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ORIGINAL ARTICLE
20-Year Risks of Breast-Cancer Recurrence
. Meta-analysis of 88 Trials  after Stopping Endocrine Therapy at 5 Years
* 62,923 women with ER+ Hongchao Pan, Ph.D., Richard Gray, M.Sc., Jeremy Braybrooke, B.M., Ph.D.,
e ET forb years Chris'tina Davies, B.M., B.Ch., Carolyn Tgylor, B.M., B.Ch., Ph.D., Paul McGale, Ph.D.,
. Richard Peto, F.R.S., Kathleen I. Pritchard, M.D., Jonas Bergh, M.D., Ph.D.,
- Disease Free for 5 years Mitch Dowsett, Ph.D., and Daniel F. Hayes, M.D., for the EBCTCG*
A T siage 45 B T2Stage A Risk of Distant Recurrence B Risk of Death from Breast Cancer
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E 15 1557 uy - ; E 5 14 r T .0 z 19 2 E 2 _ -
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« After 5 years of adjuvant ET, distant recurrences occurred steadily for at least another 15 years.

« Small node negative (T1N0), low-grade tumors the risk of distant recurrence is 10% during years 5 to 20.

* There was a strong association of tumor grade and Ki-67 with the risk of recurrence during years 0 to 5
but moderate association during years 5 to 20. Same with tumors with PgR negative.

Pan H, et al, NEJM 2017.
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MonarchE: Abemaciclib combined with ET for the adjuvant
treatment of HR+, HER2-, Node-positive, EBC

" |nternational, randomized, open-label phase lll trial

Stratified by prior CT,
ITT Population (Cohorts 1 + 2) menopausal status, region
Patients with high-risk, node- Cohort 1 (91% of patients) Abemaciclib 150 mg BID up to 2 yr +
positive, HR+/HER2- EBC; prior >4 positive ALNs or 1-3 ' ET per standard of care of physician’s
(neo)adjuvant CT permitted; ~ — positive ALNs plus histologic choice for 5-10 yr as clinically indicated
pre- or postmenopausal; grade 3 and/or tumor =5 cm (n =2808)
no distant metastasis;
<16 mo from surgery to Cohort 2 (9% of patients) dard of £ ohvsician’
randomization; <12 wk of ET — 1-3 positive ALNs, Ki-67 220% ET.per standard o car.e'o B .ysu?lan >
after last non-ET per central testing, grade 1/2, choice for 5-10 yr as clinically indicated
(N =5637) tumor size <5 cm (=252}

=  Primary endpoint: iDFS
= Key secondary endpoints: iDFS in Ki-67 high (>20%) population, DRFS, OS, safety, PROs
= Median follow-up for analysis presented at OS IA3 (data cutoff: July 3, 2023): 4.5 yr (54 mo)

— All patients off abemaciclib and >80% followed for >2 yr since completing abemaciclib

Johnston SRD, JCO 2020; Harbeck S, et al ESMO 2023, Abstr. LBA17.
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MonarchE: iDF in ITT Population at Median Follow-up

of 4.5 Yr

89.2%

92.7%

86.0%  83.6%

89.9%
80- ’ 84.4% |

2-yr abemaciclib
treatment period

iDFS Events

LY

Abemaciclib + ET Alone
ET

Hazard ratio: 0.680 (95% ClI:
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0 6 12 18 24 30 36 42 48 54 60

Patients at Risk, n Mo
Abemaciclib + ET 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490

ET alone 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473

66

74
67

72

0
0

Consistent benefit across all patient and disease subgroups, independent of Ki-67 index

Harbeck N, et al. ESMO 2023. Abstr LBA17.
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MonarchE: OS in ITT Population at
Median Follow-up of 4.5 Yr.

OS Events

Abemaciclib + ET Alone
ET

208 234

Hazard ratio: 0.903 (95% Cl:

2-yr abemaciclib 0.749-1.088; P =.284)

treatment period

0 6 12 18 24 30 36 42 48 54 60 66 72

Patients at Risk, n Mo
Abemaciclib + ET 2808 2666 2614 2566 2518 2455 2407 2373 2260 1271 528 80 0

ET alone 2829 2705 2664 2599 2545 2496 2440 2382 2243 1279 538 77 0

No statistically significant difference in OS; numerically fewer deaths with abemaciclib

Harbeck N, et al. ESMO 2023. Abstr LBA17.
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MonarchE: Safety Summary

AEs 220% in Both Treatment Arms?

Abemaciclib + ET
N=2791 (%)

ET alone
N=2800 (%)

> 20% in either arm mG3+ G2 GI Gl G2 mG3+
Diarrhea 84 [ E
Fatigue 41 18
Arthralgia 27| |38
Neutropenia 46 - | 6
Leukopenia 38 - | 7
Abdominal pain 36| ‘10
Nausea 30 | 9
Hot flush 15| |23
Anemia 24| 4
| T T T T T T T T T |
100 80 60 40 20 0 20 40 60 80 100

N 8 B L aA
%4 o

Among the 2304 patients who experienced

Other events of

interest,” any grade

VTE, %
PE, %
ILD, %

diarrhea3

Abemaciclib + | ET alone
ET (n=2800)
(n=2791)

2.5 0.6

1.0 0.1

3.2 1.3

Johnston SRD, JCO 2020.
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NATALEE: Adjuvant Ribociclib plus ET in Intermediate- to
High-risk HR+/HER2- EBC

= |nternational, randomized, open-label phase lll trial

Stratified by stage (Il vs Ill), menopausal status (men and premenopausal vs postmenopausal women),
prior (neo)adjuvant CT (yes vs no), geography (N America/W Europe/Oceania vs rest of world)

Pre/postmenopausal women_and men VYIth Ribociclib 400 mg PO QD for 3 wk on/1 wk off for 3 yr +
HR+/HER2- EBC; stage IIA (either NO with v NSAI* for 5 yr

grade 2 and Ki-67 220%, Oncotype DX (n = 2549)
RS 226, or high risk via genomic risk profiling,
NO with grade 3, or N1, stage IIB (NO or N1),

*Letrozole or
anastrozole. Men

and premenopausal

women also
or stage lll disease; prior ET up to 12 mo \ . received goserelin
permitted; prior (neo)adjuvant CT permitted NSAI* for 25 yr 3.6 mg/28d.

