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Background

* While treatment for EBC is administered with curative intent, recurrences remain a
significant problem
» Patients with ER+ breast cancer, including those with node-negative disease, may experience

disease recurrence up to decades after initial diagnosis, with the highest risk of recurrence
occurring in the first 5 years'?

« The significant PFS benefit and improved/maintained QOL with ribociclib + ET in
HR+/HER2- ABC prompted investigation of ribociclib in the EBC setting*-*°

* The Phase Ill NATALEE trial evaluated adjuvant ribociclib + NSAI in a broad population
of patients with stage Il or lll HR+/HER2- EBC at risk of recurrence, including those
with NO disease

* We present results from the second prespecified interim efficacy analysis of the primary
end point (iDFS) in NATALEE

ABC, advanced breast cancer. EBC, early breast cancer, ER. estrogen receptor. ET, endocrine therapy, HER2, human epidermal growth factor receptor 2. HR. hormone receplor. iIDFS. invasive disease-free survival: N. node; NSAI, nonsteroidal aromatase inhibitor. OS, overall
survival PFS, progression-free survival QOL, quallty of ife

References: 1. Gomis RR and Gawrzak S. et al. Moi Onicol. 2017,11.62-78. 2. Pan H, et al. N Engl J Med. 2017 377:1836-1846. 3. Hortobagyi GN. et al. N Eng! J Med. 2016,375.1738-1748. 4. Siamon DJ. et al. J Ciin Oncol. 2018,36:2465-2472. 5. Tripathy D, et al. Lancet Oncol.
2018;19:904-915 & Verma et al Breast Cancer Res Trear 2018:170:535-545 7 Janniet al Breast Cancer Res Trear 2017:169'469-479 8 FaschingF etal Breast 2020:54'148-154 9 Harbeck N et al. Ther Adv Med Oneol. 2020 12:1758835920943065
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NATALEE study design?-2

» Adult patients with HR+/HER2- EBC Ribociclib
» Prior ET allowed up to 12 mo 400 mg/day Primary End Point
* Anatomical stage IIA® 3 weeks on/1 week off — iDFS using STEEP criteria
« NO with: for 3y
» Grade 2 and evidence of high risk: Secondarv End Points
« Ki67 2 20% NSAI y ,
= Oncotype DX Breast Recurrence Score = 26 or | etrozole or - FDZ_e(:urrteglce—free f?uw'va' val
+ High risk via genomic risk profiling R 1:1¢ anastrozoled for = 5 y = Istant disease—iree surviva
* Grade 3 i lini - 0S8
. and prefmenopaiisa S
+ Anatomical stage IIB? P Womenp —  Safety and tolerability
= NO or N1 - PK
» Anatomical stage Il
» NO, N1, N2, or N3 NSAI Exploratory End Points
N = 5101 Letrozole or — Locoregional recurrence—free
S anastrozole® for=5y survival
i:n:lon:lzaltlotn sh'a”tlﬂc:tlion + goserelin in men — Gene expression and alterations in
atomical stage: Il vs
Menopausal status: men and premenopausal women vs postmenopausal women and premenopausal tumor ctDNA/ctRNA samples

Receipt of prior (neo)adjuvant chemotherapy: yes vs no women
Geographic location: North America/Western Europe/Oceania vs rest of world

= Enroliment of patients with stage |l disease was capped at 40%. *5101 patients were randomized from 10 Jan 201210 20 Apri 2021 © Open-label design “Per investigator choice
CT.ct py: CDNARNA, tumor DNARNA: EBC. early breast cancer; HER2, human epidermal groath factor receptor 2: HR. hormone receptor: IDF S, invasive disease-free survival: N, node; NSA!, nonsteroidal aromatase inhibitor; OS5, overall survival: PAMS0,
prediction analysis of microarray 50, PK, pharmacokinetics; PRO, patient reported outcome, R, randomized, STEEP, Standardized Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials

