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Background

* The majority of breast cancer cases are diagnosed at early stages (stage I-11)*

* The current standard-of-care therapy for patients with HR+/HER2- EBC is surgery

with or without chemotherapy or radiation, followed by 5 to 10 years of adjuvant
endocrine therapy?

* The goal of treatment in the EBC setting is curative; however, even after receivin
adjuvant endocrine therapy, one-third of patients with stage |l and more than half
of patients with stage IIl HR+/HER2- EBC will experience disease recurrence
within two decades after diagnosis?

* Ribociclib is a CDK4/6 inhibitor that improved progression-free and overall

survival while maintaining or improving quality of life in patients with HR+/HER2-
advanced breast cancer (stage V)4

 The NATALEE study was designed to assess ribociclib plus standard-of-care
endocrine therapy in patients with HR+/HER2- EBC with the aim of addressing
the unmet need for this broad patient population

1. Igbal J, et al. JAMA. 2015;313:165-173. 2. Pistilli B, et al. Am Soc Clin Oncol Educ Book. 2022;42:1-13. 3. Pan H, et al. N Engl J Med. 2017;377:1836-1846. 4. Hortobagayi GN, et al. N Engl ] Med 2022;386:942-50. 5. Slamon DJ, et al. N Engl J

Med. 2020;382:514-24.6. Im SA, et al. N Engl J Med. 2019;381:307-316. 7. Verma S, et al. Breast Cancer Res Treat. 2018;170:535-545. 8. Fasching PA, et al. Breast. 2020;54:148-154. 9. Harbeck N, et al. Ther Adv Med Oncol.
2020;12:1758835920943065.
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Rb as a Master Regulator of the G1/S Checkpoint'

B CDC2

2]  Protein kinases control cell cycle progression and rely on
extent of pRb dephosphorylation associations with regulatory subunits called cyclins

NG » Cyclin-dependent kinases (CDK) 4/6 associate with cyclin
D and hyperphosphorylate Rb

* Hyperphosphorylation of Rb inactivates Rb and allows the
hypophosphorylation cell to progress from G1 to S phase

"Gﬁz‘”ﬁ * P16 inhibits the CDK4/6-cyclin D complex

« CDK4/6 inhibition has been demonstrated to lead to
cellular senescence in preclinical studies

'f_ —‘- hyperphosphorylation

E CDK2

Can inhibiting CDK4/6-cyclin D prevent
hyperphosphorylation of Rb and thereby prevent cell
cycle progression?

bl‘@(lST
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Randomized Trials with cdk4/6-Inhibitors in First-Line Metastatic, HR+
Breast Cancer

Study No. of mPFS in HR P HR P
patients mos PFS os
(95% CI)

PALOMA-1
- Letrozole 81 33(39) 58 10.2 (5.7-12.6) 0.488 0.0004 0.90 0.281
- Letrozole + palbociclib 84 43 (56) 81 20.2(13.8-27.5)  (0.319-0.748) (0.62-1.29)
PALOMA-2
- Letrozole + placebo 222 35 (44) 71 14.5 (12.9-17.1) 0.58 <0.0001 0.96 0.34
- Letrozole + palbociclib 444 42 (55) 84 24.8(22.1-NR) (0.46-0.72) 0.78-1.18
MONALEESA-2
- Letrozole + placebo 334 28 (37) 72 14.7 (13.0-16.5) 0.556 0.00000329 0.76 0.004
- Letrozole + ribociclib 334 41 (53) 80 NR(19.3-NR)  (0.429-0.720) (0.63-0.93)
MONALEESA-3
- Fulvestrant + placebo 238 N/A N/A 18.3 (N/A) 0.577 N/A, but 0.64 N/A, but
- Fulvestrant + ribociclib 129 N/A N/A NR (N/A) (0.415-0.802) =Ll (0.46-0.88)  <0.05
MONALEESA-7
- Tamoxifen/NSAI +

GnRH + placebo 337 30(36) 67 13.0 (11.0-16.4) 0.553 BHLLLIL LT 0.76 0.0097
- Tamoxifen/NSAI + (0.441-0.694) (0.61-0.96)

GnRH + ribociclib 335 41(51) 80 ALY
MONARCH-3
- NSAI + placebo 165 35(44) 72 14.7 0.543 0.000021 0.80 0.0664
- NSAI + abemaciclib 328 48 (59) 78 NR (0.409-0.723)

Finn RS, et al. Lancet Oncol, 16(1):25 - 35, 2015; Finn RS, et al. NEJM 375(20):1925-36, 2016; Hortobagyi GN, et al. NEJM 375(18):1738-48, 2016; Goetz MP, et al. J Clin Oncol 35(32):3638-3646,
2017; Tripathy D, et al. SABCS 2017 GS2-05; Slamon DS, et al. Ann Oncol 32(8):1015-24, 2021

club

}:]bh]b Diasy L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A



EarLEE-1: Adjuvant Therapy For High-Risk
Early Breast Cancer

EarLEE-1 is a double-blind, randomized, placebo-controlled, multicenter, international
phase 3 study of ribociclib + endocrine therapy (Target N ~ 2,000)

