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Novel Endocrine Therapies 2024-2025

 Oral SERDs

 Elacestrant
* Imlunestrant

* PROTAC
* Vepdegestrant

e PI3K inhibitor

* |Inavolisib



ER targeting and SERDs

Als prevent estrogen conversion

Aromatase

from precursor molecules

SERDs lead to intranuclear F |’ ‘.ﬁt t
: : A * Fulvestran
SERMs lr_lteract wn_th. ER . R immobilization and cytosolic
to modify ER activity B % degradation of ER Elacestrant
Imlunestrant

Camizestrant
Giridestrant

\eV , - All 3 classes of ET inhibit
WO — _ r
W ' : proliferation and cell survival
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EMERALD Phase 3 trial: Elacestrant and
CDK4/6i and Endocrine Therapy

—> 100% of patients received prior CDK4/6i

Elacestrant

400 mg daily*©

Inclusion Criteria 4

* Men and postmenopausal women with PD or .
advanced/metastatic breast cancer n =239 withdrawal AL Pflmary
« ER-positive,» HER2-negative criteriond Endpoints:®
———

« PFSin all pts
« PFS in £SRI-mut

* Progressed or relapsed on or after 1 or 2 lines

Follow Up

of endocrine therapy for advanced disease,
one of which was given in combination with a 1:1p T

CDK4/6i
* =1 Iine of chemotherapy Tor advanced disease
+ECOGPSOor1

Investigator’s choice (SOC):
Fulvestrant

Anastrozole
Letrozole
Exemestane

Stratification Factors:
- ESRI-mutation St?ltusf n =239
= Prior treatment with fulvestrant
= Presence of visceral metastases

“Documentation of ER+ tumor with = 1% staining by immunohistochemistry; "Recruitment from February 2019 to October 2020; “Protocol-defined dose reductions permitted; 9Restaging CT scans every 8 weeks;
=glinded Independent Central Review; fESRI-mutation status was determined by ctDNA analysis using the Guardant360 assay (Guardant Health, Redwoed City, CA).



EMERALD: Key Baseline Characteristics

649 Patients Screened— 477 Patients Randomized— 228 (47.8%) Had Detectable ESR1 Mutation

Elacestrant

SOC Endocrine Therapy

All Patients (n = 239)

ESR1m (n = 115)

All Patients (n = 238)

ESRIm (n=113)

Age, median (range), years 63 (24-89) 64 (28-89) 64 (32-83) 63 (32-83)
ECOGPS 0, % 59.8 58.3 56.7 54.9
Visceral Metastasis, % 68.2 70.4 71 74.3
Prior Adjuvant Therapy, % 66.1 53.9 59.2 57.5
No. Prior Lines of ET for MBC, %

1/2 54.0 /46.0 63.5/36.5 59.2 /40.8 61.1/38.9
No. Prior Lines of CT for MBC, %

0/1 79.9/20.1 77.4 /22.6 75.6/24.4 71.7 / 28.3
Prior ET, %

Fulvestrant 29.3 23.5 31.5 24.8

Al 80.8 87.8 81.1 85.0

Tamoxifen 7.9 7.8 6.3 8.0
Prior mTORi / PI3Ki, % 42/13 5.2/0.9 25/04 2.7/0

Bidard F, etal. J Clin Oncol. 2022;40:3246-3256.




EMERALD: Landmark Analysis of PFS—
Detectable ESRImut Subgroup (Co-Primary Endpoint)

Elacestrant vs SOC:

Elacestrant sS0C
(n=115) n=113)

Endocrine-resistant 99 ]

Events, No. (%)

6- and 12-Months PFS

62 (53.9) 78 (69.0)

disease 809 HR (95% ClI) 0.55 (0.39 to 0.77)
70 - P L0005
=) 6-month PFS, % 40.8 19.1
%— 60 1 (95% Cl) (30.1 to 51.4) (10.5 to 27.8)
E B0 12-month PFS, % 26.8 8.2
a4 (95% C1) (16210 37.4) | (1.3t015.1)
30 - :
20 ¢--=.-9 :19.1 oo :. o - o
1 - :
s Elacestrant . O mn 8 2 .
10 - : 9 £
-©-- s0C : m-———p === ©

! ! 1L L L
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2

Time (months)

Mo. at risk:
Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 1 1 1 1 1 0
sS0C 113 99 39 34 19 18 12 12 9 9 4 1 1 1 0

Secondary Ana'ysis HR, 0.50 (034-074), P =.0005

ELA vs FUL in ESRIm

6-mo PFS, 40.8 vs 20.8 / 12-mo PFS, 26.8 vs 8.4

Bidard F, etal. J Clin Oncol. 2022;40:3246-3256.



EMERALD: PFS by Duration of CDK4/6i—
Detectable ESR1

100

40

Probability of PFS (%)

20

Elacestrank
S0C

>6 Months CDK4/6i

)

)
]

8- Elacestrant

Standard of Care

0 5 10 15 20 25 30
Time (months)

103 50 33 25 20 16 11 9 8 7 6B 5 5 1 1 0

02 34 16 11 9 5 2 1 1 0
socC
Elacestrant | Hormonal
erapy
Median PFS, months 4.14 1.87
|(95% CI) | (2.20-7.79) | (1.87 - 3.29) |
PFS rate at 12 months, % 26.02 6.45
| (95% CI) |(15.12 - 36.92)|(0.00 - 13.65)
0.517

Hazard ratio (95% CI) (0.361 - 0.738)

Mmut Subgroup

>12 Months CDK4/6i

0.410

Hazard ratio (95% CI) (0.262 - 0.634)

100 —ee“
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=& Elacestrant
0 Standard of Care
0 5 10 15 20 25 30
Time (months)
Elacestrant 76 42 31 24 20 16 11 9 B 7 [ 5 5 1 1 [i]
SOC 81 26 12 W 9 5 2 1 1 0
S0C
Elacestrant A Hormonal
Therapy
Median PFS, months 8.61 1.91
((95% CI) | (4.14 - 10.84) | (1.87 - 3.68) |
PFS rate at 12 months, % 35.81 8.39
| (95% CI) [(21.84 - 49.78)|(0.00 - 17.66) |

>18 Months CDK4/6i

Bardia, A, et al. SABCS 2022. Abstract GS3-01.
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10045
)
~ B0
g
frid
a &0
k]
Z
B 40
3
g
“ 2
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04 Standard of Care
0 5 10 15 20 25 30

Time (months)

Flacestrant 55 30 23 18 16 12 8 B 7 & & 5 5 1 1 O
S0C % 21 9 8 7 4 1 1 1 0

50C
Elacestrant | Hormonal

Therapy
Median PFS, months 8.61 2.10
_(95% CI) | (5.45 - 16.89) | (1.87 - 3.75) |
PFS rate at 12 months, % 35.79 173
_(95% CI) |(19.54 - 52.05)|(0.00 - 20.20) |
0.466

(0.270 - 0.791)



EMERALD: PFS in Patients With >12 Months of Prior ET + CDK4/6i and
ESRIm—Subgroup Analyses of Co-occurring Biomarkers

Elacestrant

—S0C
PIK3CAm? (n = 62) TP53m (n = 61)
39% of pts 38% of pts
100 Jef 1001+
g0{ % HR, 0.423 20l 3 HR, 0.300
: 60 - 95% Cl, 0.176—-0.941 j 60 95% Cl, 0.132-0.643
£ 40 £ 401
20 - 20-
0_.1.9 mq ' ' ' ' ' 0 '1_9 mo, | | ' ' '
0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time, mo Time, mo
35 10 6 5 4 3 1 0 29 8 2 1 1 0

Post-hoc/exploratory analysis; no prespecified statistical procedure controlling for type 1 error.
a Includes E545K, H1047R, E542K, and others; b Locally assessed HER2 IHC; Data not available for all patients.