1. ClinicalTrials.gov. https.//tlinicaltrials.gov/ct2/show/NCT03701334. Accessed April 6 2023. 2. Slamon DJ. et al. J Clin Onco! 2019:37(15 suppl} [abstract TPS597]
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NATALEE study design: unique features?-2

» Adult patients with HR+/HER2- EBC
* Prior ET allowed up to 12 mo

Anatomical stage IIA2
+ NO with:
+ Grade 2 and evidence of high risk:
« Ki-67 2 20%
+ Oncotype DX Breast Recurrence Score =26 or
= High risk via genomic risk profiling
+ Grade 3
« N1

« NGO, N1, N2, or N3 S
N = 5101P

Randomization stratification
Anatomical stage: Il vs Il

Ribociclib
400 mg/day
3 weeks on/1 week uif
for 3y

/ Rationale for broad
population of patients
Patients with stage Il and |lI
HR+/HER2- EBC, including
those with no nodal
involvement, are at risk of
disease recurrence up to

--Qecades after initial diagnosis®’

o ¢ |

Rationale for 400 mg RIB
To improve tolerability while
maintaining efficacy

f Rationale for 3-year \
treatment duration
Extended duration of
treatment is crucial to

prolong cell cycle arrest

and drive more tumor cells

\_into irreversible senescence’® )

tumor ctDNA/ctRNA samples

Menopausal status: men and premenopausal women vs postmenopausal women
Receipt of prior (neo)adjuvant chemotherapy: yes vs no
Geographic location: North America/Western Europe/Oceania vs rest of world

2 Enmllmen! of patwnts with stage Il disease was (apped at 40%. 7 5101 patients were randomized from 10 Jan 2019 to 20 Apni 2021. * Open-label design. ?Per investigator choice.

MARNA, tumor DRA/RNAC EBC. eary breast cancer, HER2, human epldermal growth factor receptor 2: HR, honmone receptor, IDFS, Invasive disease-free sunival: N, node: NSAL nonsterokdal aromatase Innibitor; OS, overall survival, PAMS0,
predicuon anal:,susofmicreanayf»o PK. pharmacokinetics, PRO. patient reported oulcome, R. randomized. RIB, ribociclib, STEEP, Standardized Definitions for Eflicacy End Points in Adjuvant Breast Cancer Triais
1. ClinicalTrials.gov. hitps.iclinicaltrials. gov/cl2/showNCT03701324. Accessed April € 2023. 2. Slamon DJ, etal. J Clin Oneei. 2019.27(15 suppl) fabstract TPS527]. 2. Kovatcheva N. et al. Oncotarger 2015.6(10).8226-8242, 4. Rader J, et al. Clin Cancer Res. 2013,19(22).6173-
6182 5. Klein ME. etal Cancer Cel. 2018,234.9-20 6 Gomis RR and Gawrzak S, et al. Mol Oncol. 2017,11:62-78 7. PanH, etal N Eng! J Med 2017,377.1836-1846
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NATALEE: eligible patients

AJCC a?atomlcal TN (M0) NATALEE23

staging
Stage IA T1NO
Stage IB TON1Tmi
TIN1mi
Stage lIA TON1
T1N1

Anatomicalstage | group

Anatomicalstage lll group® Anatomicalstage |l group®

LAX X X

G3, or G2 with Ki-67 2 20%
or high genomic risk®

T2NO

Stage lIB T2N1
T3NO
Stage IllIA TON2
T1N2
: ot T2N2
* MammaPrint high risk T3N1
» EndoPredict high risk T3N2
Stage IlIB T4NO
Eligible T4N1
T4N2
Stage llIC Any TN3

AICC, Amencan Joint Committee on Cancer, G, grade; M, metastasis; NO. no nodal Involvement:; Nimi, nodal micrometastases: N1, 1-3 axiliary lymph nodes; N2, 4-@ axfiiary ymph nodes; N3, 2 10 axliary lymph nodes or collarbone lympn nodes: RS, Recurrence Score; T, tumor;
T, no evidence of primary tumor; T+, tumor is 2cm or less: T2, Tumor is more than 2cm bu less than Scm; T3, tumor is more than Scm: T4, tumor of any size growing into the chestwall or skin. includes inflammatory breast cancer.