(N =5101) (n =2552)

= Primary endpoint: iDFS (STEEP criteria)
= Key secondary endpoints: recurrence-free survival, DDFS, OS, PROs, PK, safety

= Median follow-up for final protocol-specified iDFS analysis: 33.3 mo (data cutoff: July 21, 2023)

Hortobagyi G, et al, SABCS 2023; Slamon ASCO 2023. Abst LBA500.
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NATALEE: Final iDFS Analysis at Median Follow-up at 33.3
Months

0,
100 93.5% , 90.7% !

iDFS Events, n/N (%)

< 601 A=15% A=3.1% Ribociclib+ | NSAI Alone
Y ! ; NSAI
L
S 40 | | 226/2549 283/2552
] : (8.9) (11.2)
I I .
20- i i Hazard ratio: 0.749
|

(95% Cl: 0.628-0.892; nominal
1

— : 1-sided P =.0006)
0 3-yr ribociclib treatment period
1 1 1

0 6 12 18 24 30 36 42 48 54

Patients at Risk, n Mo
Ribociclib + NSAI 2549 2350 2273 2204 2100 1694 1111 368 21 0

NSAl alone 2552 2241 2169 2080 1975 1597 1067 354 26 0

Ribociclib + NSAI significantly reduced risk of invasive disease by 25.1% vs NSAI alone (P = .0006)
Hortobagyi G, et al, SABCS 2023, Abstr GS03-03.
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NATALEE: OS at Median Follow-up at 35.9 Mo

OS Events, n/N (%)

|

|

|

|

|

|

‘

NSAI

40- :

|

|

|

0S (%)

84/2549 (3.3)  88/2552 (3.4)

Hazard ratio: 0.892
20+ (95% Cl: 0.661-1.203)

, 3-yr ribociclib treatment period
: 1 1 1

0 6 12 18 24 30 36 42 48 54
Patients at Risk, n Mo

Ribociclib + NSAI 2549 2405 2337 2305 2259 1902 1259 455 24 0
NSAl alone 2552 2302 2256 2209 2158 1815 1207 444 31 0

OS data immature (events in <4% at time of analysis)

Hortobagyi G, et al, SABCS 2023, Abstr GS03-03.
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NATALEE: Safety With Adjuvant Ribociclib + ET

; Ribociclib + NSAI NSAI Alone . Ribociclib + NSAI NSAI Alone
Relevant AEs, %!

Interest, %!
Any Gr 23 Any Gr 23

Neutropenia 62.5 44.3 4.6 0.9 Arthralgia 37.3 1.0 43.3 1.3
" Febrile 0.3 03 0 0 Nausea 23.0 0.2 7.8 0.0
neutropenia
- Headache 22.8 0.4 17.0 0.2
Liver-related AEs 26.4 8.6 11.2 1.7
: Fatigue 22.3 0.8 13.2 0.2
QT interval 53 1.0 14 0.6 _
prolongation Diarrhea 14.5 0.6 5.5 0.1
= ECG QT 4.3 0.3 0.7 0 VTE 1.5 0.6 0.8 0.4
prolonged
ILD/pneumonitis 1.5 0 0.9 0.1

= Ribociclib 400 mg had lower rates of dose-dependent toxicities vs pooled analysis of
MONALEESA trials using ribociclib 600 mg for advanced disease?

— Neutropenia: 62% vs 74%; ECG QT prolongation: 4.2% vs 6.5% (grade 23: 0.2% vs 1.2%)

Hortobagyi G, et al, SABCS 2023, Abstr GS03-03.
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Who May Benefit From Adjuvant Treatment with
CDK4/6 inhibitors for HR+/HER2- EBC?

. Eligible

IB
A

1B

A

B

e

*According to Oncotype DX, Prosigna PAM50, or EndoPredict EPclin Risk Score.

Eligible if meet additional criteria . Ineligible

AJCC Anatomlcal Staging TN (MO0) NATALEE: Ribociclib monarchE: Abemaciclib

TINO
TON1Imi
TINImi

TON1

TIN1

T2NO

T2N1
T3NO
TON2
T1N2
T2N2
T3N1
T3N2
T4NO
T4N1
T4N2
Any TN3

G3 or Ki67 220%

G3, or G2 with Ki-67 220%
or high genomic risk*

G3 or Ki67 220%

G3 or Ki67 220%

Pre/postmenopausal
women

Men
Tx choice depends on:

Approval

Access

Risk

Long-term efficacy
Safety profile
Patient preference

Do not forget to test for
gBRCAm — determines
eligibility for adjuvant
olaparib (OlympiA)

Herbert N, ASCO 2023..
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Conclusions: Adjuvant CDK4/6 Inhibitors for Patients
With HR+/HER2- EBC

