapy for ABC

Prior CDK4/6 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

HbA1c <8.0% (63.9 mmol/mol) and diabetes
not requiring insulin allowed

FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing

400 mg twice daily,

Capivasertib 4 days on, 3 days off

500 mg: cycle 1, days 1 &

Fulvestrant 15; then every 4 weeks

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region’

Twice daily,

Placebo 4 days on, 3 days off

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

Fulvestrant

HERZ2- was defined as IHC 0 or 1+, or IHC 2+/ISH-. *Region 1: United States, Canada, Western Europe, Australia, and Israel, Region 2: Latin America, Eastern Europe and Russia vs Reg

ABC, advanced (locally advanced [inoperable] or metastatic) breast cancer.

Pre- or peri-menopausal women also received a luteinizing hormone-releasing hormone agonist for the duration of the study treatment

Dual primary endpoints

PFS by investigator assessment

* Overall

* AKT pathway-altered tumors
(=1 qualifying PIK3CA, AKT1, or
PTEN alteration)

Key secondary endpoints

Overall survival
= Overall
* AKT pathway-altered tumors

Objective response rate
* Overall
* AKT pathway-altered tumors

* AKT pathway activation occurs in many HR+/HER2-
ABC through alterations in PIK3CA, AKT1 and PTEN,
but may also occur in cancers without those genetic
alterations.'2 AKT signalling is also implicated in the
development of resistance to endocrine therapy?

+ Capivasertib is a potent, selective inhibitor of all three
AKT isoforms (AKT1/2/3)

* In the Phase Il, placebo-controlled FAKTION trial®:

- The addition of capivasertib to fulvestrant
significantly improved PFS and OS in
postmenopausal women with Al-resistant
HR+/HER2- ABC in the overall population, with a

more pronounced benefit in pathway altered tumours

- No patients had received prior CDK4/6 inhibitors

N. Turner, San Antonio Breast Cancer Symposium 2022
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CAPltello-291: results

Characteristic

Prior endocrine 0
therapy for ABC 1
n (%) 2

Previous COK4/6 inhibltor for ABC; n (%)

Metastatc sites Bone only
o Liver
nm) Visceral

Dual-primary endpoint: Investigator-assessed PFS in the
overall population

Overall population
Capivasertib +

fulvestrant (N=355)

Placebo +

AKT pathway-altered population

Capivasertib «
fulvestrant (N=155)

Placebo +

fulvestrant (N=353)

fulvestrant (N=134)

“\ll( e 11 B4 (48 2L 1‘[9!\\ 20 /44 Q)
286 (80.6) 252 (71.4) 130 (83.9) 96 (71.6) |
<9 \0.2) LIEALE ] .1 O LI9.%)
245 (69.0) 244 (69.1) 113 (72.9) 91 (67.9)
51(144) 52 (14.7) 25(16.1) 16(11.9)
156 (43.9) 150 (42.5) 70(452) 53 (39.6)
237 (66.8) 241 (68.3) 103 (66.5) 98 (73.1)

Capivasertib + Placebo +
fulvestrant (N=355) fulvestrant (N=353)

100 7
£ 00 PFS events 258 293
T 80 T Median PFS
% 70 (95% Cl): months 7.2 (5.5-7.4) 3.6 (2.8-3.7)
>
3 60 Adjusted HR (95% CI): 51, 0.71); two-sided p-value <0.001
£ 50
S 40
8 30
o
g 20
o 10 7 1
0 L e e L e e e e
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26

Time from randomization (months)
Number of patients at risk
355 330 266 262 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 5 2
AT ] 553 320 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 M 10 4 4 3 1

+ Indicates a censored observation. HR was estimated using the Cax proportional hazard model stratified by the presence of liver metastases, prior use of CDK4/6 inhibitor, and geographic region.
This presentation is the intellectual property of the author/presenter. Contact them at nick tuner@icr.ac.uk for permission to reprint and/or distribute.