HER2-low expression® (n = 77)
HER2 IHC 1+ or 2+/ISH-

48% of pts

100"’--1\

sod 1 HR, 0.301
2 60 95% Cl, 0.142-0.604
& 40-

2041.9mo

0 5 10 15 20 25 30
Time, mo

ELA, elacestrant; ESR1, estrogen receptor 1; ET, endocrine therapy; IHC, immunohistochemistry; ISH, in situ hybridization; m, mutated; mo, month(s); PFS, progression-free survival; PIK3CA,

phosphatidylinositol-4,5-bisphosphate 3-kinase; pts, patients; SOC, standard of care; TP53, tumor protein p53; wt, wild type.

Bardia A, et al. Clin Cancer Res. 2024;30:4299-4309.
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e 750 patients GuardantINFORM
e TTD and TTNT similar to PFS in EMERALD

R | |d e Line of treatment did not impact outcome
€dl WOor e PIK3CA pathway alterations had worse

data W|th outcomes

elacestrant

e 212 patients in Komodo Research Database (US
insurance claims)

e rwPFS benefit consistent among all patients
with ER+/HER2- MBC and across clinically
relevant subgroups




* 1-2 Prior lines of ET, one with CDK4/6i (no prior everolimus,
alpelisib, capivasertib, and the companion CDK4/6i):
1-2 prior hormonal therapies in MBC setting, or
radiological evidence of BC recurrence or progression <12

Phase 1b/2 ELEVATE Umbrella Study of Elacestrant Combinations for ER+HER2-
MBC: Update

Main eligibility

mo from end of adj ET

Phase 2 is same as Phase 1b, except no prior CDK4/6i is
allowed for Arm D and in arm E, prior CDK4/6i allowed but

not required

Cohort 1
(n=33)

Cohort 2
(n=24)

Cohort 3+
(n=33)

[ PHASE 1B OBJECTIVE |

Primary: Determine RF2D of elacestrant in
combination with each of the other study dregs

PHASE 1B (N=90)

Alpelisib 150-250 mg
Everolimus 5 mg
Palbociclib 100 mg
Ribociclib 400 mg®
Capivasertib 320 mg

Alpalisib 250 mg
Everclimus 5 mg
Palbociclib 100 mg
Ribeciclib 400 mg*

Capivasertib 320 mg

Alpelisib 300 mg
Everolimus 7.5-10 mg*

Palbociclib 125 mg
Ribociclib 400600 mg™*
Capivasertib 400 mg

RPZD of various
—* combinations —
M=310

{_ PHASE 2 OBJECTIVES )

PHASE 2
Arm A (n=50)
Elacestrant + Alpelisib
Arm B (n=50) Prior
Elacestrant + Everolimus CORAE
Arm € (n=60) required
Elacestrant + Absmaciclit’
Elacesirant + Ribociclib
Arm D (n=080)
Elacestrant + Palbocicib Ma prior
Elacesirant + Abemaciclib' CDk48i
Elacestrant + Ribociclib
Bri
Arm E (n=60) COKAE
¥ Elacastrant + Capivasertib allowad
NCTO5563220

Primary: Evaluale the PFS of elacestrant in combination with each of the other study drugs
Secondary: Evaluale efficacy and safety of elacestrant in combination with each of the other study drugs.

Combination

Elacestrant 345 mg + abemaciclib 150 mg BID (RP2D)

TEAEs Adverse Events Summary

Diarrhea was mainly grade 1/2, neutropenia was associated mainly with abemacicib only.

Elacestrant 345 mg + everolimus 7.5 mg (RP2D)

Stomatitis, rash and diarrhea were mainly grade 1/2.

Elacestrant 345 mg + palbociclib 125 mg (RP2D)

Elacestrant 172 mg + ribociclib 600 mg

Elacestrant 258 mg + capivasertib 320 mg
Elacestrant 258 mg + alpelisib 200 mg

Neutropenia was associated mainly with palbociclib only.

No grade 3/4 diarrhea, hyperglycemia or rash were observed.

Rash and hyperglycemia were mainly grade 1/2. No grade 3/4 diarrhea was observed.

Neutropenia was associated mainly with ribociclib only. No grade 3/4 QTc prolongation observed.

Data from ELEVATE alone is too early for efficacy data

Rugo HS, et al. SABCS 2024. Abstract PS7-06.



ELECTRA 1b and ELEVATE (Arm C) of Elacestrant +
Abemaciclib for ER+/HER2- MBC: Pooled Analysis

ELECTRA (Ph1)

Elacestrant Abemaciclib |
258-345mg QD T 100-150 mg BID

Phase 1b (N=27)

RP2D Al Elacestrant Abemaciclib
3d5mgaD T 150 mg BID

ELEVATE (Arm C)

Phase 2 (N=30)

|

OTHER ELIGIBILITY CRITERIA (ELECTRA)

» Received at least 1 line of prior ET+
CDKA4/6i (excluding abemaciclib) in the
advanced setting’

« <2 lines of prior chemotherapy allowed
in the advanced/metastatic setting

« Brain metastasis were not required

Rugo HS, et al. SABCS 2024. Abstract PS7-07.