= Recurrence is a concern for patients with HR+/HER2- early breast
cancer, especially those with high-risk features

" Risk of recurrence is decreased with:
— Adjuvant abemaciclib for high-risk, node-positive disease

— Adjuvant ribociclib for intermediate-/high-risk disease

= AEs associated with adjuvant CDK4/6 inhibitors can be effectively
managed with supportive care and dose reductions

= FDA approval and guidelines recommend use of abemaciclib in
ITT population on monarchE trial—not limited to those with Ki-67 >20%
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Keynote-756: Phase lll study of PST Pembrolizumab
or Placebo plus Chemotherapy in HR EBC

Eligibility

* Locally confirmed invasive
ductal breast carcinoma

* T1¢c-T2 (2 2 cm) cN1-2 or

~ Pembro 200 mg Q3W x 4 cycles +
Paclitaxel® x 12 weeks

!

Pembro 200 mg +
DoxoP/Epirubicinc +
Cyclophosphamide® x 4 cycles

Neoadjuvant Phase

Adjuvant Phase mp-

" Pembro 200 mg Q3W

X 6 months
+

Endocrine Therapy®

up to 10 years

Dual Primary Endpoints
+ pCR (ypTO/Tis ypNO)
- EFS

T3-4 cNO-2

* Centrally confirmed
ER+/HER2- grade 3

* Treatment-naive Placebo Q3W x 4 cycles +

\ Paclitaxel® x 12 weeks Placebo Q3W
i l X 6 months

+
Endocrine Therapy®
up to 10 years

Placebo +
Doxo"/Epirubicinc +
Stratification factors Cyclophosphamide? x 4 cycles
1. Eastern Europe — PD-L1 status (CPS 21 or <1)
2. China — No further stratification
3. All other countries —

1. PD-L1 status (CPS 21 or CPS <1)

2. Nodal status (Positive vs Negative)

3. AC/EC (Q2W vs Q3W)

4. ER+ (1-9% vs 210%)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery
(post-treatment included)

Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as
indicated (post-treatment included)

O’Shaughnessy J, et al. SABCS 2023.
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CheckMate 7FL: Phase lll study of PST Nivolumab or
Placebo plus Chemotherapy in HR EBC

Neoadjuvant phase

Screening (double-blind) Surgery Adjuvant phase¢ Follow-up
Key inclusion criteria PTX cycles 1-4 AC cycles 1-4 Adjuvant cycles 1-7
* Newly diagnosed ER+ HER2- breast 1 cycle =3 wks | |1 cycle =2 or 3 wksb 1 cycle = 4 wks

cancer

* Confirmed ER+ breast cancer

* T1c (tumor size 2 cm only)-T2,
cN1-cN2 or T3-T4, cNO-cN2

NIVO 360 mg Q3W +

: AC Q3W
 Grade 3 with ER > 1% or grade 2 NIVO 360 mg Q3W + i o < Surgery :I\Yeost‘i‘:gtg:”ng‘tw .
~ 109 PTX QW :
with ER 1-10%? _ & NIVO 240 mg Q2W + choice ET¢ Safety
. Adequate organ funct.lon P AC Q2W follow-up
* Tissue available for biomarker .g 30 days
assessment o 100 days
» ECOG PS 0-1 E
'8 Long-term
c follow-up
Stratification factors & NIVO PBO Q3W + (12 months
* PD-L11C (= 1% or < 1%) by SP142 V2 T R AC Q3W NIVO PBO + post-surgery)
» Tumor grade (3 or 2) PTX QW or Surgery Invgstigatoz’s
* Axillary nodal status (positive or NIVO PBO Q2W + I

negative) AC Q2w

* AC frequency (Q3W or Q2W)

Loi, S, et al. SABCS 2023.
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100 -
90 - KN756 Checkmate-7FL
80 -
_ 70 -
G
X 60 - A 8.5 (4.2-12.8)
2 50 - P=0.00005 Il Pembrolizumab _ A10'§ (4.0-16.9)
X | >0 P =0.0021 I Nivolumab
o 40 A B Placebo ‘E 40 - | Placebo
9 24.3% - 24.5%
m -
= 13.8%
X
2 |
154/635 100/643 & 10 -
0 .

miTT

Loi, S, et al. SABCS 2023. O’Shaughnessy J, et al. SABCS 2023.



~\ @ A
gOncology Consultants G2 @ L S

Overcoming Cancer.

Keynote 756: Key Subgroup and Biomarker Analysis

Stage  Benefit regardless of stage - %0 A17.4(54-201p

Il (n-807) stage Il (+A 9.1) and Il (+A 8.0) 8122 421y
I (n=471)

A 9.8 (4.4-15.2)° 53.6%

42.3%
A 4.5(-0.4-10.9)°

PCR rate (%)
g

LN involvement « Benefitin LN pos (+A 9.3) 404 : 20.7%
. - 19.6%
pos (n=1152) «  Benefit less clear LN neg (+A3.8) ol T
neg (n=126) oo 2.6%
.
Chemo exposure « Benefit regardless of whether CPS <1 CPS 21 CPS210  CPS 220
full (n=634) chemotherapy completed n=307 (24%) n=971 (76%) n=512 (40%) n=254 (20%)
partial (n=641) ER status
PD-L1 CPS 21 PD-L1 CPS <1
Biomarker Impact of pembro on pCR rate I i
PD-L1 «  Benefit if CPS 21. Higher pCR I M aszpruer ]
22C3 CPS rates & larger A with higher CPS g fo 848 (0atozp
« Benefit less clear CPS <1 e AR
%_ - e T 2.7%
ER status ° CPS >1: Benefit for all ER%, with ': 13_&;‘_
Stratified by CPS score larger benefit if ER <10% ER+ <10% ER 210% ER 210%
«  CPS <1: Bené€fit less clear ER 210% n=72(7%) n=899 (93%) n=302 (98%)

