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1. Describe which early breast cancer patients benefit from CDK 4/6
inhibitor therapy.

2. Discuss the somatic mutations that are targets for therapy for HR+

HER2- MBC patients.

support new therapeutic approaches.

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

3. Review recent landmark clinical trial results in HR+ HER2- MBC that
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Early Breast Cancer
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RxPONDER Subset Analysis: iDFS by

H
& Menopausal Status

Chemotherapy Followed by ET
~ (n = 2509)
N=5015
\ ET Alone
(n = 2506)

Premenopausal*

creer e
(n=834)  (n=g31)
51 o

942 9.0

o HR: 0.54 (95% CI: 0.38-0.76: P =.0004)
Paiensat "0 1 2 3 4 5 6 7 8 9

Risk, n
CT+ET 834 763 704 625 535 454 272 116 34 1
ETAlone 831 760 699 602 529 429 245 99 31 2

*Last menstrual period <6 mo or 6-12 mo and <50 yr.

Premenopausal, HR+ HER2- EBC, 1-3
LN+ (SLND or ALND), Oncotype RS <25,
candidate for chemo

« No significant iDFS difference for
postmenopausal women

+ Assessed benefit chemotherapy in pts

<55 yr of age using serum markers of

ovarian function/reserve

Less iDFS benefit in “premenopausal”

women 250 to 55 yrs of age

+ Low serum anti-Miillerian hormone and
inhibin B are markers of diminished
ovarian reserve and lack of benefit from
adjuvant chemotherapy

BR009: OFSET Trial

Q’)’ Premenopausal; HR+/HER2- BC
if pNO with RS 16-20 (high clinical risk) or RS 21-25
pN1 with RS 0-25

1
Stratification
Nodal Status (pNO vs. pN1)
RS (0-15 vs. 16-25)

[
Chemotherapy +
Ovarian Function

Suppression +
Aromatase Inhibitor*
X 5 Years

ncology Care

‘CULTIVATING EXCELLENCE: Bridging P

I
[Randomization |  [N=3,960]
1

Ovarian Function
Suppression +
Aromatase Inhibitor*
X 5 Years

* Tamoxifen can be used if Al is not tolerated
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h;,"' Adjuvant Abemaciclib in HR+/HER2-, Node-Positive, High-Risk EBC
& Phase 3 monarchE Study Design

On-study treatment peri
91%| Cohort 1: High-risk based on (2y)
clinical pathological features
EIHS Critaria: Abemaciclib

Key eligibility criteria: = >4ALN or _ (150 mg twice daily) +
- HR-positive/HER2- = 1-3ALN and 1 of the below: endocrine therapy

negative high-risk EBC + Grade 3 disease
* Women or men « Tumor size > 5 cm N =5637
= Premenopausall Stratified for Follow-up period

postmenopausal . P ——— . = Prior chemotherapy Endocrine therapy
= With or without prior Cohort 1 and Cohort 2 * Menopausal status 3108y,

and/or = Region as clinically indicated

adjuvant chemotherapy  go,
* No metastatic disease Cohort 2: High-risk based on
* Maximum of 16 mo Ki-67

from surgery to Endocrine therapy

randomization and - 13ALN and

12wk of ET after last - Ki-67 = 20% and

non-ET = No grade 2 3 tumor and tumor

MR E Primary objective: IDFS
Secondary objectives: IDFS (high Ki-67), DRFS, ..,

OS, safety, PK, PROs It

Harbeck ESMO 2023 Absiract LBA17

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
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H’)’ monarchE: 5-Yr Update Adjuvant Abemaciclib in HR+/HER2- EBC
i IDFS and OS in ITT
0

S0 )
B 92.7 (A=2.8) Datacutol 63 by 2073
= 892(1=4.8) 3
g - 86.0(16.0)
H 844
g
A 70] 32% reduction ' :
8 in isk '
Lo »
5 ]
50
g Surdval Status
3 13
8 w ' At i metasnOsease
2 M Deaths don 0 EC
7 Deas ot 0 8C
R
Rl 2 eor svemaciity weatment
8 period
o o6 1 ® % 3% 42 48 S w0 6 72
Time (months) L -
Number at isk T
Avemacicllb +ET 2808 2621 2849 2470 2408 M7 284 220 285 W5 40 T4 0
ETalons 2620 2653 2573 2474 2378 281 2195 2125 e 1i2e 413 6 0 a0
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’3’). monarchE: Dose Reductions and Efficacy of Adjuvant Abemaciclib
& iDFS by Abemaciclib Relative Dose Intensity in ITT Population

e

100

75

iDFS (%)
@
&

4-Yr iDFS Rate (95% CI) by Relative Dose Intensity, % T Cohort 1
5 —— RDI 0-66% (n = 928) 87.1(84.0-89.7) 87.2(84.0-89.8)
5 RDI 66-93% (n = 928) 86.4 (83.6-88.7) 86.1(83.3-88.5)
RDI 293% (n = 927) 83.7 (80.7-86.3) 83.1(79.9-85.8)
0
0 6 12 18 24 30 36 42 48 54 60
Mo

« Dose reductions were not associated with decreased benefit
«+ Similar efficacy for maintaining full dose vs reducing dose when accounting for timing
of dose reductions NCODA

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHMIT
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Adutt patients with HR+/HER2- EBC
Prior ET allowed <12 mo prior

to randomization

Anatomical stage lIA*

+ Grade 2 and evidence of high risk
- K67 220%
+ Oncotype DX Breast Recurrence Score
226 0r

+ High rsk via genomic risk profilng
+ Grade3

B
+ Anatomical stage IIB*
NO or N1
+ Anatomical stage lll
+ NO,N1,N2,0orN3
N=5101°

Randomizaion sraifcation
Siage e i

opaca
Roceip o pro (ecjaduvant chomtborapy: 1o v 10

g Study Design and Methods

RIB
400 mg/day
3 weeks on/1 week off
years.