KEY ELIGIBILITY CRITERIA

« Women (pre-, peri-, or
postmenopausal) or men age
218 years

* ER+/HER2- a/mBC'

* Received prior ET + CDK4/6i
in the metastatic setting
(excluding abemaciclib)

« ECOG PS 0-1

L
OTHER ELIGIBILITY CRITERIA (ELEVATE)

* Received 1-2 lines of prior ET +
CDKA4/6i (excluding abemaciclib) in
the advanced setting

* No prior chemotherapy in
advanced/metastatic setting

**Safety profile of RP2D of
elacestrant + abemaciclib

consistent with that of
abemaciclib + SOC ET



Results: Patient Characteristics and TEAEs

Baseline Characteristics

ELECTRA FOOLED AMALYSIS
ELECTRA ELECTRA Gl ELEVATE ELECTRA Cohart 3° +
Cohort 1 (w8} Cahort 2 [n=T) RP2D frat2) Asrem C yn=30) ELEVATE Arm C
Jn=d3]
Paramutars Elacesrum 268 ng Q0+ Elsoostrent MEmg OO = Elscesmarn M5 mj Q0= Elscastant MEmg G0+ Elacsuiran S mg O =
100 rag IS 100 g B0 150 o 0 150 g 8D 158 my BID

Hadian age. years (rangs) 43 (2-67) &1 91-T1) B4 (48-T4) 1 [28-44) o084

Famale, n (%] L2h ] T (100} 12 {iody 30 {100} 42 (100)

ECOG PS. n (%}

L) 5460 4457y Ti= 2087 a7 (64

1 338 3 43y 5 &2y 10 {33 15 (36
Welmatalic aits, = (%)

Viscornl B{rs) LT BT 2y 3|

Brain o ] o o [}

Liver 54B3) L BET) a3 17 [41)

Lumg 1y 6T 38 BEm @6

flore 5 [B) 5 (71} B {50 14 (47} 28 [4E)

Wutations.’ m (%)

EER1 5 {40y 27 28y Fitz (3 14528 (50) 0 (B

PICICA 115 3y AT {43} 213 (1T} w28 (1) 11040 28}
Pr;:;ﬂ BNEOETING resistance.” 3438 {14y 3{25) 2m LIt
n
W dian number of pries thermpies FI=1] 2(1-4) 20181 IET 1(1-6)
for adwmBIC, n [range)

Price COKAMI for adwmBIE, & (%) 3] T (100} 12 (100} 30 {10} 4z (00
Palzockin 33 (T 5 TH (80} 2388
Ribocidiy 2428 24 850 " ETy 17 (40
Paltocicit/Ribocicit o ] 118 163 2(5)

Humbar of prior lines of engecring

ihernpy for advimBL, m (%)

1 335 L Sgen 255 )

2 335 3y B {50 E{1m 128

3 L] 114} 18 o 103}

Typa of pricr sndocring thempy.

n i)

Fulvestrant G162 6Ty L1 ] 13043 22 (53]

Al 338 BTy ars Fall ) »m)

Tamaziun 1y 2{: m 1@ £l
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L] 863 LT 8 & 30 {100} a5 (m3)

1 358 & (57 B {505 o LIRL]
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Rugo HS, et al. SABCS 2024. Abstract PS7-07.

Treatme mergent Adverse Events (TEAEs) 220% at RP2D

No grade 4 AEs were reported during the elacestrant + abemaciclib treatment period

g v 1 TLEKT JIAL Vmksbes by bt mepuenn Wby e B b sy, (03B shepmeberd & ras L4 bt T s pevbeman ey, (e iy, ) =R et St 7 e

ELECTRA POOLED ANALYSIS
ELECTRA ELECTRA Cohort 3* ELEVATE ELECTRA Cohort 3* +
Cohart 1 (=) Cahaort 2 (neT) RP2D (n=12) Arm C (ne30) ELEVATE Arm C
Elacestrant 258 mg 0D +  Elacestrant 345 mg €D + 5 mg OD » 345 mg €D + 345 mg QD +
Abamacicls 100 g BID  Absmaciclb 100 mg BID 150 g BID 150 mg BID 150 g BID
Preferred Term, n (%) All Grades Grade 3 Al Grades Grade3 All Grades Grade3 All Grades Grade3 AN Grades Grade3
Diarrhea 5(63) o 6 (B6) 0 11(92) 0 24 (80) 2(7} 35 (83) 25
Nausea 6(75) o 5(7T1) [} 8 (67) 0 19 (63) 2(7) 27 (84) 215
Vomiting 1(13) o 3(43) [} 4 (33) 1(8) 13 [43) ] 17 {41) 142}
Fatigus 1(13) o 1(14) 0 2(1m 0 13 [43) 2(7) 15 (36) 28
Neutropenia/neulrophil decreased 2 (25) 2 (25) 3(43) 21(29) 9(75) 7 (58) 5(17) 4(13) 1433 1126
Anemia 1(13) o 22 L] 4 (33) 118} 6 (200 2(7} 10 (24) 3m
Constipation ] o 3(43) [} L] 0 5 (30} ] 8 (21) []
Decreased appetite 2(25) o 3(43) [} 2(1m 0 7(23) ] 8 (21) []




ELECTRA 1b and ELEVATE : Early efficacy results

Response and Clinical Benefit With Elacestrant + Abemaciclib in

Efficacy-Evaluable Patients

ELECTRA POOLED AMALYSIS
ELECTRA ELECTRA Cohort 3 ELEVATE ELECTRA Cohort 3' +
Cohort 1 (n=T7) Cohort 2 {n=7) RP2D (n=12) Arm C (n=26) ELEVATE Arm C

Elacesirant 258 mg QD +  Elacestrani 345 mg 0D+ Elacestrant 35 mg QD +  Elacestrant 345 mg QD+ Elacesirant 345 mg QD +

Efficacy Outcome™ Abemacicib 100 mg BID  Abemacicliz 100 mg BID  Abemacieib 150 mg BID  Absmaciclib 150 mg BID  Absmaciclib 150 mg BID
ORR, n (%) 2(29) 2(29) 3(25) 4(15) 7(18)

CR . . 1(8) 1(4) 2(5

PR 2(29) 2(29) 2(17) 3(12) 5(13)

D 2(20) 3(43) 7 (58) 18 (69) 25 (66)

PD 3(43) 2(29) 2{17) 4 (15) 6 (16)
CER, n (%) 4(s7) s(M) 10 (83) 2 (85) 32 (84)
CBR24wks, n (%) 4 (57) 4(57) 8 (67) TTECEwsICAm G, ¥

has not reached 24 weeks

Dils cuf-al 15 OCT 7094 “Confimmes maponsss moly ]inciutes palsaln wha St messoribls desass (8, o sl 1 legel lesion] @] bassine an @ ke 1 pos-beassins MECIST mosssmant ke aoniemetony cobor! 3 sspdmeon
CBR=ircs benall rals (T 5 PR+ GO CRscompiets reass. PR epatisl regotse SDsslsbie dhsss . CONSESoprhn daparadant kg 4% hbor. ETesrdorens Harapy, DR s tos regonss ral;
RECIST s pirie Evimuateos Crilara i Sold Tures

B

mPFS in Efficacy-Evaluable Patients from ELECTRA Phase 1b

Elacestrant + Abemaciclib
Population n mPF5, mo [85% CI]
All patients 27 8.7 [6.1 - 16.8]
rior ET+ ATEl 24 BT [B.1-T6.6]
ESR1-mutated tumors 11 B.7 [2.0 - NC]
ESR1-mutation not detected 12 7.2 [1.8 - NC]
Prior ET+CDK4/6i 212 months 18 16.8 [7.5 = NC]
Dose level
Elacestrant 345 mg QD + Abemaciclib 150 mg BID (RP2D) 12 BT [7-2 = NC)
Elacestrant 345 mg QD + Abemaciclib 100 mg BID T 7.5 [1.9 = NC]
Elacestrant 258 mg QD + Absmaciclib 100 mg BID B 8.4 [1.7-17.3]
Patients in ELECTRA Phase 1b had a median observational time for PFS of 7.5 months at data cut-off

Rugo HS, et al. SABCS 2024. Abstract PS7-07.