*Including stage A (N1/N2), IB (NOMN1T/N2), orllC (N3) ®Capped at 40% (= 2000 patients) Simpiified inclusion criteria are used inthe illustration =High risk as determined by Oncolype DX, Prosigna PAMS0, MammaPrint, or EndoPredict EPclin Risk Score

References: 1. Amin MB. Edge SB. Greene FL. etal, eds. AJCC Cancer Staging Manual. 6th ed. New York NY: Springer; 2017:587-636. 2. Slamon DY, etal. J Clin Onco!. 2019:37(suppl 15) [abstract TPS597]. 3. Data on file. NATALEE CLEEC11012301C (TRIO033). Clinical study

protocol V4.0 Novartls Pharmaceutcals Colp' August 27, 2020
. > L
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Statistical methods

The study was powered at = 85%, assuming a hazard ratio of 0.76 for a one-sided
alpha level controlled at 0.025

* Two interim efficacy analyses were planned at = 350 events and = 425 events,
with the final analysis planned to take place at = 500 events

At the data cutoff (January 11, 2023) for the second interim efficacy analysis of iDFS,
426 iDFS events were documented

Statistical comparison was made by a stratified log-rank test, with a protocol-defined
Lan-DeMets (O’'Brien-Fleming) stopping boundary of a one-sided P < .0128 for
superior efficacy
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Baseline characteristics

infoncology

Bariate RIB + NSAI NSAI Alone All Patients
n = 2549 n = 2552 N = 5101

Age, median (min-max), years 52 (24-90) 52 (24-89) 52 (24-90)
Menopausal status, n (%)

Men? and premenopausal women 1126 (44) 1132 (44) 2258 (44)

Postmenopausal women 1423 (56) 1420 (56) 2843 (56)
Anatomical stage,®® n (%)

Stage IIA 479 (19) 521 (20) 1000 (20)

Stage IIB 532 (21) 513 (20) 1045 (20)

Stage IIl 1528 (60) 1512 (59) 3040 (60)
Nodal status at diagnosis, n (%)

NX 272 (11) 264 (10) 536 (11)

NO 694 (27) 737 (29) 1431 (28)

N1 1050 (41) 1049 (41) 2099 (41)

N2/N3 483 (19) 467 (18) 950 (19)
Prior ET, n (%)¢

Yes 1824 (72) 1801 (71) 3625 (71)
Prior (neo)adjuvant CT, n (%)

Yes 2249 (88) 2245 (88) 4494 (88)
ECOG PS, n (%)

0 2106 (83) 2132 (84) 4238 (83)

1 440 (17) 418 (16) 858 (17)

CT, chemotherapy: ECOG PS, Eastern Cooperative Oncoiogy Group performance status. ET. endocrine therapy; NO, no nodal Involvement: N1, 1-3 axiiary lymph nodes; Nz, 4-9 axiilary iymph nodes: N3, = 10 axiiary lymph nodes or Infra- or supraciavicular lymph nodes; NSAI,

nonsteroidal aromatase inhibitor; NX. regional nodes vrere not assessed. OF S. ovarian function suppression. RIB. ribociclib.