+

NSAl
R1:1¢ Letrozole or anastrozole®
for 25 years

+ goserelin in men and
premenopausal women

NSAI
Letrozole or anastrozole®
for 25 years
+goserelin in men and
premenopausal women

Manopausa sas:ren nd remencpausal women v postncnpaussl e

CULTIVATING EXCELLENCE: Bridging Per

ives in Oncology Care

Primary End Point
-_iDFS using STEEP criteria

Secondary End Points Endpoints
-_Recurrence-free survival included in

RSbret

+_Safety and tolerabili

PROs

- PK Statistical comparisons

were performed using a

Cox proportional hazards|

model and the Kaplan-
Meier method

Exploratory End Points
+ Locoregional recurrence—
free survival
+ Gene expression and
alterations in tumor
CIDNA/CRNA samples

Data cutoff: 29 April 2024

i s A S0 Gt oo v e Share ST e

Q” Patient Disposition

All patients are off RIB, and 62.8% completed the 3-year duration

(%) RIB + NSAI NSAI alone
n=2549 n=2552
2549 (100) 12552 (100)
Treated 2526 (99.1) 2441(95.7)
INSAI treatment ongoing 1794 (70.4) 1628 (63.8)
Completed 3y RIB treatment 1601 (62.8) -
Completed 5y study treatment 10_(04) 9 (04)
[RIB [NSAL [NSA!
Early discontinuation 923 (36.2) 722(28.3) 804 (315)
Primary reason for earl;
AE 509 (20.0) 136 (5.3) 124 (4.9)
Disease relapse 127 (5.0) 196 (7.7) 267 (105)
Patient/physician decision 160 (6.3) 206 (8.1) 189 (7.4)
Lost to follow-up 8 (03) 15 (06) 21 (0.8)
Death 5 (02) 9 (04) 6 (02)
Other® 114 (4.5) 160 (6.2) 197 (7.7)

At the data cutoff, median duration of exposure to study treatment was 45.1 months in the RIB + NSAI
arm vs 45.0 months in the NSAI alone arm

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care

AE, s ovnt: NSAL, st sromatss i R, e,

October 2024
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,,,’ iDFS in ITT Population

14 Significant iDFS benefit with RIB + NSAI afte
100 4

804

Invasive diseasetree survival, %

404
Hedian follow-up for iDFS, 442 mo* i i
Eventsin (%) 2632549 (10.3)  M02552013.3)
Hazard ratio (95% CI) 0.715 (0.603-0.340)
0 Nominal 1-sided Pvalue <0.0001
v . T v T + v ¥ T T T
0 L] 12 18 24 30 k) 42 48 54 80 88
Months.
No. at risk
RIB+NSAI 2540 2351 2275 2207 2133 2078 1843 1480 914 155 8 0 2020
one 2552 2240 2168 2082 2008 1935 1687 1366 848 15 & 0 NCODA

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncalogy Care FALTSIRMY
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h;
X iDFS by Nodal Status
RIB + NSAI showed an increasing magnitude of iDFS benefit over time
for patients with NO or N1-3 disease
ol b 93.4% | -
. o] . —_
v H iv o,
{ sz i f i i830%
HE) i A5.1% HE) S27% ) H
i { | E H jasm
£« Wedianfollowupfor iDFS,49.1 mo | H £ | Medan follan-up for iDF§, 14.2 o} i
~ Everts/n (Y0 230285 (8.1) | 38/328 (11.8) I Everts/n (%4) 290/2261 (10.8) | 301/2213(138)
o| Hazard ratio (8% C1) | 0686 (0 2071 118) o |[Hazard ratic (5570 cn) | 0,731 (0.617-0.865)
T e onow o “ % w = T s n om % wm % ow ow % om ow
- -
e us w1 o mmewa e mm mu we e ws o wr wm e me o b
. s % ms m o % 1 aw T e w o e o wm e no e w4 0
CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care PRSI
& Incidence of AEs remained stable from prior analyses
RIB + NSAI NSAI alone
n=2526 n=2441
An Ar > . .
AESls, % gm,ye Grade 23 g,:ge Grade23 | « Rates of discontinuation
Neutropenia® 628 244 45 09 due to AEs (20.0%)
Febrile i 0.3 0.3 0 0 remained stable through all
Liver-related AES® 26.7 86 1.4 17 of the data cuts, with a
QT interval prolongation® 54 10 16 07 <1.0% increase from the
ECG QT prolonged 44 02 08 <01 previous cutoff'?
Interstitial lung di i 16 0 09 04
Clinically relevant AEs, % .
Arthralgia 38.8 1.0 444 13 leedr-re!ated‘lAE\sLTV\/’ereT
Nausen ms | o2 | o | wr | Predominanty AL
Headache 229 0.4 17.2 0.2 vatl it “t”bl ub.
Fatigue 2238 0.8 13.5 0.2 ﬁ-lljcl';;l;;nel ant bilirubin
Diarrhea 14.6 0.6 5.5 0.1
VTE® 1.1 0.6 0.5 0.3
CULTIVATING EXCELLENCE: Bridaing Perspectives. o st e FALTSIRY

:Q”NATALEE: IDFS BY DOSE REDUCTIONS

« Landmark analysis revealed that RIB dose reduction due to AEs did
not impact efficacy

(147 ma) A7mo) (T2 me)

b Shsaa s s

[RP————
[—

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHMIT
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%‘

HIGH 1 (H1)
-0.569 to 0,000
" Wechidjovant € + (Neo)Adjuvant CT benefit + NoCT benefit + NoCT bonefit
+ ETbenefit0-5yrs + ET benefit0-5
- ETbenefit0-Syrs - ETbenefit2to<Syrs
+ Noincreased sensitvity to
+ Increased sensitivity | | pARP, 10, Platinum + Extended ET
to: PARP}, 10, benefit 6-10 yrs
Platinum
Knauer, NBRST, Knauer, NBRST, STO-3, I-SPY2 MINDACT, STO-3, MINDACT, STO-3
ST03, 15PY2 NSABP-B42, IDEAL