( SAN ANTONIO

EMBER-3 Study Design b ? Bgﬁgggﬁ,r;ﬂqen

ER+, HER2- ABC Primary Endpoints
Imlunestrant Investigator-assessed PFS for'

Men and Pre-2/Post-menopausal . . .
women 400 mg QD * Avs B in patients with ESR1m9

Prior therapy: * Avs B in all patients
* Adjuvant: Recurrence on or * Cvs Ain allh patients
ithin 12 months of completi
of Al £ CDKA/6i pletion e
* ABC: Progression on first-line Fulvestrant or Key Secondary Endpoints
Al + CDK4/6i Sl * 08, PFS by BICR, and ORR
S
Stratification Factors: Imlunestrant
» Prior CDK4/6i therapy (Y/N) 400mg QD+ CP Exploratory Endpoints
» Visceral metastases (Y/N) abemaciclibe * PFSandOSforCvsBin
all" patients

* Region®

ABC, advanced braast cancer; Al, aromatess inhibier; BICR, blindad indapandent cantral reviaw; CORATE COMAS inhibitor; ER, estrogen receglon, ESRTm, ESRT mutation; ORR, objectivae responss rade; 05, overal surdval; PFS, progression-fres
survival, G0, anca daily; 20C ET, standard af cars endocrine tharapy. Palienls were enralled fram October 20217 1o Mavember 2023 scross 195 sites in 22 countries. * & GnRH agonist was required in men and premenopausal women, " Ennaliment

Irvtes Arm G sfarted with Protocel Amandmant A (8% which point 122 patients had baen randamized aerass Arme A and B); © East Asle ve United States/Eurcpaan Unkan ve others; 9 Investigator's choios; = Labaled dasa; * Scans evary B weaks for the first
12 months, then eeary 12 waesks; © ESR Tm status was canirally determined in basaline plasma by the Guardant 360 cIDNA aszay and OncoCompass Plus assay (Burming Rock Biobesch) for patients fram China; " Analysis conductsd in all concumenlly

randomizad patiams,
This presantation is the intallechial property of the authar/presantar, Comact tham at [havarikifimakes,arg for parmission ta reprint snddar distribute,




EMBER-3 Baseline Characteristics

Imlunestrant Imlunestrant
o Imlunestrant | SOC ET oy Imlunestrant| SOCET
Characteristic n=331 n=330 + abemaciclib Characteristic ‘ n=331 n=330 + abemaciclib
n=213 n=213
Median age, years (range) 61 (28-87) 62 (27-89) 62 (36-87) ) Visceral 57 54 56
Female, % 99 99 99 Hite of Liver 32 30 27
metastases, %
Post-menopausal, % 84 86 86 Bone-only 29 26 24
Race, % White 56 58 52 Endocrine Primary 8 11 8
. i t . [
Asian 28 20 34 resistance, %°  gecondary 92 89 93
Black or African 3 9 4
American Most recent Adjuvant 32 34 30
Region, % East Asia 25 26 31 ET, %" ABC 63 63 68
North America/ 18 19 45 Overall 59 57 65
Westermn Europe Previous Adi
. juvant 4 5 3
Other 37 36 24 CDK4/6i, % ABC 55 53 62
PR-positive, % 78 79 74 Palbociclib 61 v 65
ESR1 mutation, % 42 36 32 :Bﬂ;:;_i :_:“f“lfh 2o - ”
i ibocicli
PI3K pathway 39 39 a1 therapy, %* icl
mutations, %" PY; Abemaciclib 10 4 7
Baseline characteristics were generally well balanced including in patients with ESRTmf ]

CDsAMI, COKAS Inhibitar; ESFTm, ESRY mutation; ET, endocring therspy; PR, propesterana raceplon; S0 ET, standard of care andocring tharapy, = Samplas were analyzed by Guardant360 Gl axcapt for patients from China whera samplas wena
analyred by OncoCompass Targel assay, Buming Reck Bictech; ¥ Indudes single nuclectide varianis and inserlions/deleions of PIKICA, AKT? ar PTEN analyzed by Guardant 360 <iDMA assay. This analysis excludes palients from China ar wilh unkrawn
ESRTm stalus; * Par ES0-EESMO Inlemalional Consensus Guidalines far ABC (ABC 6 and 7); 9 Adjuvant ET = First-line; ABC = Second-ine; * Percentages calculatsd based on the numbers of patients who recaived priar COK4/E therapy (imlunestrant,
n=195; S0C ET, n=188; imlunestrant + abemaciclib, n=138); ' Dala available in the online supplemeniary slides.

This precsantation is She intallachial property of the authar/presantar, Contect tham at [haverikfimskes,arg for parmission to reprint anddor distributa,




Imlunestrant vs SOC in ESRIm: investigator-
assessed PFS

1004 Imlunestrant SOCET
S n=138 n=118
S L No. of events 109 102
-

@ Median (95% CI); 5.5 3.8
3 | : Months (3.9-7.4) (3.7-5.5)
L ' HR (95% Cl) 0.62 (0.46-0.82)°
(=] |
@ p-value<0.001
|
% 25 :
o |
|
0 : Ih'—l
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at rigk Time (months)

=138 95 V4 56 45 35 22 18 15 8 4 4 3 2 0 0
=18 /4 51 33 19 7 5 3 2 1 0 0 0 0 0 0



Imlunestrant vs SOC in all patients

_ 1001 Imlunestrant SOCET
e n=331 n=330
]
=
2 751 45% No. of events 237 253
@ Median (95% ClI); 5.6 5.5
,ig 501 Months (5.3-7.3) (4.6-5.6)
s . HR (95% Cl) 0.87 (0.72-1.04)
8 ' : p-value 0.12
25 '
g‘ [ 1
2 ! . [ Prespecified Critical HR < 0.842
| |
01 i 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No, at risk Time (months)

m— 33 225 173 135 118 8% 62 47 43 30 20 19 13 10 0 0
- 330 221 165 122 B89 63 51 41 3@ 23 17 14 10 2 0 0

{ PFS difference of imlunestrant vs SOC ET in all patients did not reach significance

* The majority subgroup of patients without ESR7m showed no difference in PFS (HR=1.00; 95% CI, 0.79-1.27)"

Cl, confidence inlerval, ESRTm, ESRT mulation; HR, hazard ralio; PFE, progression-free survival, 30C ET, standand of care endocrine therapy. The median follow-up wias 16.6 months in the imlunesirard arm and 16.8 months in the 306 ET arm
" A1 full alpha; " Data avellabla in the anling suppsemantary 5lidas,