N.Turner, San Antonio Breast Cancer Symposium 2022



CAPltello-291: results

Overall population AKT pathway-altered population
Characteristic Capivasertib + Placebo + Capivasertib « Placebo +
fulvestrant (N=355) | fulvestrant (N=353) | fulvestrant (N=155) | fulvestrant (N=134)
pm'mdw‘m 0 AN (41 2 B4 (18 1) 412 /0 N N 144 OV
therapy for ABC 1 | 286 (80.6) 252 (71.4) 130 (83.9) 96 (71.6) |
n (%) 2 reaLrs) T 1T03) T 1) L ARFED]
Previous COK4/6 inhibltor for ABC; n (%) 245 (69.0) 244 (69.1) 113(72.9) 91 (67.9)
. Bone only 51(14.4) 52 (14.7) 25 (16.1) 16 (11.9)
:'f’_j‘,s*"‘: sites Liver’ 156 (43.9) 150 (42.5) 70 (45.2) 53 (39.6)
(% Visceral 237 (86.8) 241 (68.3) 103 (66.5) 98 (73.1)
overall population AKT pathway-altered population
I " Capivasertib + Placebo +
caplvasertlb . R
100 1 fulvestrant (N=355) fulvestrant (N=353) 100 T fulvestrant (N=155) fulvestrant (N=134)
S oo PES events 258 203 2 90 1 PFS events 121 115
T 80 Median PFS g 807 by e 7.3 (5.5-9.0) 3.1 (2.0-3.7)
% 70 - (95% CI): months 7.2(5.5-74) 3.6 (2.8-3.7) g 70 - (95% Cl); months
5 i : . . .
g 60 - Adjusted HR (95% CI): 51, 0.71); two-sided p-value <0.001 § 60 Adjusted HR (95% CI): .38, 0.65); two-sided p-value <0.001
£ 501 £ 50 7
S 40 S 401
= 7]
@ 30 g 307
S 20 g 207
o 10 O 10 7
o+— S
01 2 3 4 5 6 7 8 9 10 11 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 012 3 4 5 6 7 8 9 10 1 1213 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months) Time from randomization (months)
Number of patients at risk Number of patients at risk
355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 5 2 2 1 0 155 150 127 121 99 97 80 76 65 62 54 49 38 31 26 22 21 12 12 9 3 3 2 1 1 0 0
353 320 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 0 134 124 77 64 48 47 37 35 28 27 24 20 17 14 1 6 6 2 2 2 1 1 1 0 0 0 0

+ Indicates a censored observation. HR was estimated using the Cax proportional hazard model stratified by the presence of liver metastases, prior use of CDK4/6 inhibitor, and geographic region.

+ indicates a censored observation. HR was estimated using the Cox proportional hazard model stratified by the presence of liver metastases and prior use of CDK4/6 inhibitor.
This presentation is the intellectual property of the author/presenter. Gontact them at nick umer(@icr.ac.uk for permission to reprint andfor distribute.

N.Turner, San Antonio Breast Cancer Symposium 2022



TROPiC5-02

Metastatic or locally recurrent
inoperable HR+/HER2~ breast
cancer that progressed after*

+ Al least 1 endocrine therapy,
taxane, and CDK4/6 inhibitor in
any setting

+ At least 2, bul no more than 4,
lines of chemotherapy for
metastatic disease

* Measurable disease by
RECIST 1.1

N=543

PFS

Treatment was continued until progression
or unacceptable toxicity

Sacituzumab govitecan

10 mg/kg IV
days 1 and 8, overy 21 days
n=272

Treatment of physician's choice®
(capecitabine, vinoreibine,
gemcitabine, or eribulin)
n=271

Stratification
« Visceral metastases (yes/no)

Endpoints

Primary

+ PFS by BICR
Secondary

« 0S8

+ ORR, DOR, CBR
by LIR and BICR

* PRO
+ Safaty

« Endocrine therapy in metastatic setting 26 months (yes/no)