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

2021) WINDAGT (Pcar Lanct O, 2021 Lopes Gz JCO, 2022) NSABP-B42 (Raicy ASCO. 2021) DEAL (s, SABCS. 2022

2.8,  70-gene MammaPrint test: Implications for ET and CT Decisions

MammaPrint classifies patients with HR+HER2- EBC as having an Ultra Low, Low,
High 1, or High 2 risk of distant recurrence
HIGH RISK LOW RISK

(6vea Concor R Trot 2010, NBRST (Wi, Ann St Oncd 2022, STO3 (v Voo, Brst Conoer R T, 201, Esrmin, JAMA On. 2017), SPY2 (s v Spyhis.crhspy pltni 2. Pusia, Cncer G
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rates with AC-T/TAC vs TC
were comparable

No High 2 cancer (n=10)
developed pCR with TC

pCR rate with AC-T/TAC was
significantly higher in High 2 -
compared to High 1 (p<0.001) LT s AL 4

Q MammaPrint High 2 associated with increased sensitivity to neoadjuvant
i anthracycline therapy in HR+HER2- EBC in the FLEX Registry Trial

* Among High 1 cancers, pCR 40 <0001
1
32.0%

AC-T
n=63

CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care

poser e

cancers WP High 1 WP High 2

“insufficient sample size in TC treated group for High 2 comparison

17

Patients with AC-T or TC

AC-T ‘ Patients not randomized to TC vs AC-T ‘ TC

’Q}, 3-Year RFS in Luminal MP High 1

Zio) — - Zi0) — =
H —— H —
3 3

2os goso
3 Luminal High 1 95.3% 3 Luminal High 1 1%

Sos (n=184) (@5%C1518-988) Sos (n=345) (65%C195.1-992)
Bor $or

8 8

S 06 506
§os §os

o i H 3 3 1 z 3
Number at risk Years Number at risk Years
acT| 184 184 174 101 e a4 a1 155

13 1 3 1 2

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

H

: 7
Comparable 3-year RFS rates among High 1 tumors treated with TC or with AC-T

18
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’%. 3-Year RFS in Luminal MP High 1 Patients
N with AC-T or TC

AC-T ‘ Patients not randomized to TC vs AC-T ‘ TC

Z1o Z10

H =

g 5 N

oo 8os

2 Luminal High 2 97.7% <

g st (95% C163.4 - 100 g y

sos =49 ¢ ) s 08 Luminal High 2 6.4%

: H (ret0) (95% CI742 - 1000)

H

o7 o7

Zoe o

gos Sos
o 1 2 3 o i 2 3

Number at risk Years Number at risk Years

act| 4 “ “ » 7e] 40 © s ®

13 7 H 3 o 7 B 3

High 2 tumors had worse outcomes treated with TC vs High 2 tumors with AC-T

— 2024 —
NCODA
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’Q’), Preoperative Checkpoint Inhibition in ER+ Breast Cancer

KEYNOTE-756 CheckMate-7FL

Lo
Resasermt e s

2w T 00
o et 2w ER 1. ]
G -
oo Sk
0
—_nn;-
[

 ro DT
+ Tomorgrae (or2)
+ Ay ol st (posive:

e
+ AT (a3 or Q)

Cardoso F et al, LBA21, ESMO 2023 Loi S etal, LBA20, ESMO 2023

Eligible Patients: slight differences in eligibility
- All Gr 3, T16-T2/ N1-2 or T3/T4 NO-2 in KeyNote-756
- Gr 2/3, T1c-T2/ NO-2 or T3/T4 NO-2 in CheckMate-7FL

20

KEYNOTE-756 and CheckMate 7FL: pCR by PD-L1 expression ER status

PCR rate by PD-L expression

KN-756

PCR rate by PD-L expression and ER status
POL1CPS 21

A, KN-756

3m28d

anzEnaa

P
£ asaaruee

PR Rate % (851
[XX)

wan
waw

CM-7FL

O'Shaughnessy J, et al. SABCS 2023. Abstract GS01-02

21
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’%. Rationale: Dato + Durva in 1st line
X mTNBC

« Preclinical data have

BEGONIA: Antitumor responses in 1% line Dato + Durva for mTNBC?

demonstrated that Topo-I
inhibitors can enhance

Confirmed ORR: 79% (49/62; 95% Cl, 66.8-88.3)
Median PFS: 13.8 months; Median DoR: 15.5 months

antitumor immune responses 8
and improve the antitumor
efficacy of anti-PD-L1
therapy'2

« In the phase 1b/2 BEGONIA
study, Dato + Durva had an

Best change
intargeteson

ives In Oncology Care

ORR of 79% in 1st-line N=62
mTNBC? [ Progressive disease gy Stbledsease | Notevaiuatie [ Parlresponse [ Competeresponse:
S T e

October 2024

22

Q’, Timing of observed pCR

PR EARLY ESCALATION

m N=15

Dato-DXd + durva

PR EARLY ESCALATION =¥

: N=4
BEST BY RPS RESCUE CHEMO
Number exiting block
Number receiving N=106 N=64 N=25

-

(includes 4 patients whe ot Total
st e e schieving
All patients (N=106) N achieving pCR 25 22 6 53
Cumulative % of total  47% 89% 100% 50%
observed pCR (25/53) (47/53) (53/53)
HER2-Immune+ (N=47) N achieving pCR 20 14 3 37
Cumulative % of total  54% 92% 100% 79%
observed pCR (20/37) (34/37) (37/37)
HR-HER2-* (N=63) N achieving pCR 21 15 3 39
Cumulative % of total ~ 54% 92% 100% 62%
observed pCR (21/39) (36/39) (39/39)
,, Incidence of most frequent non-immune
N adverse events
Block A Alone ) Blocks A-C