Imlunestrant vs Abemaciclib + imlunestrant in

Al

Progression—free Survival (%)

| Patients

100
|
& | No. of events
: 42% Median (95% CI);
501 | : Months
. | HR (95% CI)
25 : I
| |
| |
| |
0 | :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Mo, at risk Time l:mnntfhs}

= 213 165 1471 122 96 72 48 20 25 13
= 213 140 106 77 &7 48 28 20 118 10

6
3

Imlunestrant

+ abemaciclib

Imlunestrant
n=2132

n=213
114 149
(3.8-5.6)
0.57 (0.44-0.73)

p-value <0.001



EMBER-3: Imlunestrant + abemaciclib ESR1m and wt

Patients with ESRTm Patients without ESR1m
Imlunestrant Imlunestrant Imlunestrant Imlunestrant
+ abemaciclib + abemaciclib
100/ n=67 n=92 100 n=146 n=121
Mo. of events 36 ral Mao. of events T8 T8
Median (95% CI); 111 55 Median (95% Cl); 4.1 5.5
751 months {7.4-13.7) (3.8-7.2) 75 months (7.4-14.4) (3.6-5.8)

HR (95% CI) 0.53 (0.35-0.80)

HR (95% CI)

0.59 (0.43-0.81)

251 25

Progression=free Survival (%)
3

Progression—free Survival (%)
3

04 0
0o 2 4 B B8 10 12 14 16 18 20 22 24 26 28 30 o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
i Time (months) . Time (months)
Ma. at risk Mo, at risk
-G 54 47 33 33 22 W4 7 6 3 1 1 0 0 0 0 — 146 111 94 B3 63 650 34 22 19 10 5 4 3 0O 0 O
-2 62 50 3% 28 20 12 9 ¥ 3 O O ©o O © O 21 TR 56 42 3% 28 17 OMM 11 ¥ 3 2 0 0 0 0
All Patients Patients
s0- Patients with ESR1m without ESRTm
40- 35'::"(1}
[22-48)
~ 27%
2 309 (20-34) 23%
{15=31)
E 20 - a 15':,""‘0
o 12% (7-23) 10%
(7-17) 59/, o 4-15) 6%
107 (2-8) 3% (1-10)
- (0-8) :
n=167 n=169 n=162 n=54 n=r4 n=58 =113 n=95 n=104

0
Bl imiunestrant  [j sSoc ET [} Imlunestrant + abemaciclib

Jhaveri K, et al. SABCS 2024. Abstract GS1-01. Jhaveri K, et al. J Clin Oncol. 2024 Dec 11. doi: 10.1056/NEJMo0a2410858.



EMBER-3

TEAEs in Imlunestrant + abemaciclib
TEAEE il'l |m|ul“|n3|.'r'ﬂr'|t E Eﬂ"f-"u Df PﬂtlEl’ltE, I'!l'II:I “=2n3
2 11:'% Df FHtiEI‘ItS, I:!-'il n:a.!? An‘l’r Gr’ﬁdﬁ &Hde 23
Any Grade Grade 23 Any Grade Grade 23 =
Patients with = 1 TEAE 83 17| 84 | 21 Fa!jents with = 1 TEAE 98 49
Fatigue® 23 <1 13 1 Diarrhea 86 2
Diarrhea 21 <1 12 0 Nausea 49 2
MNausea 17 =1 13 0 NEU'[I‘EIFIEHI'H‘ 48 20
Arthralgia 14 1 14 <1 Anemia® 44 8
AST increased 13 1 13 1 .
- |
Back pain 1 1 7 <1 Fatigue 38 8
ALT increased 10 <1 10 1 Viomniting _ 31 1
Anemia® 10 2 13 3 Leukopenia® 26 4
Constipation 10 0 (5] <1 Hypemreatinemiaa 29 1
Patients with = 1 SAE, % 10 12 Abdaminal pain® 20 2
Dose reductions due to AE, % 2 0 Decreased appetite 20 1
[ Discontinuations due to AE, % 4 1 |
Deaths due to AE on study, % 2 1
e e Pt on k. Patients with = 1 SAE, % 17
Injection Site TEAE, n/N (%) NA 27/292 (9%) Dose reductions due to AE, %° 39
Reaction® PRO-CTCAE, niN (%) NA 201/278 (72%) Discontinuations due to AE, % 6
Deaths due to AE on study, % 1

Jhaveri K, et al. SABCS 2024. Abstract GS1-01.
Jhaveri K, et al. J Clin Oncol. 2024 Dec 11.
doi: 10.1056/NEJM0a2410858.



EMBER-3 Takeaways

* Imlunestrant monotherapy
 Significant PFS benefit vs SOC ET in ESR1Im (HR=0.62; 95% CI 0.46-0.82)
* Favorable safety
* OS immature

* Imlunestrant + abemaciclib

 Significant PFS benefit regardless of ESR1Im status (HR = 0.57; 95% Cl 0.44-
0.73)

* Consistent benefit across subgroups



Oral SERDs data
I O

Elacestrant (n =239) Imlunestrant (n=331) Imlunestrant
+ Abemaciclib (n =213)

Lines of ETfor MBC (0 / 1/ [x] /54 / 46 32 /63 /[ x/x/ X
2), %
Prior MBC therapy

CDK4/6i 100* 55 62

CT 20

FULV 30
Population, %

Primary resistance 24 8 8

Visceral mets 68 57 56

1. Bidard F, et al. JClin Oncol. 2022;40:3246-3256.
2. JhaveriK, et al. SABCS 2024. Abstract GS1-01.



Oral SERDS and ESR1 mut

EMERALD SERENA-2 acelERA ELAINE 1

SOC vs Elacestrant Fulv vs Camizestrant PCET vs Giredestrant Fulv vs Lasofoxifene
£ 20 i St o bndioe
e o e S - ==
: TR i e
'p—ﬁ m‘ - .;. -

PFS %)

m
=
by
B

4

INV-PFS (%)
£2

4 !l-m:ul g-;nf."v
1

mut IR 3 i S —
20 4 :
3 bagivsiig 10 4
1 0 T
T et .::.,: 0 2 4 & 8 10 12 1"
Time {months)
No. wt risk:
Giredestrant = 5 36
PCET
A: Progression-free Survival
10 \ Fommsmmbmibtiote L emtin Wty A) 10
»it s o b'e &_)
z oR *
£ -« &
t 06 ot
3 | § o
o4 . I L ; S
ESR1 {"| | B x
02 == erms J+
— Elacestrant o B 0 2 4 6 8 WV 12 W4
wt o0 Standard of Care ’ ’ 1
0 5 10 15 0 25 ) at s
Time (months) Py .
Elacestrart 124 o 1 13 1 B 3 o Qv
'\w:l‘l-::f s N » ! ) 1 2 0
Bidard, FC et al. Oliveira M, et al. Martin M, et al. Goetz MP, et al.
J Clin Oncol 2022;40:3246 Lancet Oncol 2024;25:1424 J Clin Oncol 2024;42:2149 Ann Oncol 2023;34:1141