O’Shaughnessy J, et al. SABCS 2023.
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Checkmate-7FL: Biomarkers Predictive of pCR or
RCB 0/1

Biomarker Impact of nivo on pCR and RCB PD-L1 status ER%
0/1 rates e vER
PD-L1 score | * Benefit if PD-L1+ by both $. e
SP142 1C% (n=510) assays, with increasing benefit e
28-8 CPS (n=349) in higher 28-8 CPS scores E ' I ! i Ié = é
*  Benefit less clear PD-L1 neg 9 .. W - I! ﬁ HE
ER% +  Benefit with low ER% (<50%) STk 2% 1 =00 e
. Benefit less clear high ER% (250%)  spiazicos . 28.8CPS
PR% «  Benefit with low PR% (<10%) PR% TiLs Ki67
Stratified by ER . Benefit less clear high PR% (210%)] __ «» &2, ‘
°\° P (5.2-35.7) L8PSR st i 1 ety A 0 0
sTIL ° Higher with sTIL 21 % % “ LA TP S5 i
(<5%, 25%) * Benefit less clear sTIL <1% @ ®
3 T I _Be
o o Greater nivolumab benefit
K|67 ° No association <1_°% 21_0% <1_0A’ >1_0A’ observed with sTiL 21% <20% >20%
0 > 0 (28%) (72%) (25%) (75%) n=1044 n5=§°004
(<20%, 220%) Grade 3 Grade 3 + e o
ER 210%

Loi, S, et al. SABCS 2023.



9 Oncology Consultants ciog 3

Overcoming Cancer.”

Conclusions: PST with and without I0s in HR+ HR-BC

Key findings from KN756 and Checkmate-7FL biomarker data:

Neoadjuvant 10 in combination with NACT improved pCR rates in high-risk HR+/HER2-
early-stage breast cancer, particularly in patients who were:

 PD-L1+ (both KN756 and 7FL; especially with higher CPS scores)

« Low %ER (<50% 7FL; if PD-L1+, regardless of ER% <10% or 210% in KN756)

* Low %PR (7FL)

« Low sTILs (21%) (7FL)

Future steps:

Await EFS data!

How do these biomarkers correlate with EFS data?

Response by sTIL in KN7567 Response in the PD-L1 subgroup over the full continuum
of ER % positivity?

Should biomarker(s) be used to help allocate 10 for patients with HR+/HER2- EBC? Can
we identify an optimal composite biomarker of IO response?

GOAL = Balance efficacy with potential toxicity and help individualize care!!
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Breast Cancer: HR+ ET Resistance Definitions

Primary Resistance

/\.

2 Years

It It
I

> 2 years

SPECIAL ARTICLE

breast cancer (ABC 5)*

6 Months

6.
A LFIIwﬁId , P. A. Fra
! \ R.
A.
L

Z'Uxm

t %, F. Pen ItLI
orton ACt &EPW

M ETASTATI C

|
> 6 Months

Secondary Resistance

SPIhShmon ES nkus GC riglian

SBhtthyy LBg zoli™® FByI MJCd
, K. G Imon®, J. GI g ov’?, R. Haidingerza, N. Harbeck®®, X. Hu?®, B. Kaufman®®,
BEKIy SBKm NUL SAMt SNeciosu
° H. S Rugo 41, G. W. Sledge“, C. Thomssen™® , D. A. Vorobiof**, T. Wiseman“*, B. Xu®®,

ANNALS
ONCOLOGY

5th ESO-ESMO international consensus guidelines for advanced

M S. Aapro®, F. André®, C. H. Barrios’, J. Bergh®,
2, L. A. Carey"?, J. Cortés'>*®, N. S. El Saghir'®, M. Elzayat®’,

p>?, B. V. Offersen®, S. Ohno**, 0. Pagani*®,

67% CONSENSUS

Cardoso F, et al. The Breast 2020.
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Current Approach to Newly Diagnosed HR+/HER2-MBC

PALOMA-2 MONALEESA-2 | MONALEESA-3 | MONALEESA-7 MONARCH-3
(N=666) (N=668) (N=365) (N=672) (N=493)
Endocrine Letrozole Letrozole Fulvestrant Letrozole, Letrozole
Partner Anastrozole, or
Tamoxifen +
LHRH ag
CDK 4/6 Palbociclib Ribociclib Ribociclib Ribociclib Abemaciclib
Inhibitor
Median PFS 27.6 vs. 14.5 NR vs. 14.7 20.5vs. 12.8 23.8 vs. 13.0 29 vs. 14.8
(a 13.1) (A 7.7) (a 10.8) (a 14.2)
Hazard Ratio 0.58 0.56 0.59 0.55 0.53
Median OS 53.9 vs. 51.2 63.9vs. 514 67.6 vs. 51.8 58.7 vs. 48.0 68.8 vs. 53.7
Hazard Ratio 0.956 0.76 0.67 0.76 0.80

1. Finn. NEJM. 2016;375:1925. 2. Rugo. Breast Cancer Res Treat. 2019;174:719. 3. Finn. ASCO 2022. Abstr LBA1003. 4. Hortobagyi. NEJM.