Constpaton | (——
Ocular issues (combind) | - E——
Headache | I
Anorora |
cougn | I
Dysgeusia | EEm=——m
Voritng | E=———rmm
Diartoea | I
R}
Skinhyperpgmenaton | e

Percentage of 108 Block A Partcpants R-—

IMedDra combined terms Grade 5 cardiac arrest in Block B

o Rash Skindisorcer, R Eczema, U
Ocularlsuss (Combined): Keratts Ev pain, Vision lrrd Eve ration, Photophobia, Ep pruritus, Dy ye, Phtopsia, Conjonctits, Ee infecton,Eyeld rtation Comeal s, et

4 participant (70 yo with hx of HTN) experienced a

Grad

24
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Datopotumab TNBC
[ |

&% TROPION breast04 - Neoadjuvant

Key Eligibility Criteria

Dual primary
* Mistcogialy confrmed Stage ol Exumenaim Cyasey sndpois
unitateral or bilataral primary invasive Dato-0xd + i ECR and EFS
oroast cancer. G0 (4 ek
+ TNBC (ER and PR < 1%) or hormene Lo
-low breast cancer (ER andior PR encpoins
1% o < 10%, neiter hormone receplor |, Commam ©S, DOFS, salety
may bex 10%), and HERZnegatve. ' | 37 . andi olerabiy,
+ No evidence of distant disease. carbopletn = packiaxel Pembrolizumad PROs, PK .
S R aaiers Febason oS G4 12 weks) e immunogenicity
iL3 5 - shemamerapy
+ £COGPS Oor 1 i e oty
+ Adequate hematologic and organ funchon. + cyclophosphamice endpoints includo
Ll to e ot e
Suatteston factors TROP2, POLI -
« Lymph node status (posiive versus negative)
* Tumour stage (cT1 1072 versus cT3 o <T4 o, i e .
£ [ER and PR < 1%] = Aoy =
and PR < : pre
ER aadbf S Dl e oo iy c
may be'x 10%) et .
+ Geographic region (US/CanadaEuops/Austaia s POLY sk OP2 ek cted DA b
ersus Rest of World). R e vt

— 2024 —

October 2024
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PR AC x 4 cycles followed by
TNBC patients ’ taxane x 4 cycles
with LN (+) or LN ()
andT22cm

L Ny ‘ AC x 4 cycles followed by

by:
Institution, nodal status, BRCA status and treatment setting

Primary Endpoint

Secondary Efficacy Endpoints
- 5-year EFS (Event-Free Survival) rate Overai survival, 05

Invasive disease-free survival, IDFS

Local or distant recurrence, second primary cancer, or death from
cause

CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care

'AC:601600mg/m? g3 wks x 4
Taxane:
Pacitaxel 80mg/mq1 wk x 12

o
Docetaxel 75mg/m?q3 whs x4
Carboplatin: AUC 5 3 wks x 4

Stratified by: taxane + carboplatin x 4 cycles

AC, dororubicin and cyciophosphamide

Safety Endpoints

Safety and tolerabil

Distant recurrence-free survival, DRFS QoL : EORTC-QLQ-CIPN20, EQ-5D

:Q” PEARLY Study Design (NCT02441933)

— 2024 —
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Carboplatin Arm Control Arm
Characteristic aase) by
g
Median, yrs (range) 8177 492376
5.1 (%) B8 2(1)
ECOGPS, n (%)
o 71 (855) 383 88.2)
1 63(14.5) 51(118)
Germiine BRCA status, n (%)
Deleterious mutation 46(106) 49(113)
No deleterious mutation 388 (89.4) 385 (88.7)
Treatment setting, n (%)
Neoadjuvant 308 (712) 304 (70.0)
Aduvant 125 288) 130 300)
“Tumor stage, n (%)
Tior T2 365 (84.1) 373 @59)
T3orTé 69(159) 61(141)
Lymph node involvement. n (%)
Negative 224 (516) 218 (502)
posive. 210(48.4) 216 (49.8)
TNM. n (%)
Stage Il u3(79.0) 41 (788)
Stage Il 9321.0) 91 @21.4)
Taxane, n (%)
Docetael 180 432) 201 (49.3)
Pacitarel 237 (56.8) 207 (50.7)
Surgery, n (%)
278 (67.1) 256 (62.9)
Mastectomy 136 (229) 11 @371)
‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
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Primary Efficacy Endpoint: EFS

ITT analysis arbo arm
434)

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

g 5-year EFS rate 823% 75.1%
3 Stratified HR (95% CI) 067 (0.49-0.92)
H
a o == Carboplatin arm Stratfied Log Rank P value 0012
s -—
3 o Control arm
2 4w
4
< 30
Hazard ratio 0.67 (95% Cl, 0.49-0.92)
0] P0012
0 & 12 18 24 30 3} 42 48 54 60 6 T2
_— Time (Month)
Conwolam a2 et M2 WS 34 a4 e 15 @1
Cuboplatinarm 434 402 6 362 35 e 29 29 29 w2 15 23 2

28

Neoadjuvant Pembrolizumab or Placebo + Chemotherapy
Followed by Adjuvant Pembrolizumab or Placebo for High-Risk
Early-Stage Triple-Negative Breast Cancer: Overall Survival
Results from the Phase 3 KEYNOTE-522 Study

Peter Schmid," Javier Cortes,? Rebecca Dent,* Heather McArthur,* Lajos Pusztai,® Sherko
Kimmel ® Carsten Denkert,” Yeon Hee Park,? Rina Hui,® Nadia Harbeck,'® Masato Takahashi, !