Burstein SABCS 2024



Oral SERD side effect profiles
mmm

Fatigue
X X X
X X

Nausea
Vomiting
Constipation

X X X X

Diarrhea
Bradycardia X X
Photopsia X
Transaminitis X

Hypertriglyceridemia X

Burstein SABCS 2024



Current methods of ER Targeting

Outside cell Inside cell s
O Nucleus PROTACs
O m’\ ‘ ER Degradation
Estrogen ER-mediated ‘ 0.9,
(a)Estrogen Receptor . Gene Transcription : ) /"_’ /’—’ ",j,fi’-'i'

) @ Ubiquitinated ER
E3 Ligase k' ‘
O O Complex
Recycled
(b) Androgen Estrogen ) (L) P:(:)y‘I":AeC [}
SERMs ' = SERCAs
. BpaX 8
O » O Unique ER'
' : Antagonist -
(¢) — == (H) Conafg?:\lauon
SERDs — 2% CERANs
‘ " ER Degradation "~ ER Degradation
(d) S (2) Created in BioRender.com bio

Lloyd et al. Ther Adv Med Onc 2022



PROTAC: a look to the future

* Vepdegestrant (ARV-471), an oral PROTAC

ER degrader, directly binds an E3 ubiquitin ' &

ligase and ER to trigger ubiquitination of ER £l ligase * - p

leading to its subsequent proteasomal . . ;éﬂﬁ —
degradation 'ﬁ £ Uiiguitin

* In contrast, SERDs indirectly recruit the
ubiquitin-proteasome system, secondary to
conformational changes and/or
immobilization of ER

r 7,
" [terative "
activity

Vepdegestrant Proteasome

* The SERD fulvestrant must be administered
intramuscularly, 3 and at its optimal dose,
ER protein degradation is limited to only
40%—-50%



VERITAC Phase 1/2 Study

First-in-human, open-label, 3-part study of ARV-471 alone or in combination with palbociclib
in patients with ER+/HER2- locally advanced/metastatic breast cancer

Phase 1 dose escalation Phase 2 cohort expansion Phase 1b combination
(Part A) (Part B; VERITAC) (Part C)

Treatment Treatment Treatment
* ARV-471 orally * ARV-471 orally * ARV-471 plus palbociclib orally
Primary objective Primary objective Primary objective
* Evaluate the safety and * Assess the antitumor activity * Evaluate the safety and
tolerability of ARV-471 in of ARV-471 tolerability of ARV-471 plus
order to estimate the MTD palbociclib and select the
and select the RP2Ds RP2D of the combination

Schott SABCS 2022



Treatment-Emergent Adverse Event Summary (VERITAC)

200mg QD 500 mg QD Total * Dose reductions due to TEAEs
(n=35) (n=36) (N=71) ~ 500-mg QD cohort (to 400 mg QD)
TEAEs « ALT increased (n=1)
* Neutropenia (n=1)
Any grade 32 (91) 30 (83) 62 (87) - Fatigue (n=1)
Grade 3/4 9 (26) 6(17) 15 (21) * Discontinuations due to TEAEs
~ 200-mg QD cohort
Grade 52 1(3) 0 1(1) .
QT prolongation (n=1)t
Leading to discontinuation 1(3) 2 (6) 3 (4) — 500-mg QD cohort
- ECG T-wave abnormality (n=1)¢
Leading to dose reduction 0 3 (8) 3 (4)

- Back pain/spinal cord compression (n=1)

*Acule respiratory failure in the setting of disease progression and unrelated to ARV-4T1 treatment

Patient had QT prolongation at baseline, recaived a concomitant QT-prolonging drug during ARV-471 freatment, and had hypokalemia
“Patient had ECG T-wave abnomality at baseline

ALT=alanine aminolransferase; ECG=eledrocardiogram; (0=once daily, TEAE=trealment-emergent adverse event



Primary Endpoint: Clinical Benefit Rate2 (VERITAC)

200 mg QD
(n=35)
CBR, % (95% Cl) 37.1 (21.5-55.1) 38.9 (23.1-56.5) 38.0 (26.8-50.3)
Patients with
mutant ESRT (n=19) (n=22) (n=41)

CBR, % (95% Cl) 47.4 (24.4-71.1) 54.5 (32.2-75.6) 51.2 (35.1-67.1)




Phase 1b: Vepdegestrant plus Palbociclib

Table 2: TEAE summary

n {%&) Total (N=4&)" 200 mg QD cohort (n=21) 500 mg QD cohort (n=20)
Any grade 46 (100) 21 (100) 20 (100)
Grad-a 34 42 (91) 19 (90) 18 (90)
Grade 5 0 o 0
‘u’apdaga-strant dose reduction 5(11) 2 (10) 3 (15)
Vepdegestrant discontinuation 4 (3) 3(14) 11(5)
F'albnc-lcllb dose reduction 34 (74) 15 (71) 156 (75)
Palbeciclib discontinuation 817) b5 (24) 3(15)
Micudeg 2 patanls wha mceyved vapdegastant 180 mg G0 &ad 3 paleenls who medceed vepdagestnan 400 myg QD

d0=onoe daly: TEAE =ireafmont-omongent adverse awont

Figure 1: Antitumor activity (best percentage change from baseline in sum of target lesions) in
response-evaluable patients (n=31)
100 - M vepdagestrant 180 mg Q0 + palbociciib {nei)
80 M Vepdagesirant 200 mg QD + palociclib (n=15)
§ & | W vepdagestrant 400 mg Q0 + palbaocicilb {nei)
- 5 40 | M Vepdagestrant 500 mg Q0 + palbaciclib (n=14)
EE * ESAT mutation
= 20
,EIE NN Nmm* 222 2 3 2
§ E2ERRERERER
g
GE w0
-
L -
.'|m o
ESRT=nsirogen receptor 1 gone; FD=progressive dssase: PR=confimed partial response; Q0=onos daly; SD=stabls dsoase




VERITAC Conclusions

* Favorable safety profile
* Combination with Palbociclib — more neutropenia

* Early signal for clinical activity

 Monotherapy: CBR 37% (200mg dose)
* Combination with palbo: CBR 67% (200mg dose)

* Vepdegestrant 200mg QD selected RP2D
* VERITAC-2: 2L setting vs Fulvestrant
* VERITAC-3: 1L setting with palbociclib vs Letrozole + palbo



VERITAC-2 Study Design
T

- d ) — ITT population
— Vepdegestrant — ESR1 mutant population
Q 200 mg orally QD continuousl
Previously treated patients with W E q 9oy / Y,
ER+/HER2- advanced breast cancer S - Al Secondary endpoints:
(N=560) J = , Fulvestrant Overall survival
c 500 mg intramuscularly days 1 and 15 of cycle 1
g and day 1 of subsequent cycles J ORR, DOR, and CBR
Safety
Key eligibility criteria QoL measurements