“In the RIB + NSAl am, there were 11 men (0.4%). In the KSAI alone arm there were 9 men {0 4%) ® A total of 14 patients with stage | disease were Included” @ (0. 4%)in the RIB + NSAl am and 5 (0.2%) In the NSAI alone arm = Stage (s derived using THM Trom surgery for patients
having not received (neojadjuvant freatment or as worst slage derived using TNM at diagnosis and TNM from surgery for patients having received (neo)adjuvant ireatment # Prior OFS was received by 870 patients (26 3%) in the RIB + NSAI arm and 620 (24 3%)in the NSAl alone arm
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Patient disposition

Median follow-up of 34.0 months (minimum, 21 months)?2

infoncology

Paraiator i % RIB + NSAI NSAI alone
' n = 2549 n = 2552
Patients treated 2526 (99) 2442 (96)
Patients with treatment ongoing® 1984 (78) 1826 (72)
Patients who discontinued NSAI 542 (21) 617 (24)
Primary reason for treatment discontinuation (NSAI)®
Adverse Event 118 (5) 105 (4)
Patient/Physician decision 256 (10) 296 (12)
Disease relapse 142 (6) 186 (7)
Other? 13(0.5) 15(0.6)
Lost to follow-up 8(0.3) 12(0.5)
Death® 5(0.2) 3(0.1)
Patients who completed ribociclib treatment
22 years (including ongoing) 1449 (57) -
Completed 3 years RIB 515 (20) -
Primary reason for early discontinuation of RIBf -
Adverse Event 477 (19) -

NSAL nonsteroidal aromatase inhibitor, RIB. nbociciib.

+ Randomization to data culoff of January 11. 2023 *In the RIB + NSAI arm. the lreatment is considered ongoing if the patient is continuing either study trealment = All components of ireatment are discontinued ITNSAl is discontinued. 4 includes protocol deviations = Causes of

deathin the RIS + NSAI arm were COVID-10 . and traffic accident. and in patients who had previously discontinued RIB but remained on NSAI, the causes of death were cardiac arrest and brain edema: for patients in the NSA! alone arm. the causes

of death were myocardial infraction, sepsis, and unknown. ‘RIB CDLIIﬂ be discontinued early due lo AES all other reasons for discontinuations would require both components be discontinued and are caplured above
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Ribociclib achieved highly significant iDFS benefit

100 7 * Median follow-up for iDFS was 27.7 months
90
7 9 « Based on the P value of 0.0014, the IDMC
g 70 concluded that the results met the criteria to
2 - demonstrate statistically significant and
2 clinically superior efficacy
b 50-
2 40- . .
g - * Absolute |DFS0 benefit with RIB + NSAI at 3
2 niN (%) 189/2549(7.4)  237/2552(9.3) years was 3.3%
£ 20  3.Year iDFS rate, % 904 87.1
| HR (95% Cl) 0.748 (0.618-0.906) . . . .
10 *
Dvalnes 0014 Risk of invasive disease was reduced by
01, , : , , : : . : 25.2% with RIB + NSAI vs NSAI alone
0 6 12 18 24 30 36 42 48
No. at risk Mantus « i y "
RIB+NSAl 2549 2350 2274 2193 1718 111 31 12 0 * Ongoing patients will remain on treatment and
NSAl alone 2552 2240 2166 2071 1631 1067 286 13 0 fo"ow..up will continue as prespeciﬂed

IDFS. invasive disease—free survival, IDMC. Independent Data Monitoring Committee. HR. hazard ratio; NSAI, nonsteroidal aromatase mhiditor. RIB. rnbocichiv.

= One-sided P value
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IDFS benefit was consistent across prespecified key subgroups