Seock-Ah Im, 2 Michael Untch, ® Peter A. Fasching, * Fatima Cardoso, s Jing Zhao,'® Xuan
Zhou, ' Konstantinos Tryfonidis,  Gursel Aktan, s Joyce O'Shaughnessy'”

I tamstons Erecst Can
ot (85 P Oy G Gr Gacoe S s S orion umm ) B Sy
Facityof Gl and oot Scnces, Onpimont o Meckine. Urersond Ecape o o, Mocrc, S Nkl Cncor Con
Sirgapre. ke - Neons Urveraiy o & Soapae e S, St Uy T Somose e G o ™
USK: Y Schof Noccn, Ya Cancer Covr Nw e CT. USA: Greae Unt. inken Esson it Extn. Gy and Chor
inreneiin s, B wmymdwv e o i, oy "o Py e Uty mmuv s
Segnionn i Repih
pe Sy NS A
Nin, Sshotof Gl Viicn, Unwersty of g Kong. e o ot Deg RSV, L) Uit i Mo
Gy ko vyt St St o Uty o e ey ety et
oo Gt Cot Earge EHN, Ergen, Gamay, "1 Ut Chaaenas) ey o Crangras Fowsimion,
i P Sy et . 1. K. U B Uty WAool Cre, T Orc, St Caren Rsonch
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,’Q’f Updated Event-Free Survival

3
8

'
184.6%

o
38

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

vsicaion acos Dot oottt e 22, 2024

'
i
:
0
E 80 . 1 A 9%
£ 70 i76.4% ' o0
wi
%‘ 60 L | Event
@ 50 HR? 0.65 (95% Cl, 0.51-0.83 : Pembro + N
2 w0 ¢ ) ' ChemolPembro | 203%
H i ! Placebo +
§ 5
g 30 ! H ChemolPlacebo 29.2%
2 20 i :
10 ' '
Median follow-up: 75.1 months | i
o — T T T T —T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk
784 769 728 702 681 665 654 644 633 625 618 602 409 164 O e
390 382 358 330 312 300 203 287 285 278 273 264 178 76 0

October 2024

30
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»$. Key Secondary Endpoint: Overall
N Survival

-} Median follow-up: 75.1 months

100+ .

90 '
2 80 : A 4.9%
2 704 !
& 1 5-yr rate (95% CI) Ptswi
5 607 186.6% (84.0-88.8) Event
o 501 HR= 0.66 (95% Cl, 0.50-0.87) 181.7% (77.5-85.2) Pembro + 147%
g P=0.00150> i Chemo/Pembro
i - i Placebo + 2%
8 30 ' Chemo/Placebo
4 i
& 204 ;

10 ;

T

T T T T T 1
6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time, months
No. at risk

784 777 760 742 720 712 698 693 683 677 670 656 448 176 0O
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

S o4 0, e vt b
)t e s

’3)). Overall Survival by Pathologic Complete
& Response (yp T0/Tis ypNO)

95.1%

HR (95% C)
90 94.4% }n.ss 0.38:1.26)

2 N ®
3353
T T T

pCR No
HR (65% CI)
076/(0.56-1.05)

Pembro + Chemo/Pembro Responder
Placebo + ChemolPlacebo Responder

[XIFN
S S
T T

S
53
T T

Median follow-up: 75.1 months

Percentage of Patients
o
g
T

T T T T T T T T T T 1
6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

495 495 490 4B4 452 481 46 474 469 468 465 460 318 130 O
27 217 216 212 209 209 205 205 204 202 201 193 133 58 0
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Metastatic Breast Cancer
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Advances in Breast Cancer Treatment &

Current Updates

PALOMA-2

MONALEESA-2

”‘;j’ First line Al sensitive trials with CDK4/6 inhibitors - PFS

MONARCH 3

Months
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Etigibility
HR+, HER2- ABC

Men & Pro/post menopausal women

Prior Therapy:

- ABC: Diseaso progression on
COKA/6i + Al as inial thorapy
Adjuvar
on/aftor COKA/61 + ET

+ Noother therapy for ABC.

=)

Abemaci

postMONARCH as 2L ER+ MBC

Investigator-Assessed PFS

Abemaciclib + Fulvestrant

Placebo + Fulvestrant

Visceral metast
[ site of Metasta

Prior COKAGi

D laceb

- et Piaceno + - i s
Fuvestrant (V2152) _Fulvesrant (v196) — % oema

B Euons 7 e % — mem "

e Macian (G55 0 B # wmenm

in onis z -

H P gn o 2 R

i i BoE = mmm
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October 2024

postMONARCH as 2L ER+ MBC

Investigator-Assessed PFS

No visceral metastasis

Abemaciclib+ Placebo +
Fulvestrant  Fulvestrant 0
(N =70) (N=77)

Prior CDK4/6i Duration 2 12 months’

Abemaciclib+  Placebo +
Fulvestrant Fulvestrant
(N =129) (N = 144)

- -
- Events 32 53 § - Events
= Median (95% CI); 1.4 5.6 s 5 Median (95% CI);
E L months INEEIN) 63-92) [H months
E
E ™ HR (95% CI) 0.53(0.34-0.83) H s HR (95% CI) 0.70 (0.52 - 0.94)
@ % L3
e 32
P 1)
g o
«
o 13 3 ) 7 3 kil
Time (months)
[r— Time (months) — % s o 3 4 1 °
A

*2 12 months ABC or recurrence on EBG therapy
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b,
PFS by duration of CDK4/6i

% EMERALD - Elacestrant vs SOC ET in ESR7-mut tumors
?