Stratification factors

= ESR1 mutation (yes vs no)
* Visceral disease (yes vs no)

+« Women or men aged =18 years

» Confirmed ER+/HER2- advanced breast cancer

» 1 line of CDK4/6 inhibitor therapy in
combination with endocrine therapy

= <1 additional endocrine therapy

* Most recent endocrine treatment given for
26 months prior to disease progression

N Press release: Positive Topline Results March 11, 2025

* No prior chemotherapy for locally
advanced/metastatic disease

+ Radiological progression during or after the
last line of therapy



Inavolisib:

The new

approval for
HR+HER2-

MmBC in 2024

FDA approves inavolisib with palbociclib and
fulvestrant for endocrine-resistant, PIK3CA-
mutated, HR-positive, HER2-negative, advanced
breast cancer



INAVO120 Study Design

-
Key eligibility criteria .
Enrichment of patients with N =325 Inavolisib (9 mg QD PO EUlE
poor prognosis: - avlg o I'(b 1g5 P()) ® PFS by investigator * Time from randomization to end or
© PIK3CA-mutated HR+ palbocicllb (122 Mo * OS discontinuation of next-line treatment, or
HER2— LA/mBC -l trQDt D;(;(;)21) c1D1/15 * ORR, BOR, CBR, DOR death from any cause (proxy for PFS2)
by central ctDNA or local pvestat d( Q 4‘;\;‘ 9 ¢ Time from randomization to first
i i o ) subsequent chemotherapy after
Measurable disease treatment discontinuation
® Progression during/within -
12 months of adjuvant Placebo (PO QD) Safety endpoints o
ET completion + palbociclib (125 mg PO Key selected AEs (hyperglycemia, diarrhea, rash, and
e Fasting glucose QD D1-D21) stomatitis/mucosal inflammation)*
<126 mg/dL (<7.0 mmol/L) + fulvestrant (500 mg C1D1/15 _ .
and HbA1c <6.0% and Q4W) Patient-reported outcomes endpoints’

(< 42 mmol/mol) * BPI-SF: TTCDin worse pain$
®* EORTC QLQ-C30: mean change from baseline in HRQoL, physical functioning,

and role functioningl!

ctDNA-based testi ng u sed to determine ®* PRO-CTCAE: presence, frequency of occurrence, severity, and/or degree of
. . interference with daily function of selected symptomatic treatment toxicities
tumor PIK3CA mutation status in > 90% of pts * An overall bother item: overall bother experienced due to side effects
of treatment

Resistance to ET defined as:*
* Primary resistance = relapse during first 2 years of adjuvant ET

* Secondary resistance = relapse after start of year 2 of adjuvant ET or relapse within 12 months after
completion of adjuvant ET

*According to 4t European School of Oncology—European Society of Medical Oncology International Consensus
Guidelines for Advanced Breast Cancer

Presented by Juric D, et al. ASCO 2024. Abstract 1003.

Turner NC, et al. N EnglJ Med. 2024;391:1584-1596..



INAVO120

Baseline Characteristics

Inavo + Palbo + Fulv Pbo + Palbo + Fulv
N=161 N=164

Median Age, yrs (range) 53 (27-77) 55 (29-79)
Menopausal Status, Post, % 58 64
Visceral Disease, % 79 77
Endocrine Resistance, % (primary vs secondary) (35 vs 65) (36 vs 64)
Race/Ethnicity, %, White 58 59

Asian 38 38

Black 1 1

Hispanic/Latino 6 6
Region, N America*/W Europe % 39 38
Prior CDK 4/6 inh, Yes % 2 1
Prior Chemotherapy % 82 84

Inavo=inavolisib; Palbo=palbociclib; Fulv=fulvestrant; Pbo=placebo; inh=inhibitor
*Includes 16 pts enrolled from US and 14 pts from Canada

. . This presentation is intellectual property of the author/presenter. Contact
San Antonio Breast Cancer Symposium®, December 10-13, 2024 suparna.wedam@fda.hhs.gov for permission to reprint and/or distribute. 7



INAVO120 Primary Endpoint

A Progression-free Survival in the Full Analysis Population

No. at Risk
Inavolisib
Placebo

Progression-free Survival (%)

Inavolisib (N=161)
Placebo (N=164)

Median
No. of Progression-free
Events Survival
(%) (95% Cl)
Fro
82 (50.9) 15.0 (11.3-20.5)
113 (68.9) 7.3 (5.6-9.3)

HR, 0.43 (95% Cl, 0.32-0.59)

100 . mPFS: 15.0vs 7.3
A7.7 mo
754
504 :,;g; ffffffffffffffffffffffffffffffffffffffffffffffff
Inavolisib
254 ' :
Placebé: .
G | | 1
0 30 33 36
Months
161 134 111 92 66 48 41 31 22 13 11 5 1
164 113 77 59 40 23 19 16 12 6 L] 3 1

Data cutoff: September 29, 2023.
Turner NC, etal. N Engl J Med. 2024;391:1584-1596.

Percentage of Patients

100+
90+
80+
704
60+
504
404
304
204
104

P <.001

Complete response
M Partial response

Change in objective
response, 33.4 percentage points
[
584

25.0

Placebo
(N=164)

Inavolisib
(N=161)



Subgroup Mo. of Patients
Inawolisil Flacels

All patients 161 164
Age

<GS yr 13§ 130

=65 yr 25 34
Geographic region

Asla 54 5H

Maorth America or Western Europe 63 G4

Cither 42 42
ECOG perfermance-status score at baseling

[#] ILE] 104

1 e 58
Menogausal status at randamization

Premenopausal 65 59

Postmencopausal 41 104
Wisceral disease

Mo 29 34

fos 132 128
Liver metastasis at enrollment

Mo B4 K]

Yes ) 91
M. of organs with metastases at enrollment

1 21 i

2 59 45

=3 Bl &a
Resistance to endocrine therapy

Primary 5% 5B

Secondary 108 105
Harrmone receplor slalus

ER-pasitive, PR-nogative 45 45

ER-positive, PR-positive 113 113
Previous endocring therapy

Arormatase inhibiter and tarmaxifen 18 19

Aromatase inhibitor only 60 71

Tameaifen anly a2 13

Turner NC, etal. N Engl J Med. 2024;391:1584-1596.