+ Prior lines of chemotherapies (2 vs 3/4)

BICR analysis | S6&(n=272) | TPC(n
Median PFS, mo (95% CI) 5.5 (4.2-7.0) 4.0 (3.1-4.4)
Stratified HR (95% CI) 0.66 (0.53-0.83)
Stratified Log Rank Pvalue A=0,0003
S months 9 months 12 month PFS rate, % (95% CI)
z 100 Py | saqee2rzy [TRE(nS291)
d 4.1 103
§ oo & 6mo 304526 (236-37.3)
= Y 25 173
: & \ MO 50-32)  (115-24.2)
80 213 71
5 504 - 12mo 152289  (28-139)
2 40 ~ %
- :w \\_
3 % S5y
w04 ~~36 R
0 T T T
0 3 ] 2 "% " Fal 24
No. of Patients Sul ot Risk {Everts) m‘m
Nmm WAL S LE Lo L] Lo 1] 170 4 1an 1 e Sirrm

0s

§6 (n=272) TPC (n=271)
Median 0S, mo (95% CI) 14.4 (13.0-15.7) 11.2 (10,1-12.7)
Stratified HR (95% CI) 0.79 (0.65-0.96)
Stratified Log Rank Pvalue £=0,020
1004
G 0S rate, % (95% CI)

90+ \\,\ 12 months SG I ™
£ g s T : (n=272) | (n=271)
> an i 12-mo 61 (35-66) 47 (41-53)

704 - i R
{ - o
& :
® 509 1 Ny
§ 404 | -

.
= 04 “
§ 04 Vi
5G ' |
104 e | -
o0 TR R RRd A VA SRT MR RES R R TR R
Time (monms |
No.of Paseras S1M M Risk (Evests)

80 JTI0y DO 22006 100 AT) 1D (V) Y0 (TR SOTANE RTPN MR el 4 (W0

0 o)
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TROPiC5-02

Metastatic or locally recurrent
inoperable HR+/HER2~ breast
cancer that progressed after*

+ Al least 1 endocrine therapy,
taxane, and CDK4/6 inhibitor in
any setting

+ At least 2, bul no more than 4,
lines of chemotherapy for
metastatic disease

* Measurable disease by
RECIST 1.1

N=543

PFS

Treatment was continued until progression
or unacceptable toxicity

Sacituzumab govitecan

10 mg/kg IV
days 1 and 8, overy 21 days
n=272

Treatment of physician's choice®
(capecitabine, vinoreibine,
gemcitabine, or eribulin)
n=271

Stratification
« Visceral metastases (yes/no)

Endpoints

Primary

+ PFS by BICR
Secondary

« 0S8

+ ORR, DOR, CBR
by LIR and BICR

* PRO
+ Safaty

« Endocrine therapy in metastatic setting 26 months (yes/no)

+ Prior lines of chemotherapies (2 vs 3/4)

BICR analysis | S6&(n=272) | TPC(n
Median PFS, mo (95% CI) 5.5 (4.2-7.0) 4.0 (3.1-4.4)
Stratified HR (95% CI) 0.66 (0.53-0.83)
Stratified Log Rank Pvalue A=0,0003
S months 9 months 12 month PFS rate, % (95% CI)
z 100 Py | saqee2rzy [TRE(nS291)
d 4.1 103
§ oo & 6mo 304526 (236-37.3)
= Y 25 173
: & \ MO 50-32)  (115-24.2)
80 213 71
5 504 - 12mo 152289  (28-139)
2 40 ~ %
- :w \\_
3 % S5y
w04 ~~36 R
0 T T T
0 3 ] 2 "% " Fal 24
No. of Patients Sul ot Risk {Everts) m‘m
Nmm WAL S LE Lo L] Lo 1] 170 4 1an 1 e Sirrm

0s

$6 (n=272)

TPC (n=271)