At least 6 mo CDK4/6i At least 12 mo CDK4/6i At least 18 mo CDK4/6i
TV wersmoer enee TN wersmeer e T WPES (mo) ET  Elace
L ' 1.8 .14 - 191 8.61 - \ 210 861
Esrt £l L J Y et
MUTANT o
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:Q’)’ EMERALD: Progression-Free Survival in Subgroups

Bone Liver and/or Lung
212 months prior CDKA/Bi with 212 months prior COK4/Bi with
ESRi-mut and bone metastases' o ESR1-mut and liver andior lung metastases®
)
Mo Bt | 800
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:Q’)’ EMERALD: Progression-Free Survival in Subgroups
PIK3CA-mut PIK3CA-wt
212 months prior COK4/6i with 212 moniths prior COK4/8i with
I ESR1-mut and PIK3CA-mut* - ESR1-mut and PIK3CA-wt
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Advances in Breast Cancer Treatment &
Current Updates

)
N in ER+ MBC

+ HR+ MBC with recurrence Cafpllvas:mht +
while on or within 12 months of ulvestran

adjuvant Al or PD on Al for
MBC
« <2lines of ET for MBC

+ 0-1 prior chemo for MBC ~~
Placebo +
fulvestrant

*400mg BID daily,
4 days on, 3 days off

Patient population

Visceral disease 66-73%
AKT pathway alterations 38-43%
Median priors for MBC 1

Prior CDK 4/6i 67-72%
Prior chemo for MBC 17-19%

=%, CAPItello-291: Phase 3 trial with capivasertib

Rocoptor
tyrosine
Kinaso. Estrogen

Tumor cell survival, growth and proliferation

October 2024
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H’ CAPItello-291 (Phase 3, exploratory analysis): Capivasertib
& and fulvestrant for Al-resistant HR+/HER2- advanced breast cancer

(including pooled analysis with inclusion of data from the Chinese extension cohort)

treatment with/without prior CDK4/6i therapy

+ Objective: Explore PFS by tumor PIK3CA/AKT1/PTEN-mutated status among patients from the CAPItell-291 study

+ CAPItell-291 population: Patients with HR+/HER2- advanced breast cancer after progression during during Al

PIKCA alteration only AKT1 alteration only
P8O FUL P80+ FUL
(neo2) o=
PFS medan 56 21 T —r
mouine S5 C1) (42.7.4)_(19.36) I monins (95% C1) 22.NC) _(1.7.95)
HR (95% CI) 051(0.37.0.70) | HR (95% CI) 051(022,1.12)

PTEN alteration only

Fomeder 81 30
o) % assn
A Y IR TT

41

,’Q’)‘ Toxicity with PI3K/AKT Inhibition

Any grade Grade 23 Any grade Grade 23
Hyperglycemia 63.7 36.6 16.3 23
Diarrhea 57.7 6.7 724 9.3
Nausea 44.7 25 346 0.8
Vomiting 271 0.7 20.6 17
Decreased appetite 356 0.7 16.6 03
Rash 356 9.9 38.0 121
Stomatitis 246 25 14.6 20
Fatigue 243 35 20.8 0.6

CULTIVATING EXCELLENCE: Bridgi

42
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Advances in Breast Cancer Treatment & October 2024
Current Updates

el
,’QF SABCS 2023: INAVO120 Primary Analysis

« More effective treatments for patients with PIK3CA mutations are needed

« Inavolisib is a highly potent and selective PIK3a inhibitor that also promotes degradation of
mutant p110a, which may improve the therapeutic window

177 7 7 7 Key eligibility criteria
| Enrichment of patients with poor prognosis:
Ie PIK3CA-mutated, HR+, HER2- ABC by central

Enrolment period: December 2019 to September 2023
1 CIDNA® of local tissue/ctDNA test
I'* Measurable disease

N=325 Inavelisit 9 mg QD PO)
« palbociclb (125 mg PO QD D1-021)
. Ivesirant (800 mg C1D1/15 and QW)™
[
I+ Progression duringiwithin 12 months of )

1+

v T Placebo (PO QD)
« MjuvantETcompletion _ _ _ _ _ _ _ _ - + palbocielib (125 mg PO QD D1-021)
+ N priar therapy for ABC + fulvestrant (500 mg C101/15 and QW)™
* Fasting glucose <126 mg/dL and HbA,; <6.0%

until PD
or toxicity

o
i3
£z
3
23
@ g

Stratification factors: Endpoints
visceral Disease (Yes vs. No) * Primary: PFS by Investigator
ndocrine Resistance (Primary vs. Secondary)! * Secondary: 0S*, ORR. BOR, CBR, DOR, PROs
* Region (Morth AmericaMWestern Europe; Asia; Other)

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
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,’Q,)' SABCS 2023: INAVO120 ORR and CBR

ORR CBR

100 A 33.4% 100 A 28.2%

g0 8o 75.2%

80 80

70 58.4%! 70
£ 60 = 50 47.0%
& 50 & 50
G 40 25.0%# S a0

30 30

20 20

10 10

0 0

Inavo+Palbo+Fuly Pbo+Palbo+Fuly
(n=161) (n=164) (n=161) (n=164)
Pasons with o RECIST 1 1.1 ar cR. 40 patrts it P
79 paters wh S e P, and 10-wih missing sats. 4 Pobants wah 0 ., PR, andor S0 1ov 124 weekt pot RECIST v1 1 CBR,tscatbonel rte, R, compiohy
rosconsa; b o, vl OFF. objacte o350 rae. Pabo, aBOCEID, P, acet, PO, i0310sse 40ase; P sara resocnse, RECIST. Response
Evauoton G n Sobd Tumces, 50, iate cinense.
Ncopa
CULTIVATING EXCELLENCE: Bridaing Perspe n Oncoloay Care FALLsummT
,Q’ SABCS 2023: INAVO120 PFS
§-month  12-month  18-month Inavo+PalbotFuly Pho+Palbo+Fuly
100 (n=161) (n=184)
= 829 No. of events, n (%) 82 (50.9) 113 (68.9)
Median (95% C1), mo 150(11.3,205)  73(56.9.3)
75 . ’ Straified hazard ratio (85% Cl) 0.43(0.32, 0.59)
_ y,_ssen P<0.0001
&
9 50
o
2 InavasPalborFuly
— PovPalbosFuly
+ Censores
0 3 6 9 12 15 18 21 24 27 30 33 36
Time mo)
frvoderelor 81 134 111 o2 3 a8 4 3 7 13 11 5 1 Median follow-up:
PhosPalosFulv w13 T % @ & w w12 6 3 3 1 21.3 months
0COD: 20 Soptsrber 2023
1 conkonce ool Ful, hbvesirant navo, isvobi mo, months; Paibo, poboccl P, lacabos PES, progression kee survvl
NoOoDA
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Advances in Breast Cancer Treatment &

Current Updates

Safety

Hyperglycemia

Diarrhes

‘Stomatitis/
mucosal inflammation

Key selected AEs Resolution of key selected AEs™!