2016;375:1738. 5. Hortobagyi. NEJM. 2022;386:942. 6. Slamon. JCO. 2018;36:2465. 7. Neven. Breast Can Res. 2023;25:103. 8. Tripathy.
Lancet Oncol. 2018;19:904. 9. Lu. Clin Cancer Res. 2022;28:851. 10. Goetz. JCO. 2017;35:3638. 11. Goetz. ESMO 2022. Abstr LBA15.
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The Treatment Journey for MBC
PFS, OS and SPP (Survival Post Progression)

Dlagnosis # Rx lines End of

Surgery, initial ) i
Adjuvant Rx Progression I Life Care

< BC D EF GHSJ
o p rr ittt

DFI er-+ cona/sinniitos [ aver TG |EGRIECA] oo ] e
PFS SPP
OS =PFS + (OS - PFS) Strategies post-CDK4/6i
or OS =PFS + SPP PIK3CA.I New ET agents
SERDs PARPi
AKTi CT and ADC
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AKT is a Central Node in the PIK3C/AKT/mTOR Pathway

Plasma membrane

= PIP3 X
@II@@ ol
| U7 —i
PISK ﬂ
MAPK PH domain mTORC2

AKT (j@

C-tail

Catalytlc domain

g I z
TR
oo-@?d

Coll

Source data: TCGA; except *SU23/PCF Dream Team

proliferation
Cell growth, translation,

=g ribosomal protein synthesis

——*  Apoptosis |F—

Tumour type PIK3CA PTEN mutation AKT1 mutation (%)
mutation (%) or loss (%)
Breast 35 11 3

Prostate 5 40 1
(metastatic)*

Bladder 22 9 1
Endometrial 53 66 2
Glioblastoma 9 30 <1

Head and Neck 18 2 <1
Lung: 11 18 <1
squamous

Gastric- 5 9 1

esophageal

Ovarian <1 6 <1

* AKT is a central node in the PI3K-AKT-mTOR pathway

* Pathway activated by multiple mechanisms (tumour-
dependent),
* activating mutations in PIK3CA (PI3K catalytic sub-unit) and AKT1;
* loss of function alterations in PTEN

* AKT activation mediates resistance to inhibitors of RTKs,
anti-hormonal agents and chemotherapy

Yap TA, et al, Curr Op Pharma 2008.
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CAPIltello-291: Study Design

Adults with HR+/HER2-unresectable Stratification:
or metastatic breast cancer * Liver metastases

« Recurrence/progression while on or Capivasertib * Prior CDK 4/6 inhibitors
—

<12 months from the end of adjuvant * Geographic region
Al, or progression on Al in advanced Fulvestrant . _
setting _355 Co-Primary endpoints:
« <2 lines prior endocrine therapy n= * PFSin overall population; AND
¢ <1 line chemotherapy R: 1:1  PIK3CA/AKT1/PTEN-biomarker-pos
* Prior CDK 4/6 inhibitor in at least 51% population
of patients e
« HbA1c <8% and diabetes not Secondary endpoints:
requiring insulin Placebo « OS in overall population
« FFPE tumor sample from the >  PIK3CA/AKT1/PTEN-biomarker-pos
primary/recurrent cancer available for Fulvestrant population
retrospective testing n=353 . SRRI?
« Do

Turner NC, et al. NEJM 2023.
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CAPitello-291: Investigator-Assessed PFS

PFS in Overall Population PFS in AKT-Pathway Altered Population

100= 100
Capivasertib + Fulv Placebo + Fulv Capivasertib + Fulv Placebo + Fulv
(n =355) (n=353) (n =155) (n=134)
80 PFS events 258 293 80 - PFS events 121 115
Median PFS, mo 7.2 (5.5-7.4) 3.6 (2.8-3.7) Median PFS, mo 7.3 (5.5-9.0) 3.1(2.0-3.7)
(95% Cl) (95% Cl)
. 604 Adjusted HR: 0.60 (95% Cl: 0.51-0.71; 604 Adjusted HR: 0.50 (95% Cl: 0.38-0.65;
X 2-sided P <.001) 3 2-sided P <.001)
i 2
40 - -0
20+ 20=
+ Censored + Censored ] + +
0IIIIIIIIIIIIIIIIIIIIIIIIII0IIIIIIIIIIIIIIIIIIIIIIIIII
01234567 891011121314151617181920212223242526 012 3 456 7 8 91011121314 151617 181920 2122 2324 2526
Patients at Risk, n Mo From Randomization Mo From Randomization
Capivasertib + Fulv 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 0 155 150 127 212 99 97 80 76 65 62 54 49 38 31 26 22 21 12 12 9 3 3 2 1 1 0 O
Placebo + Fulv 353 329 207 182 142 136 106 100 86 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 O 134 124 77 64 48 47 37 35 28 27 24 20 17 14 11 6 6 2 2 2 1 1 1 0 0 0 0

=  Study met dual primary endpoints, showing significantly prolonged PFS with capivasertib + Fulv vs placebo + Fulv in overall and
AKT pathway-altered populations

= PFS benefit consistent across subgroups, including those with prior CDK4/6 inhibitor and those with liver metastases

= OS data at 28% maturity in overall population; HR: 0.74 in overall population; HR: 0.69 in AKT-altered population

Turner NC, et al. NEJM 2023.
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CAPitello-291: OS