Median 0S, mo (95% CI) 14.4 (13.0-15.7) 11.2 (10,1-12.7)
Stratified HR (95% CI) 0.79 (0.65-0.96)
Stratified Log Rank Pvalue £=0,020
1004
G 0S rate, % (95% CI)

90+ \\,\ 12 months SG I ™
£ g s T : (n=272) | (n=271)
> an i 12-mo 61 (35-66) 47 (41-53)

704 - i R
{ - o
& :
® 509 1 Ny
§ 404 | -

.
= 04 “
§ 04 Vi
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TROPiCS-02

Progression-Free Survival Overall Survival

3 I 4

BICR analysis SG(n

100 \ 8 mionihs 12 months 18months  Median PFS, (95% Cl) mo 5.5 (4.2-6.9) 4.0 (3.0-4.4) L o S 12 months 18 months 24 months  Median OS, mo (95% Cl) 14.5(13.0-16.0) 11.2(10.2-12.6)

90 \ Stratified HR (95% Cl) 0.65 (0.53-0.81) 90 e 0 i | Stratified HR (95% CI) 0.79 (0.65-0.95)
e S ™ Nominal P-values 0001 g T i i Nominal P-value® 0.0133
T 70 70 = i
s \ g 12-month OS rate, % (95% CI)  60.9 (54.8-66.4) 47.1 (41.0-53.0)
= 604 o 60 4
E i \. : . 18-month OS rate, % (95% Cl)  39.2(33.4-45.0) 31.7 (26.2-37.4)

2 50 =
- S 2 o o % i

g o \".. § e o 24-month OS rate, % (95% CI) 25.7(20.5-31.2) 21.1(16.3-26.3)

30+ \’w.‘ S -,

g - -
1 20 4 - . i o 204 0 mam o—ang,
10 Tre . TS a_ 0y i s
0 T T T T T T T T T T T 0 . " : f ; . . . " N "
0 3 6 9 12 15 18 21 24 27 30 33 36 o S e 9 15 18 21 2 27 30 a3 3 a9

No. of patients at risk (events) Time {months) No. of patients at risk (events) Time (months)
SG  272(0) 148(86)  82(127)  48(149)  27(164)  17(170) 13(172)  6(176) 3(179) 2(180) 2(180) 1(180) 0(180) SG  272(0) 253(17) 223(45) 200(68)  163(105) 130(138) 105(163) 71(184) 52(196)  33(204)  19(208)  13(211)  1(213) 0(214)
TPC  271(0) 109(%6)  42(144)  18(160)  7(168) 3(169) 1(170) 1(170) 1(170) 1(170) 1(170) 0(170) TPC  271(0) 251(16) 199(66) 167 (97)  124(140) 96(166) 82(180) 66 (193)  46(206) 27 (214) 15(220)  7(224) 1(224)  0(224)

SG continued to demonstrate improvement in OS vs TPC at longer follow-up, with 21% reduction in risk of death and a higher

SG continued to demonstrate improvement in PFS vs TPC at longer follow-up, with 35% reduction in risk . : R )
of disease progression or death, and a higher proportion of patients remained alive and progression-free at each landmark proportion of patients remaining alive at each landmark

BICR. biinded independent central review, CI. confidence interval, HR. hazard ralio, OS. overall survival. SG, sacituzumab govitecan. TPC, treatment of physician's choice

BICR, blinded independent central review: CI, confidence interval; HR, hazard ratio; PFS, progression-free survival: SG, sacituzumab govitecan; TPC, treatment of physician's choice.
*Stratified log rank P-value