W e L (o, R
4

Phase 3

INAVO120 IR EEE R E
Pasen Pusaon )

Qe it @ Grade i B Bl
[~ £ Rt rsorg vt [ Rt e e

Patients, n (%)

Inavolisib interruption
due 0 AE

Inavolisib reduction
due to AE

Inaveiisib discontinuation
due to AE
Lo, a o ASCO 2024 Ao 1003

Discontinuation rate of Inavolis Gus o any AE was 6 2%

Stomatitial

Hyperglycemia Diarrhea mucosal
inflammation

a1z 18 202) 1699)
1295 202) 1008 san
108" ] (] 106

October 2024
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wide range of HER2

Hormone receptor positive breast cancers express a

HER2-low
~60-65%"

HER2-ultralow
~20-25%""

@.&
O @@

IHC 0
Weak-to-moderate complete Faint, incomplete Faint, incomplete Absent / no
membrane staining membrane staining membrane staining observable
in >10% tumor cells in >10% tumor cells - ey membrane
in £10% tumor cells staining
” Study design
%’ DESTINY-Breast06: a Phase 3, randomized, multicenter, open-label
study (NCT04494425)

PATIENT POPULATION
+ HR+ mBC
+ HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
(IHC 0 with membrane staining)*
+ Chemotherapy naive in the mBC setting

Prior lines of therapy
+ 22lines of ET + targeted therapy for mBC
OR
* 1line for mBC AND
~ Progression <6 months of starting firstine ET + CDK4/6i
or

~ Recurrence 524 months of starting adjuvant ET

Stratification factors.

+ Prior CDK4/6i use (yes vs no)

+ HER? expression (IHC 1+ vs IHC 2+/ISH- vs IHC O with membrane staining)
« Prior taxane in the non-metastatic setting (yes vs no)

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

ENDPOINTS
Primary
- PFS (BICR) in HER2-low
Key secondary
+ PFS (BICR) in ITT (HER2-low + ultralow)
* 0S in HER2-low
+ 0Sin ITT (HER2-low + ultralow)

Other secondary
+ PFS (INV) in HER2-low

Options: * ORR (BICR/INV) and DOR (BICR/INV) in
capecitabine, HER2-low and ITT (HER2-low + ultralow)
nab-paciitaxel, - Safety and tolerability

paciitaxel

« Patient-reported outcomes®

48
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Advances in Breast Cancer Treatment & October 2024
Current Updates

PFS (BICR) in HER2-low: primary endpoint

Hazard ratio 0.62
& 95% CI10.51-0.74
& P<0.0001*
if‘m M,
& A 5.1 mo|
Lo " e
o T . ; S
— Time from randomization (months)
womom o owoop 8 m v w s ; .

49

0OS in HER2-low and ITT: key secondary endpoints (~40% maturity)

HER2-low* ITT (HER2-low + HER2-ultralow)
0 { "™ MHazardratio0.83 o : "™ Hazard ratio 0.81
|87.6%, T-DXd 95% C10.66-1.05 : 87.0%, T-DXd 95% C10.85-1.00t
} Pe0.11811 :
981 TPC, 81.7%; 9%

i 2
; 8
o8 : 3 os
04 i \uy - N
o i o
{12-month OS rate | 12-month OS rate
IREEEX] PEEEEERE 03 6 5 21518 22 ;N B WM
N Time from randomizatin (months) Time from randomzation (months)
o™ 3 3 e Am e e w0 % B R W T 2 0 0 Gamm mm D W e ® w7 20 0

20.1% of patients in the TPC group received T-DXd 17.9% of patients in the TPC group received T-DXd
post treatment discontinuation (HER2-low) post treatment discontinuation (ITT)

50

& Baseline BMs: CNS ORR

100

Patients with measurable CNS disease at baseline (post-hoc analysis)
n=138

ion size from baseline

=
2
8
@

2
2
3

asurablo CNS d
baseline

Stablo BMs
)

Confirmed CNS ORR, % 77 792
(95%CI) (642,79.3) (702,883)

T-DXd showed substantial CNS responses in the overall BMs population, including patients with stable and active BMs
s o incstes  20% ecronse in gt e sz (PR

+ e vk e of +20% was impue

Joions ortaret sion, o had — 2024 —
R et o D 0 1 v e i 8 R o NCODA
CULTIVATING EXCELLENCE: Bdging Porspectives in ORcoloqy Cars prest s rarL st
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Advances in Breast Cancer Treatment &
Current Updates

N DXd vs ICC in HR+/HER2— MBC

PFS by BICR (Primary Endpoint)

Key Eligibliity Criteria e
+ HR+/HER2- breast cancer (HER2 IHC 0, IHC 1+, or IHC 2+/ISH-)
+ 1-2 prior lines of CT (inoperable/metastatic setting)

« Progressed on and not suitable for ET

+ ECOGPS0-1

Dato-DXd

e Continue
e

ut. TROPION-BreastO1: Phase 3 Trial of Dato-

Investigator's cholce CT*

Eribulin, vinorelbine, gemaitabine,

Dual primary endpolris: PFS by BICR per RECIST v1.1, 0S
poliits: ORR, PFS by investigator, safety