Overall Biomarker-Pos Biomarker-Neg
N=708 N=289 N=313

1.00 1.0
1.00 i R %‘,
%—,.N\ e
Tr— .
5 ~0.75
=0 ’? & N B |
= E ®
[ 2 b - é T
z 2z
( 3 0.50
£ 50% 305
@ = — o —
3 HR =0.74 (0.56, 0.98 : HR = 0.69 (0.45, 1.05 g HR =0.91 (0.59, 1.41)
; - - ) - : - L ) L g
R o o._.
o] 0.2% 02
0
c b oEvive ~+ Capivasterib+Fuvestrant ~+ CapwasterbeFuvestrant
+ CapwastebsFuvestrant <+ Placebo+Fulestrant + Placobo+Fuhestrart
+ Placebo+Fubestrart 0.00 0.00
0.00 v . . . . . , , v v v v v v v v v
; - -y p- ¥ - % )' o Q 3 (] 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
0 N Y Tume, from Ran:omuuno'\‘rl‘(onms\ e ! “ Time from Randomization (Months) Time from Randomization (Months)
(W !
Number at risk Number at risk Number at risk
256 115 " 04 258 170 - a N - 155 150 139 129 m 71 45 18 3 - 142 132 126 123 106 70 5 20 4
- 355 X 318 k't 58 7 5
'("'g .?7' M 279 237 154 %0 45 1 - 134 126 12 100 87 51 3 18 3 - 171 159 150 142 119 82 49 23 7
- 25 7 k't 27 37 5 X 5
P > P 9 [ q 9 24 Q 3 6 q 12 15 18 21 24 Q 3 6 9 12 15 18 21 24
'I ’ ’ Tum: from Ranlfomuuhon 'r.l’(onlns\ = = ‘ Time from Randomization (Months) Time from Randomization (Months)
f (M )

Event #: 87 (25%) vs. 108 (31%) Event # 41 (27%) vs. 46 (34%) Event #: 36 (25%) vs. 46 (27%)

Median = NR (NR, NR) vs NR (21.7, NR) Median = NR (NR, NR) vs NR (20.3, NR) Median = NR (22.4, NR) vs. NR (21.3, NR)

Turner NC, et al. NEJM 2023.
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CAPitello-291: Adverse Events

AEs in > 10% of Patients
Capivasertib + fulvestrant (N=355) Placebo + fulvestrant (N=350)

Grade 2 T (hpcrac 3

Total (%)/Grade 3 (%)

— Diarrhea 72.4/9.3 20.0/0.3
Nausea 34.6/0.8 15.4/0.6
— Rash 22.0/5.4 4.3/0.3
Fatigue 20.8/0.6 12.9/0.6
Vomiting 20.6/1.7 4.9/0.6
Headache 16.9/0.3 12.3/0.6
Decreased appetite 16.6/0.3 6.3/0.6
— Hyperglycemia 16.3/2.3 3.70.3
Rash maculo-papular 16.1/6.2 2.6/0 The adverse event profile was
— Stomatitis 14.6/2.0 4.9/0 comparable in the AKT
Asthenia 13.2/1.1 10.3/0.6 pathway-altered population
Pruritus 12.4/0.6 6.6/0
Anemia 10.4/2.0 4.9/1.1
Urinary tract infection 10.1/1.4 6.6/0
160 8|0 6l0 4'0 2'0 0 0 2'0 4'0 6'0 8'0 160

Percentage of patients (%)
35% dose interruption; 20% dose reduction and Discontinuation rate 13%; 9% due to capivasertib

Turner NC, et al. NEJM 2023.
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Toxicity Summary: Everolimus, Capivasertib,

A

DD

e
W

Alpelisib
| Alpelisib (PI3K) | _Capivasertib (AKT) | _Everolimus (mTOR) _
Toxicity All grades Grade 3+ Allgrades Grade 3+ Allgrades Grade 3+
Diarrhea % 57.7 6.7 7124 9.3 30 2
Rash % 35.6 9.9 38 12.1 36 1
Hyperglycemia % | 63.7 36.6 16.9 2 13 4
Stomatitis % 24.6 2.5 14.6 2 o6 8
Discontinuation 25% 13% 19%

rate

'41%,’
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CAPitello-291: Conclusions ) U;5.Fo00 5 pRua

* Granted regular approval Nov 16, 2023: In combination with
fulvestrant for the treatment of adult patients with hormone receptor
(HR)-positive, human epidermal growth factor receptor 2 (HERZ2)-
negative, locally advanced or metastatic breast cancer with one or
more PIK3CA/AKT1/PTEN-alteration as detected by an FDA
approved test following progression on at least one endocrine
based regimen in the metastatic setting or recurrence on or within
12 months of completing adjuvant therapy

* First approval of an inhibitor of serine/threonine kinase AKT

 Contemporaneous Pre-Market Approval for FoundationOne® CDx
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ERS1mUtTimeline

Discovery Role of ERS1 First in class
In endocrine resistance ERS1 antagonist

1997 2013 2023

[} ] [
HEEEEEEEEEEEEEE .