*Stratified log rank P-vaiue

S. Tolaney, ASCO 2023



TROPiCS-02

Progression-Free Survival

BICR analysis SG (n=272)
’ 100 . \ 6 months 12 months 18 months Median PFS, (95% Cl) mo 5.5(4.2-6.9) 4.0(3.0-4.4)
o s i Stratified HR (95% Cl) 0.65 (0.53-0.81)
3 ol i‘., Nominal P-value® .0001
& 704 \
s
3 601 \'
3 -
«n 50 b
u 401 \770.\
30 e,
20
-4 ® sG i L™
104 TPC L)
0 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
No. of patients at risk (events) Time {months)
sG 272 (0) 148 (86) 82 (127) 48 (149) 27 (164) 17 (170) 13 (172) 6(176) 3(179) 2(180) 2(180) 1(180) 0(180)
TPC  271(0) 109 (96) 42 (144) 18 (160) 7 (168) 3(169) 1(170) 1(170) 1(170) 1(170) 1(170) 0(170)

SG continued to demonstrate improvement in PFS vs TPC at longer follow-up, with 35% reduction in risk
of disease progression or death, and a higher proportion of patients remained alive and progression-free at each landmark

Overall Survival

100 Py ] 12 months 18 months 24 months  Median OS, mo (95% Cl) LS SRR ILAt00. R,

%0 5. | | Stratified HR (95% CI) 0.79 (0.65-0.95)
% 801 T~ Nominal P-value® 0.0133

70 .
g " 12-month OS rate, % (95% Cl)  60.9 (54.8-66.4) 47.1(41.0-53.0)
o 60
: 18-month OS rate, % (95% Cl)  39.2 (33.4-45.0) 31.7 (26.2-37.4)
2 0 e
B M 24-month OS rate, % (95% Cl)  25.7 (20.5-31.2)  21.1(16.3-26.3)
5 | 2
i il :
E’ 30 ‘1-1‘ -
o 204 % mam— >—ang,

® sG > Sesm—
104 TPC
0 3 6 9 15 18 21 24 27 30 33 36 39
Time (months)

No. of patients at risk (events)
SG  272(0) 253(17) 223(45) 200(68) 163 (105) 130(138) 105(163) 71(184) 52(196)  33(204) 19(209) 13(211)  1(213) 0(214)
TPC  271(0) 251(16)  199(66)  167(97) 124 (140) 96(166)  82(180) 66(193)  46(208) 27 (214)  15(220) 7 (224) 1(224) 0 (224)

SG continued to demonstrate improvement in OS vs TPC at longer follow-up, with

1% reduction in risk of death and a higher

proportion of patients remaining alive at each landmark

BICR, blinded independent central review: CI, confidence interval; HR, hazard ratio; PFS, progression-free survival: SG, sacituzumab govitecan; TPC, treatment of physician's choice.

*Stratified log rank P-vaiue

BICR. biinded independent central review, CI. confidence interval, HR. hazard ralio, OS. overall survival. SG, sacituzumab govitecan. TPC, treatment of physician's choice
*Stratified log rank P-value

S. Tolaney, ASCO 2023



Fixed dose Capecitabine

ELIGIBILITY

» Adult female patients
with pathologically
confirmed MBC

» Any prior number of
chemo or endocrine
therapies

» Any breast cancer
subtype

» HER2+ required
concurrent trastuzumab

» CrCl >50 mL/min

X-7/7 Study Design

STRATIFICATION

> Line of
chemotherapy (first
or subsequent line)

> Measurable or non-
measurable disease

> ER status

ENDPOINTS

» Primary: 3-month PFS
» Secondary: PFS, Overall Survival,
Objective Response Rate, Toxicity

FD-7/7 Arm (N=80)

Capecitabine 1500 mg PO BID x7 days followed by 7-day rest

[MIODODOOO}

SD-14/7 Arm (N=73)

Capecitabine 1250° mg/m2 PO BID x14 days followed by 7-day rest

dosing of 1000 mg/m? PO BID (N=11)

had to use

» CTC/AIP and bone scan every 12 weeks

» Cycles repeated every 14 (FD-7/7) or 21 (SD-14/7) days until
PD, unacceptable toxicity, or delays >4 weeks