RIB + NSAI NSAl Alone

Subgroup n = 2549 n = 2552 . HR (95% Cl)
Menopausal status t
Men and premenopausal women 71/1126 93/1132 o 0.722 (0.530-0.983)
Postmenopausal women 118/1423 144/1420 ] 0.781 (0.613-0.997)
AJCC stage '
Stage Il 49/1011 65/1034 e 0.761 (0.525-1.103)
Stage lll 140/1528 1721512 ey 0.740 (0.592-0.925)
Prior CT )
Neoadjuvant 111/1085 132/1095 = 0.785 (0.610-1.011)
Adjuvant 63/1223 89/1220 ] 0.671 (0.486-0.927)
Prior ET !
Yes 127/1824 157/1801 I~ 0.756 (0.598-0.955)
No 62/725 80/751 —e—h 0.774 (0.556-1.079)
Region 1
North America/Western Europe/Oceania 111/1563 139/1565 D—.:—l 0.759 (0.591-0.974)
Rest of world 78/986 98/987 ——| 0.757 (0.562-1.019)
Histological grade at time of surgery f
Grade 1 9/213 121217 ——— 0.778 (0.328-1.846)
Grade 2 102/1460 125/1432 ol 0.748 (0.577-0.973)
Grade 3 61/684 78/702 —e—H 0.776 (0.555-1.085)
Ki-67 status® !
Ki-67 <20% 76/1199 95/1236 —— 0.801 (0.593-1.083)
Ki-67 > 20% 82/920 105/938 . 0.746 05
Nodal status®* E
NO 16/285 28/328 —e—— (0.341-1.165)
N1-N3 = 73/2261 208/2219 (0.630-0.944
AJCC. American Joint Committee on Cancer. CT. chemotherapy. ET. endocnine therapy. iDFS. invasive disease-free survival.
NSAI, nonsteroidal aromatase inhibitor; RIB, ribocichin 00 05 10 15 20 25 30
;:::umrgafglzgé::mﬁs;ed;m:sstams classification according to AJCC staging. = Nodal status is from the worse stage denved Hazard Rati_o

Favotg RIB + NSAl Favors NSAI'anno
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Consistent improvement in DDFS with ribociclib

Distant Disease—Free Survival

100 4
90
= g0+
g
704
@
o 60
' ;
50
$
g 40-
a RIB + NSAI NSAI Alone .
£ 07 N 167/2549(6.6) 212/2552(8.3)
& 20+ 3-Year DDFS rate, % 90.8 88.6
o] HR(@5%CI) 0.739 (0.603-0.905)
P value® 0017 .
0 B Ll I 1 i Ll I I Ll I
0 6 12 18 24 30 36 42 48
No. at risk Montha
RIB + NSAI 2549 2352 2280 2199 1729 1119 311 12 0
NSAl alone 2552 2244 2168 2080 1643 1076 288 13 0

DOFS, distant gisease-free survival; ET, endocrine therapy: HR. hazard rato: NSAL nonsteroidal aromatase inhibitor: RIB, ribociclib.

Powered by .|r ’Q'éd'

* One-sided P value * Excluding basal and squamous cell carcinomas of the skin

Distant disease—free survival is defined as the
time from date of randomization to date of first
event of distant recurrence, death (any cause),
or second primary non-breast invasive cancer®

The one-sided nominal P value was .0017

Absolute distant disease—free survival benefit
with RIB + NSAI at 3 years was 2.2%

Risk of distant disease was reduced by 26.1%
with RIB + NSAI vs NSAI alone

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



" g(s)gg Focus sulle novita

&

infoncology

Ribociclib showed a trend for improved OS

Overall Survival

100 A
90 +
80
°\o 70
S 60
g
& 50
T 401
& RIB + NSAl | NSAI Alone
n/N (%) 61/2549(2.4) 73/2552(2.9)
20 1
HR (95% CI) 0.759 (0.539-1.068)
97 pyalyea 0563
0_ T T T T T T T T T
0 6 12 18 24 30 36 42 48
No. at risk Months
RIB + NSAI 2549 2405 2337 2303 1905 1338 451 21 0
NSAl alone 2552 2303 2256 2209 1823 1273 385 22 0

HR, hazard ratio; NSAI, nonsteroicdal aromatase inhibitor; OS, overall survival, RIE, nbocichb.
* One-sided nominal P value.