3
S g 100 =go Elacestrant soc
o9 90 (n=239) (n=238)
; AF1 domain o8 80 Events, No. (%) 144 (60.3) 156 (65.5)
DBD 1 5
£ Finge domsin o] EElie 070005 0039 Elacestrant
CBDandAT2 . 60 D 6-month PFS, % 343 204
] WW protein: pl’(‘)teln interaction domains 8 (95% Cl) (272 t0 41.5) (14.1 t0 26.7) mcenes ran
@ Missense mutation 50 - @0 R T2-month PFS, % 223 0d G . d t t
5 % g ! y d
%g 40 oy (95% Cl) (1521029.4) | (4.0t0148) iregestiran
& " B Camizestrant
20 - o .
o I [ o csn g — :
0 100 200 300 400 101 -o--soc oo ° o Iml u neStra nt
Scale (ami ids)

T T T T T T T T T T T T T T T T T T T T T T T T T
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Tima Imanthel

Ma C, et al Nat Rev Cancer 2015; Brett JO, et al. Breast Cancer Res 2021.
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EMERALD: Phase lll Study of Elacestrant vs.
Investigator’s Choice

Postmenopausal women or

men with ER+HER2-

metastatic breast cancer

e 1-2 prior lines of ET

* 1line ET with a CDK4/6i
inhibitor

Stratification factors

Elacestrant
345 mg PO daily

n=239 Primary endpoint
« PFS per BICR in ESRT1-mut and ITT

R:1:1
Secondary endpoint
e OSin ESR1-mutand ITT

Investigator’s Choice
(Al or fulvestrant)

n=239

NN

 ESR1 mutation(s) (detected or not detected)
 Prior treatment with fulvestrant (yes or no)

» Visceral metastases (yes or no)

Bidart F-C, et al. JCO 2022.
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EMERALD: PFS Results

All Patients Patients With Tumors Harboring mESR1
100 —M& ' [ Elacestrant | soc | 100+ _ Elacestrant S0C
90 ?% N 239 238 90 N 115 113
T 80- 4 Event (%) 144 (60.3) 156 (65.5) S 80 Event (%) 62 (53.9) 78 (69.0)
< 70- d [Median PFS (months) 2.79 191 | Qu; 704 4 IMedian PFS (months) 3.78 1.87 |
g o Pvalue 0.0018 & Pvalue 0.0005
% 607 Hazard ratio (95% CI) 0.697 (0.552 - 0.880) % 607 Hazard ratio (95% CI) 0.546 (0.387 - 0.768)
50 50 ) )
z 2
= 40- = 40
g 30 g 30
e ° VU 7 \"4 A\ A\
a 20 a 20
10 —e— Elacestrant ° 10+ —©— FElacestrant
Standard of Care Standard of Care
0 0
I | | | | I [ | | | | | I | | | | | | | | | | | | | T T T T T T T T T T T T T T T T T T T T T T T T T T
0123456789 1011121314151617 1819 20 21 22 23 24 25 0123 456 7 8 9 10111213 1415 16 17 18 19 20 21 22 23 24 25
Time (months) Time (months)
Elacestrant 239 223 106 89 60 57 4 40 34 33 27 24 19 13 i1 8 7 6 6 2 2 2 2 1 0 Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0
SOC 238 206 8 68 39 38 25 25 16 15 7 4 3 3 2 2 1 0 SOC 113 99 39 34 19 18 12 12 9 9 4 1 1 1 0
Elacestrant is associated with a 30% reduction Elacestrant is associated with a 45% reduction

in the risk of progression or death in all patients in the risk of progression or death in patients
with ER+/HER2- MBC harboring mESR1

Bidart F-C, et al. JCO 2022.
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EMERALD: Safety

Elacestrant
%

(n=237)

Treatment-Emergent Adverse Events, All Grade (25% Higher with Elacestrant vs. SOC)

Nausea 35 19
Vomiting 19 9
Decreased Appetite 15 10
Constipation 12 6
Dyspepsia 10 2.6
Laboratory Abnormalities, All Grade (25% Higher with Elacestrant vs. SOC)
Cholesterol Increased 30 17
Triglycerides Increased 27 15
Creatinine Increased 16 6
Hemoglobin Decreased 26 20

Bidart F-C, et al. JCO 2022.
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Conclusions

* Indication restricted to patients with ESR71 mutations
— Trial met PFS endpoint in ESR71-mut and ITT, no potential OS detriment
— PFS improvement in ITT primarily attributable to ESR7-mut subgroup

— Modest PFS improvement in replacement trial may support approval

* Benefit-risk assessment unfavorable in patients without ESR7 mutations
— Marginally positive PFS trend, uncertainty in OS
— External data from oral ER antagonists suggest greater activity in ESR7-mut

« Safety
— 171Gl toxicity and tdyslipidemia
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INAVO120: Study Design

(,, _____________ Ke_)_(_él_l_g_l_b_l_l I_t_y_ criteria = \\ Enrolment period: December 2019-September 2023
I
. Enrichment of patients with poor prognosis: i )
: Inavolisib (9 mg QD PO)
Lo PIK3CA'mutate.d, HR+, HER2- ABC by central + palbociclib (125 mg PO QD D1-D21) 0
. ctDNA” or local tissue/ctDNA test + fulvestrant (500 mg C1D1/15 and Q4W)** &l >
|+ Measurable disease Until PD = =
: . . o or toxicit z 9
' » Progression during/within 12 months of y % =
\_ adjuvant ET completion Placebo (PO QD) » O
.. adjuvant t1 com peton + palbociclib (125 mg PO QD D1-D21) e
. + fulvestrant (500 mg C1D1/15 and Q4W)**
* No prior therapy for ABC \. J
. * Fasting glucose <126 mg/dL and HbA,; <6.0%
Stratification fact Endpoints
ratification factors: - : -
* Visceral Disease (Yes vs. No) Prlmary' PFS Ey Investigator
* Endocrine Resistance (Primary vs. Secondary)t + Secondary: 0S¥, ORR, BOR, CBR, DOR, PROs

* Region (North America/Western Europe; Asia; Other)

Jhavery K, et al. SABCS 2023.
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INAVO120: Investigator-Assessed PFS