» Capecitabine toxicities were solicited at each visit

Progression Free Survival

= 100+

T

2 80—

=

@

o 80

@

=

w

= 40

°

o

2 20+

8

a © T T T T 1
0 12 24 36 48 60

Time (Months)

No. at Risk
80 32 21 9 7 4
73 36 17 1 0 0

Toxicity

FD-7/7 SD-14/7 Svalia
(N=80) (N=73)

Diarrhea
Any Grade 16 (20) 45 (61.6) 0.0039
Grade 2-4 2(2.5) 15 (20.5) 0.0008
Hand Foot Syndrome
Any Grade 22 (27.5) 39 (53.4) 0.0033
Grade 2-4 3(3.8) 11 (15.1) 0.0019
Oral Mucositis
Any Grade 3(3.75) 20 (27.4) 0.0001
Grade 2-4 0 4 (5.5) 0.0001
Neutropenia
Any Grade 30 (37.5) 31 (42.5) 0.67
Grade 2-4 17 (21.3) 20 (27.4) 0.68

Overall Survival

9
®
2
&
=
7]
™
el
o
>
o
SD-14/7
0 T T T T 1
0 12 24 36 48 60
Time (Months)
No. at Risk
80 53 34 13 B 5
73 a7 28 4 0 0

Grade 3-4 toxicity:
27.4% in SD-14/7

11.3% in FD-7/7
p=0.02

Treatment Discontinuation:
28.7% in SD-14/7
7.5% in FD-7/7
p<0.0006

Dose Modification:
23.3% in SD-14/7
7.5% in FD-7/7
p=0.0063

Qamar Khan, MD. ASCO 2023




Fixed dose Capecitabine

X-7/7 Study Design
FD-7/7 Arm (N=80)
Capecitabine 1500 mg PO BID x7 days followed by 7-day rest

ELIGIBILITY [
®880880CC00000)

» Adult female patients
with pathologically
confirmed MBC

STRATIFICATION

> Line of
chemotherapy (first
or subsequent line)

» Any prior number of
chemo or endocrine
therapies

> Measurable or non-
measurable disease

> ER status

» Any breast cancer
subtype

» HER2+ required
concurrent trastuzumab

» CrCl >50 mL/min

SD-14/7 Arm (N=73)

Capecitabine 1250° mg/m2 PO BID x14 days followed by 7-day rest

dosing of 1000 mg/m? PO BID (N=11)

ENDPOINTS y had to use

» CTC/AIP and bone scan every 12 weeks

» Cycles repeated every 14 (FD-7/7) or 21 (SD-14/7) days until
PD, unacceptable toxicity, or delays >4 weeks

» Capecitabine toxicities were solicited at each visit

» Primary: 3-month PFS
» Secondary: PFS, Overall Survival,
Objective Response Rate, Toxicity

Progression Free Survival
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Toxicity

FD-7/7 SD-14/7 Svalia
(N=80) (N=73)

Diarrhea
Any Grade 16 (20) 45 (61.6) 0.0039
Grade 2-4 2(2.5) 15 (20.5) 0.0008
Hand Foot Syndrome
_MTMTI 22 (27.5) 39 (53.4) 0.0033
Grade 2-4 3(3.8) 11 (15.1) 0.0019
Oral Mucositis
Any Grade 3(3.75) 20 (27.4) 0.0001
Grade 2-4 0 4 (5.5) 0.0001
Neutropenia
Any Grade 30 (37.5) 31 (42.5) 0.67
Grade 2-4 17 (21.3) 20 (27.4) 0.68

Overall Survival
100
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®
g 60
=
S 404
o
g
3 204
SD-14/7
0 T T T T 1
0 12 24 36 48 60
Time (Months)
No. at Risk
80 53 34 13 9 5
73 a7 28 4 0 0

Qamar Khan, MD. ASCO 2023

Grade 3-4 toxicity:
27.4% in SD-14/7

11.3% in FD-7/7
p=0.02

Treatment Discontinuation:

28.7% in SD-14/7
7.5% in FD-7/7
p<0.0006

Dose Modification:
23.3% in SD-14/7
7.5% in FD-7/7
p=0.0063




SONIA trial

CDK4/6 i: first line vs second line

Patients with HR+/HER2- ABC o non-steroidal Al Primary endpoint
Pre- and postmenopausal women Randomization + CDKA4/6i « PFS after 2 lines (PFS2)
Measurable or evaluable disease (1:1)

(Neo)adjuvant therapy allowed * — . Seconqary QndeIntS
No prior therapy for ABC Stratified by CDK4/6i, * Quality of life

. Ll visceral disease and prior Ful trant + . .
No visceral crisis (noo)edli vt Shdociihe non-steroidal Al uives Overall survival

N = 1050 treatment CDK4/6i Cost-effectiveness

Inclusion period: November 23, 2017 - September 1, 2021

Data cut-off date: December 1, 2022
Median follow-up: 37.3 months A e LCI TR Second-line CDK4/6i
Patient status, n First-line treatment ongoing
Second-line treatment ongoing
Follow-up
Number of events, n PFS1
PFS2
(OK]
Median duration on CDK4/6i, months

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

Gabe Sonke, ASCO 2023



SONIA trial

CDK4/6 i: first line vs second line

Al +
CDKA4/6i

Events/N 310/524 407/526
Median PFS1, mo 247 16.1

Hazard Ratio (95% CI) 0.59 (0.51-0.69)
Two-sided P-value <0.0001

Patients with HR+/HER2- ABC non-steroidal Al
Al + CDK4/6i Pre- and postmenopausal women [IEUCUEIIUIEEUET f + CDK4/6i Fulvestrant
Measurable or evaluable disease (1:1)

(Neo)adjuvant therapy allowed *

+ No prior therapy for ABC Sf_’atjﬁe;j ;’,V CDK"/"Z Fulvestrant
o . : e visceral disease an . ulvestrant +
Aromatase Inhibitor . :o=v;so<;e()ral L prior (neo)adjuvant s non-steroidal Al CDK4/6i
endocrine treatment

30 36
Time (months)

2
2
©
K3
o
<
Q.
»
T8
o

Al + CDKA4/6i 524 (0) 451 (3) 374 (4) 285 (30) 202 (76) 137 (110) 101 (129) 63 (158) 27 (189) 4(210) 0 (214)
526 (0) 406 (2) 315 (4) 203 (25) 128 (54) 84 (68) 57 (81) 31(93) 17 (105) 5(114) 0(119)

Numbers at risk (censored)
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SONIA trial

CDK4/6 i: first line vs second line

Al +
CDK4/6i

Events/N 310/524 407/526
Median PFS1, mo 247 16.1

Hazard Ratio (95% Cl) 0.59 (0.51-0.69)

SONI/

First-line Second-line
CDK4/6i CDK4/6i

Events/N 281/524 310/526
Median PFS2, mo 31.0 26.8

Hazard Ratio (95% ClI) 0.87 (0.74-1.03)
0.10

PFS probability
8
R

Aromatase Inhibitor

30 36

Time (months) Two-sided P-value

Al + CDK4/6i 524 (0)
526 (0)

451 (3)
406 (2)

374 (4)
315 (4)

285 (30)
203 (25)

202 (76)
128 (54)

137 (110)
84 (68)

101 (129)
57 (81)

First-line CDK4/6i

Numbers at risk (censored)

Second-line CDK4/6i

PFS2 probability

Patients with HR+/HER2- ABC non-steroidal Al
+ Pre- and postmenopausal women JUEULINIFENTL] 1 + CDK4/6i = Fulvestrant
o M or 1, hi 12 (1 :1 )