0 A3 0 820 7R

| ) |
[ Pvalue

<0.0001

Tamgg.
0000

orsy ety 115, 4w

Bardia, ot al. ESMO 2023, Abstract LBAT

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

Data-DXd did not improve OS
Await data on crossover to topo1 inhibitor ADC

52

a5 ADCs IN THE HR+/HER2- MBC
& LANDSCAPE
ICARUS-BREAST 01 DESTINY-Breast 04 TROPION-Breast01 TROPICS-02
ADC Patritumab-Deruxtecan Trastuzumab-Deruxtecan D: Deruxtecan -Govite
AntiHERG+Topo | inhibtor An-HER?+Topo inhibitor Anti-TROP2+Topo inibitor Ant-TROP2+Topo | inhiitor
N
(recelving ADC) 99 373 (331 HR#) 365 272
Biomarkers for HR+/HER2negative HR. HR:
o Intial HER3 overespr HER2-low HR#/k HR+/k
HER2-low (%) 29% 100% NA 52%
Prior sistemi
th ::;;‘:s ::“BE 2(1-4) 3(1-9) NA, upto2 CTin aBC NA, 7 (3-17) including EBC
Prior CT
i 100% 100% 100% 3(0-8)
Prior CDK 4/6i 99% 70.4% 82% 99%
ORR 53.5% 52.6% 36.4% 21%
mPFS 9.4m 10.1m 6.9m 5.5m
0s NA 23.9m Immature. 14.4m

53

Best Changs i 810 by KT
=]

H’)- Expansion Cohorts of TBCRC 048 Phase 2 Study of Olaparib in MBC
& With gPALB2mut or sBRCA1/2mut: Efficacy in gPALB2mut

CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

TungN, et al. ASCO 2024. Abstract 1021

— 2024 —

Best Responss Response Rats, n (%)
nRR (o) 1R/7R 200 O ALRA

R [y

PR 17 (71)

= =ion |

on i nerz+ ]
[CRR (AR wasks) n (541 501R3 G0% OF AR

October 2024
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Advances in Breast Cancer Treatment & October 2024
Current Updates

’*‘;"i Expansion Cohorts of TBCRC 048 Phase 2 Study of Olaparib in MBC
& With gPALB2mut or sBRCA1/2mut: Efficacy in sBRCA1/2mut

Responses for sBRCA1/2mut Cohort 2a (sBRCA1/2mut): Duration of Therapy

ono

mPFS = 7.2 months (90% CI: 3.5-13.6)
mMDOR = 12.4 months (90% Ci: 4.3-NR)

8BRCA/2mut (n=30)

Best Response Response Rate, n (%)
JORR, n (%) 11 (37, 80% C1: 25-50)
oR 1@
PR 10(33)
) 13 (43) — 2024
i) 6(20)
CBR (18 weeks), n (%) 16 (53, 90% Cl: 37-69) FALLSORET
Lol n o
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Potential Treatment Algorithm based on Trial Data, not Access:
,)- ER+ HER2- Metastatic Breast Cancer 12

Biomarker Selection for Second Line Options After Chemo

| |

T-DXd Sacituzumab
govitecan
(TROPICS-02)

> Elacestrant (EMERALD)

ESR1 mutant

Alpelisib + fulvestrant (SOLAR-
1, BYLieve)

PIRICA MUt > Cypivaceri + ulvesrant reastod)

(CAPtello-291)

PIK3CA/AKT/ Capivasertib + fulvestrant
PTEN pathway " (Cpitello-291)

05 Benefit alteration

Visceral Symptoms

Fast-progressing Olaparib (OlympiAD)
liver metastases 9BRCAL/ZMUtant > Talazoparip (EMBRACA)

safety profile

HER2-low,
(IHC 1+ or IHC
24/15H)

Dosing Scheme

HER2-negative

Younger age,

Prior T
No ESR1, gBRCA1/2 mutant
or PIK3CA/AKT/PTEN
pathway alteration

limus + ET (BOLERO-2)

Primary
endocrine
resistance

Specific
comorbidities

Ribociclib / Alpelisib/Elacestrant/
Sacituzumab govitecan
not approved in Japan

h to different C

56

,’Q’)' Updates on Endocrine Therapy

« 3 years of ribociclib in high/intermediate risk pts improves iDFS and DRFS
+ Adjuvant abemaciclib increasing improvement in IDFS at 5 years

* 1L MBC abemaciclib did not improve OS (13 mo additional OS vs Al alone) — likely
due to smaller sample size

* 2L MBC abemaciclib Blus fulvestrant had superior PFS than fulvestrant alone —
may be an option for 2L therapy after 1L CDK 4/6 inhibitor for patients who are not
candidates for mESR1, PIK3CA, AKT or PTEN-directed therapy

« Capivasertib effective in PIK3CA, AKT or PTEN-altered HR+ HER2- MBCs

*  Elacestrant effective in CDKi-sensitive ESR1- and PIK3CA- or p53-mutant MBC

«  PI3K inhibitor inavolisib + fulvestrant + palbociclib in ET-resistant MBC approved by
FDA for ET-resistant 1L pts with PIK3CA-mutant MBC and HgbA1c < 6%

«  Topoisomerase-1 inhibitor payload ADCs more effective than chemoRx HR+ MBC

— 2024 —

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHHIT
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Advances in Breast Cancer Treatment & October 2024
Current Updates

N
,’QF Summary Triple Negative Breast Cancer

Addition of carboplatin to AC/T improves outcome in TN EBC pts
Addition of preop pembrolizumab to chemotherapy improves OS
SWOG/NCTN: Preop KN-522 vs 6 DCb + pembrolizumab

Improving outcomes of stage Il/1ll TNBC pts with residual disease s/p KN-
g%ZCwith phase |l trials of ADCs sacituzumab and datopotumab + CPI vs

SWOG/NCTN SCARLET Trial: Preop KN-522 vs 6 DCb + pembrolizumab

1L mTNBC phase lll trials sacituzumab and dato-DXd +/- CPI vs
chemotherapy +/- pembrolizumab (for CPS > 10 PDL1+)

Many novel |O combinations, Anti-PD1/PDL1-VEGF bispecific antibod and
CAR-T cell therapies

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
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QUESTION ANSWERS

Advances in Breast Cancer Treatment
and Current Updates

Joyce O’Shaughnessy, MD
Celebrating Women Chair in Breast Cancer Research
Baylor University Medical Center
Texas Oncology
Sarah Cannon Research Institute

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care
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