Median follow-up: 21.3

months 6-month 12-month  18-month Inavo+Palbo+Fulv Pbo+Palbo+Fulv
100- 82.9% i i i (n=161) (n=164)
: No. of events, n (%) 82 (50.9) 113 (68.9)
: 55} 9% | Median (95% Cl), mo 15.0 (11.3, 20.5) 7.3 (5.6, 9.3)
75+ 3 =7 1 Stratified hazard ratio (95% Cl) 0.43 (0.32, 0.59)
— | | | p<0.0001
g ' ; |
© 507 55.9% | | ‘
& | 6 |
254 — Inavo+PaIbo+Fu:|v | i " " .
— Pbo+Palbo+Fuly, : | ) - '
+ Censored 5 | | S +
O T T l T ‘l T l T T T T T T
0 3 6 9

Patients at risk:
Inavo+Palbo+Fulv
Pbo+Palbo+Fulv

92
59

161
164

134
113

111
77

CCOD: 29th September 2023

Cl, confidence interval; Fuly, fulvestrant; Inavo, inavolisib; mo,

12 15 18 21 24 27 30 33 36
Time (mo)

66 48 41 31 22 13 11 5 1

40 23 19 16 12 6 3 3 1

months; Palbo, palbociclib; Pbo, placebo; PFS, progression-free survival.

Jhavery K, et al. SABCS 2023.
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INAVO120: ORR and DOR

Inavo+Palbo Pbo+Palbo+Fulv
+Fulv (n=94) (n=41)
ORR No. of events, n (%) 46 (48.9) 27 (65.9)
100 - A 33.4% Median (95% Cl), mo 18.4 (10.4, 22.2) 9.6 (7.4, 16.6)
90 - 1004 Stratified hazard ratio (95% Cl) 0.57 (0.33, 0.99)
80 A
58.49

° 70 T A’ 75 -
[=)
L 60 - %
= 50 A x50
© 40 - 25.0% o

30 T 254 — Inavo+Palbo+Fulv

20 A —— Pbo+Palbo+Fulv

18 + Censored

0 T T T T T T T T T T T T
0 A 0 3 6 9 12 15 18 21 24 27 30 33
Inav%%%'bg?ﬁplv PbO%%‘FEUIV Patients at risk: Time (mo)
- - Inavo+Palbo+Fulv 94 89 71 58 43 32 29 17 12 11 7 3
(n_161) (n_164) PnbaofPaIZofFulv 2 41 29 21 12 8 7 5 2 2 1 1

Jhavery K, et al. SABCS 2023.
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REVIEW ARTICLE OPEN ) Gheok for pdates

An emerging generation of endocrine therapies in breast
cancer: a clinical perspective

Rima Patel @'®, Paula Klein', Amy Tiersten' and Joseph A. Sparano @'

Als

T J_ . SERMs SERDs PROTACs CERANSs SERCAs

O Aromatase . .
Cytoplasm ' l '

Degradation by UPS { J
Nucleus
CoR = CoR
ll 60 “

MO ROVOVNOVONOVONOY__ERe

Gene Transcription

Patel R, et al. NPJ Breast Cancer 2023.

breast cancer www.nature.com/npjbcancer C
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Current Approach to Newly Diagnosed HR+/HER2- MBC

Mets identified on imaging

Tumor biopsy

1L Therapy
Most patients: ET + ribociclib or abemaciclib

Select patients:

Definite Indeterminate
* ET only e CT

progression progression

L * ET + palbociclib * Trial
Liquid biopsy - ESRIm Liquid biopsy - ESRIm

2L Therapy Consider ET switch: Al - Fulv
PIK3CAm: Fulvestrant + alpelisib or capivasertib

ESR1m: Elacestrant
gBRCA1/2 (gPALB2/sBRCA): olaparib, talazoparib

No mut: Fulv + everolimus or CDK4/6i switch

Rapid progression: CT/ADC o
Stover ASCO 2023.
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Heterogeneity of HR+ Disease

Highly
Sensitive

”De Novo”
Metastatic or
Very long DFI

(15 years)

After completion
of adjuvant ET

Only bone mets

Asymptomatic

Likely Moderately Moderately
Sensitive Sensitive Resistant
Short DFI
(6 months) after
Long DFI completion of Progression

(2 years) adjuvant ET while

after completion
of adjuvant ET

Predominant bone
and soft tissue
mets

Minimal Symptoms

Only bone mets

A few Symptoms

on adjuvant ET
(3.5 years after
diagnosis)
More
extensive visceral
Mets

Symptomatic

=\ S A
Likely
Resistant

Early (<1 year after
diagnosis)
Fast progressing
Life-threatening
Aggressive
disease

Extensive visceral
Mets

Very symptomatic

Llombard-Cusac A, et al, 2022; Adapted from Barrios C, at SBCS 2013.
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* Conceptually, ET has changed forever!

* Therapeutic decisions following a progression of ET and CKD 4/6i
should be made on genomic analysis of tumor or ctDNA.

* Alpelisib or Capasertib for PIK3CA-mutated and elacestrant for
ERS1-mutated cancer.

* If no actionable mutations switch CDK 4/6i or Everolimus + ET.
* The sequence may be impacted as ADCs move up in treatment plan.

* Our ability to identify different clinical and biological profiles within
this patient population is the most important factor in improving
therapies and outcomes.
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Thank you!

Ricardo H. Alvarez, M.D., M.Sc.
Cell Phone, Messenger, WhatsApp: (713) 859 6418
E-mail: ralvarez@oncologyconsultants.com

Facebook: Ricardo H. Alvarez
X: @rhalvarez1
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