« (Neo)adjuvant therapy allowed * 30 36

+ No prior therapy for ABC Stratified by CDK4/6i, Time (months)
« No vi | crisi visceral disease and . Fulvestrant +
2 N°_"1'f)°530'a Ut ‘ror (neo)adiuvant ® non-steroidal Al CDKA/SI
. endocrine treatment First-line 491 (3) 429 (5) 339 (34) 244 (84) 167 (123) 118 (148) 69 (184) 31 (215) 5 (239)

478 (2) 418 (6) 330 (35) 225 (76) 164 (105) 115 (133) 65 (161) 30 (190) 9 (207)

Numbers at risk (censored)

PFS 2
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SONIA trial

2
=
©
2
o
S
2
&
5
1)

First-line

First-line CDK4/6i

Second-line CDK4/6i

Events/N
Median OS, mo

Hazard Ratio (95% CI)

Two-sided P-value

Second-line
CDK4/6i CDKA4/6i

184/524 188/526
45.9 93.7

0.98 (0.80-1.20)
0.83

First-line

30 36
Time (months)

427 (37) 324 (103) 240 (157) 171 (197) 104 (250) 42 (300)

426 (32) 328 (89) 242 (139) 175 (186) 112 (236) 52 (287)

Numbers at risk (censored)

7 (333)
16 (322)
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Sonia TRIAL: Summary of the main findings

CDK4/6 inhibition in first-line compared to second-line
Does not improve Progression-Free Survival
Does not improve Overall Survival
Does not improve Quality of Life
Extends time on CDK4/6i by 16.5 months
Increases incidence of grade 3-4 toxicity by 42%
Increases drug expenditure by $200,000 per patient’

1. CMS drug prices: CMS.gov, Centers for Medicare & Medicaid Services
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Approach to newly diagnosed HR+/HER2- MBC

- e . . Receptor status:
Mets |dent|f|ed on imaging Sublype switelr from 172
/ -HER2 low?
Tumor Blopsy

\ Genomic testing to inform 2"d line
-ESR1? PIK3CA? TMB? sBRCA?
First Llne Therapy -Liquid biopsy if tissue fails

-Most: ET + ribociclib or abemaciclib
-Select: ET alone | ET+Palbociclib | Chemo | Trial

Definite ' ‘ Indeterminate
progression progression

- ?Repeat genomic testing:
-Liquid biopsy = ESRT1mut

Liquid biopsy > ESR1mut‘

Second Line Therapy

-PIK3CAmut: Fulvestrant + alpelisib or capivasertib*
-ESR1mut: Elacestrant

Consider ET switch:
Al=>Fulvestrant

-gBRCA1/2 (gPALB2/sBRCA): Olaparib, talazoparib
-No mut: Fulvestrant +/- everolimus or CDK4/6i switch
-Rapid progression: Chemotherapy/ADC*

Dr. Daniel Stover, ASCO 2023



Take-home messages

 Consolidated data of CDK4/6i in 1st and 2nd line of Luminal MBC.

Differences between CDK4/6i — Customize treatment?
Should all patients receive CDK4/6 inhibitors in the first line? — SONIA.
Early switch: ESR1 mut ctDNA — PADA-1.

* To the progression CDK4/6i:

Fulvestrant monotherapy — Probably not optimal treatment.

Rechallenge with CDK4/6i — PACE: negative. MAINTAIN: positive.
Maintain CDK4/6i and change endocrinal treatment — PALMIRA: negative.
PIK3CA/AKT mut — Alpelisib (BYLive, SOLAR1), Capivasertib (CAPITELLO).
ESR1 mut — Elacestrant (EMERALD), Camizestrant (SERENA-2).




Take-home messages

The importance of "academic research”.

More options of treatments in luminal metastatic breast cancer

— T PFS and OS — Sort, prioritize.

What we do after CDK4/6i in adjuvancy?

| haven't talked about HER 2 low...... (Dra. Echavarria).



Thanks to Dr. Stover and Dr. Sonke for authorizing slides

Muchay gatioy” —

sdelacrs@navarra.es
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