15.0

1.6
9.3

146
13.8
2140

156
11.4

20,1
13.4

258
138

24.3
114

202
18.2
141

114
18.2

11.1
182

1140
10,8
210

Flacebo

rta
2.3

7.2
10.7

L8
9.3
Ls

1.4
3.6

6.5
2.5

7.4
7.2

11.3
Ls

74
7.4
13

3.7
9.7

3.6
7.4

129
5.8
7.4

Hazard Ratio for Discase Progression

Median Progression-free Survival
Inawaolisil

or Death (953 C)

I
010

_—

043 100

0.50 [0.35-0.67)

0.4 [0.32-0.60)
0.96 (0.50-1.83)

0.40 (0.24-0.64)
0.73 [0.47-1.15)
0.40 (0.22-0.72)

0.46 (0.32-0.66)
0.5% [(0.35-0.92)

0.35 [0.22-0.56)
0.64 (0.44-0.92)

0.43 (0.19-0.97)
0.51 [0.35-0.65)

0.56 [0.35-0.90)
0.4% (0.33-0.65)

0.35 (0.14-0.57)
0.47 [0.29-0.77)
0.55 (0.37-0.50)

0.39 {0.24-0.61)
0.55 [0,38-0.20)

0.45 [0.27-0.76)
0.4% (0.34-0.68)

117 (0.42-3.24)
0.62 [0.41-0.24)
0.38 (0.25-0.55)

L
1000

Inavalisib Better

Placebo Better



Adverse Events

Table 2. Adverse Events.*

Inavolisib
Adverse Event (N=162)

Any Grade Grade 3 or 4
Neutropenia 144 (88.9) 130 (80.2)
Thrombocytopenia 78 (48.1) 23 (14.2)
Stomatitis and muco- 83 (51.2) 9 (5.6)
sal inflammation

Anemia 60 (37.0) 10 (6.2)
Hyperglycemia 95 (58.6) 9 (5.6)
Diarrhea 78 (48.1) 6 (3.7)
Nausea 45 (27.8) 1(0.6)
Rash 41 (25.3) 0
Decreased appetite 38 (23.5) 0
Fatigue 38 (23.5) 0
Covid-19 37 (22.8) 3(1.9)
Headache 34 (21.0) 0
Leukopenia 28 (17.3) 11 (6.8)
Ocular toxic effects 36 (22.2) 0

Any Grade

147 (90.7)
73 (45.1)
43 (26.5)

59 (36.4)
14 (8.6)

26 (16.0)
27 (16.7)
28 (17.3)
14 (8.6)

21 (13.0)
17 (10.5)
22 (13.6)
40 (24.7)
21 (13.0)

Placebo
(N=162)

Grade 3 or4

127 (78.4)
7 (4.3)
0

3(1.9)
0
0
0
0
0
2(1.2)
1(0.6)
0
17 (10.5)
0

Turner NC, etal. N Engl J Med. 2024;391:1584-1596.




Select Adverse Events

Inavo + Palbo + Fulv Pbo + Palbo + Fulv

N=161 N=164

All grades Grades 3-4 All grades Grades 3-4

% % % %
Neutrophils decreased* 95 82 97 79
Glucose (fasting) increased* 85 12 43 0
Platelets decreased* 84 16 4 4
Stomatitis/mucosal inflammation 51 6 27 0
Diarrhea 48 4 16 0
Rash 26 0 19 0
COVID-19 Infection 23 2 10 1

*Based on laboratory values; Inavo=inavolisib; Palbo=palbociclib; Fulv=fulvestrant;
Pbo=placebo

. . This presentation is intellectual property of the author/presenter. Contact
San Antonio Breast Cancer Symposium®, December 10-13, 2024 suparna.wedam@fda.hhs.gov for permission to reprint and/or distribute. 10



Safety

Key selected AEs Resolution of key selected AEs*t

Pbo+Palbo+Fulv (n = 162) Inavo+Palbo+Fulv (n = 162) Pbo+Palbo+Fulv Inavo+Palbo+Fulv

Hyperglycemia I
Diarrhea I

Rash
Stomatitis/
mucosal inflammation

100 75 50 25 0 25 50 75 100 100 75 50 25 0 25 50 75 100

Patients (%) Patients (%)
Grade 1-2 Grade 1-2 Resolved Resolved
B Grade 3 B Grade 3 Not resolved, resolving, resolved Not resolved, resolving, resolved
with sequelae, or unknown with sequelae, or unknown

* Majority of key selected AEs had resolved (‘resolution’ was per investigator decision) by the CCOD; some patients were enrolled close to the CCOD and AE follow-up is ongoing for these patients.

T Denominators are patients with at least one AE (hyperglycemia, Inavo+Palbo+Fulv: n =95, Pbo+Palbo+Fulv: n = 14; diarrhea, Inavo+Palbo+Fulv: n =78, Pbo+Palbo+Fulv: n = 26; rash, Inavo+Palbo+Fulv: n = 41, Pbo+Palbo+Fulv: n = 28;
and stomatitis/mucosal inflammation, Inavo+Palbo+Fulv: n = 83, Pbo+Palbo+Fulv: n = 43).

AE, adverse event; CCOD, clinical cutoff date; Fulv, fulvestrant; Inavo, inavolisib; Palbo, palbociclib; Pbo, placebo.

2024 ASCO presentep By: Dejan Juric, MD AS C O sencax socir o

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



Patient-Reported Symptoms Assessed by
PRO-CTCAE in INAVO120

Symptom Any symptom before Any worsening on Worsening to Score 3 or 4

(attribute) treatment (%) treatment (%) (%)

Inavo+P+F Pbo+P+F Inavo+P+F Pbo+P+F Inavo+P+F Pbo+P+F

(N=148) (N=152) (N=148) (N=152) (N=148) (N=152)
Diarrhea

(froqoency), % 23 15 78 49 32 8
Mouth Soras 11 14 74 52 30 9

(severity), %

Inavo=inavolisib; P=palbociclib; F=fulvestrant; Pbo=placebo

The symptom attribute scoring is defined by amount/frequency/severity with a score of 0 = ‘not at all'/'never’/'none’; 1 = ‘a
little bit'/rarely’/'mild’; 2 = ‘'somewhat'/‘'occasionally'/'moderate’; 3 = ‘quite a bit'/frequently’/'severe’; 4 = ‘very much’/‘almost
constantly’/'very severe’.

. . Thi tation is intellectual rty of the author/| ter. Contact
San Antonio Breast Cancer Symposium®, December 10-13, 2024 ] 3: pi msem 3 nE ﬂ':un: @3[;15 Jla:s ;? ?::Eir;lssia: ;umg:lmﬂ}mrmmﬁgum 13



INAVO120 Takeaways

Improved PFS and numeric OS
More toxicity with triplet therapy

Who is the right population for triplet therapy?

* Recur on or shortly after adjuvant therapy

* PIK3CA mutation (poor prognosis in metastatic setting)
* High volume disease/visceral metastasis



Novel Endocrine Therapies Conclusions

 Oral SERDs

* Elacestrant established monotherapy for ESRIm

e SABCS 2024: Imlunestrant monotherapy for ESRIm

* Combinations: Imlunestrant + abemaciclib improved PFS regardless of ESR1
status

e QOthers:
e Elacestrant + abemaciclib and others
e Camizestrant + Ribociclib

e Around the corner: PROTAC?
* Inavolisib + palbo + fulvestrant



Thank you!
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