Median follow-up for OS was 30.4 months

Additional follow-up for OS is planned

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Ribociclib at the 400-mg dose was safe and well tolerated

RIB + NSAI NSAI Alone
n=2524 n = 2444
AESls, % Any Grade Grade23 AnyGrade Grade=3
» The most frequent all-grade AEs (RIB +
Neutropenia" 62.1 438 4.5 0.8 NSAI vs NSAI alone) Ieading to
Febrile neutropenia 0.3 0.3 0 0 discontinuation were:
Liver-related AEs® 254 8.3 10.6 15 = Liver-related AEs: 8.9% vs 0.1%
QT interval prolongation 52 1.0 12 05 = Arthralgia: 1.3% vs 1.9%
ECG QT prolonged 4.2 0.2 0.7 0
ILD pneumonitis® 15 0 0.8 0.1 *  Most of the AE _discontinuations of RIB
= occurred early in treatment
Other clinically relevant AEs,% = Median time of these
Arthralgia 36.5 1.0 42.5 13 discontinuations was 4 months
Nausea 23.0 0.2 75 0.04
Headache 22.0 04 16.5 0.2
Fatigue 219 0.7 12.7 0.2
Diarrhea 14.2 0.6 54 0.1
VTE 14 0.6 0.6 0.2

AE. adverse event. AESI, adverse event of special interest. ILD, interstitial lung disease. MedDRA. Medical Dictionary for Regulalory Activities NSAI. nonsteroidal aromatase inhibitor, RIB, ribociclib
= This is a grouped term that combines neutropenia and neutrophll count decreased * This is a grouped term that includes all preferred tems identified by slandardized MedDRA queries for drug-reiated hepatic disorders = Thisis a grouped term. # This s a grouped term that includes all
preferred terms identified by standardized MedDRA queries for interstitial lung disease.
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Favorable safety profile with ribociclib 400 mg vs 600 mg

AESIs in the RIB + ET arm

I

100 |
2 : =
>, 90 Neutropenia® ECG QT Prolongation® :
& 80 74% S :
L | © 1
% 70 62% L2 |
2 60 '3 :
9 Lo |
3 50 ) !
E 40 :8 1
o I E :
8 30 ; !
g 20 — NATELEE  POMSIMGHALERSA: |
2 10 4.2% 6.5% U

0 B Al Grade [l Grade =3
NATALEE Pooled MONALEESA  NATALEE Pooled MONALEESA

* Compared with RIB at a starting dose of 600 mg, the standard of care in the ABC setting, RIB at a 400-mg starting
dose in the EBC setting showed lower rates of dose-dependent toxicities (neutropenia and QTc prolongation)’

* Anew QTcF interval of > 500 ms was infrequent in both the RIB + NSAI and NSAI alone arms (0.1% vs < 0.1%), as
was an increase from baseline of > 60 ms (0.8% vs 0.1%, respectively)®
ABC. advanced breast cancer, EBC, early breastcancer, ECG. electrocardiogram, ET, endocrine therapy. NSAI, nonsteroidal aromalase inhibitor, QTcF, QT inferval corrected by Fridericia. RIB. ribocicli

2 This is a grouped term that combines neutropenia and neutrophil count decreased. ® This is a preferred term. © The QTcF values reported in NATALEE are based on ECG abnomalities.
Reference: 1. BUris HA, et al. Br J Cancer. 2021,125.679-586.
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Conclusions

* NATALEE met its primary end point at the second interim efficacy analysis,
demonstrating a statistically significant and clinically meaningful improvement in
iIDFS with ribociclib + NSAI over NSAI alone

« IDFS benefit was consistent across prespecified key patient subgroups

» Results for secondary end points consistently favored ribociclib + NSAI over
NSAI alone

« The 3-year regimen of ribociclib at a 400-mg starting dose in the adjuvant setting
was well tolerated

NATALEE results support ribociclib + NSAI as a new treatment of choice in a broad

population of patients with stage Il or |ll HR+/HER2- EBC at risk of recurrence,
including patients with node-negative disease

EBC, earlybreast cancer, HERZ, human epidermal growtn factor receptor 2; HR, hormone receptor, IDFS, Invasive disease-free survival, NSAI, nonsteroldal aromatase inhinitor
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