(HR+ HER2-EBC Endocrine therapy= + E';Dd. Pom.ts
*Men and pre- and Ribociclib r ynary.
postmenopausal (600 mg/d, 3 weeks on/1 IDFS
women week off x 26 cycles [24 mo]) Secondary:
*High risk of recurrence RFS
-AJCC 8th ed, Prognostic )
Stage Group Il Endocrine therapy + DDFS
-Residual disease in LN(s) Placebo 0S
and breast tissue after (3 weeks on/1 week off Q L
neoadjuvant 0
\ chemotherapy / x 26 Cydes [24 mo]) S af ety

3 Endocrine therapy can be started up to 12 weeks before randomization and continue for at least 60 months.

Randomization stratification factors:

Menopausal status: men and premenopausal women vs postmenopausal women
Risk group: IlIA vs llIB/C vs residual disease after neoadjuvant chemotherapy
Geographical region: North America/Europe/Australia vs rest of the world

AJCC, American Joint Committee on Cancer; EBC, early breast cancer; DDFS, distant disease-free survival, HER2-, human epidermal growth factor receptor-2—
negative; HR+, hormone receptor-positive; iDFS, invasive disease-free survival; LN, lymph node; NACT, neoadjuvant chemotherapy; OS, overall survival;
Qol, quality of life; RFS, recurrence-free survival.

NCT03078751. 15 June 2017
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EarLEE-2: Adjuvant Therapy For

Intermediate-Risk Early Breast Cancer

EarLEE-2 is a double-blind, randomized, placebo-controlled, multicenter,
international phase 3 study of ribociclib + endocrine therapy (Target N ~ 4,000)

~

("\HR+, HER2— EBC E"docg i_ge th?_Lapya * End Points
Men and pre- and IDOCICIl ] :
postmenoppausa| (600 mg/d, 3 weeks on/1 .P!‘ imary.
women week off x 26 cycles [24 IDFS
«Intermediate risk of moj) Secondary:
recurrence RFS
-AJCC 8th ed, Prognostic Endocrine therapy? + DDFS
Stage Group I Placebo
'Eﬁe';r?;agjr‘;‘;?”;ndm (3 weeks on/1 week off OS
\_ endocrine therapy ) 26 cycles [24 mo]) QoL
Safety

2 Endocrine therapy can be started up to 12 weeks before randomization and continue for at least 60 months.

Randomization stratification factors:

Menopausal status: men and premenopausal women vs postmenopausal women
Risk group: IIAvs |IB

Geographical region: North America/Europe vs rest of the world

Prior adjuvant therapy: yes/no

AJCC, American Joint Committee on CGancer; EBC, early breast cancer; DDFS, distant disease-free survival; HER2—, human epidermal growth factor receptor-
2—-negative; HR+, hormone receptor-positive; iDFS, invasive disease-free survival; LN, lymph node; OS, overall survival; QoL, quality of life; RFS, recurrence-
free survival.

NCT03081234.

5June 2017
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NATALEE study designt~

 Adult patients with HR+/HER2- EBC Ribociclib
* Prior ET allowed up to 12 mo 400 mg/day Primary End Point
« Anatomical stage IIA2 3 weeks on/1 week off — iDFS using STEEP criteria
* NO with: for 3y
» Grade 2 and evidence of high risk: Secondarv End Points
. Ki-67 = 20% NISYAY y :
» Oncotype DX Breast Recurrence Score = 26 or Letrozole or B Rfacurren_ce-free fsurwval ival
+ High risk via genomic risk profiling anastrozoled for = 5 y — Distant disease—free surviva
 Grade 3 + goserelin in men - 0OS
" Ni an%l reme:noI ausal - PROs
e Anatomical stage 1IB2 P Womenp = Safety and tolerability
- NOor N1 - PK
« Anatomical stage llI
« NO, N1, N2. or N3 NSAI Exploratory End Points
I N = 5101b I Letrozole or — Locoregional recurrence—free
anastrozoledfor=5y survival
Randomization stratification + goserelin in men — Gene expression and alterations in
Anatomical stage: [l vs Il and premenopausal tumor ctDNA/ctRNA samples

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

a Enroliment of patients with stage Il disease was capped at 40%. ®5101 patients were randomized from 10 Jan 2019 to 20 April 2021. ¢ Open-label design. ¢ Per investigator choice.
CT, chemotherapy; ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; N, node; NSAI, nonsteroidal aromatase inhibitor; OS, overall survival; PAM50, 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.
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NATALEE study design: unique features'?

....... 4 R
- Adult patients with HR#/HER2-EBC (T s Rationale for 400 mg RIB
400 mg/da H  To improve tolerability while

*a
e
VI
[
"y,
L]
L]
L]
L]
Ll

+"NO with:  for3y e maintaining efficacy )

- Grade 2 and evidence of high risk: ~ "**e., -, Se\*

+ Ki-67 = 20% e .
» Oncotype DX Breast Recurrence Score = 26 or / Ra‘“ on al e for b ro ad \ ."o, / R t I f 3 \
ationale 10r o-year

» High risk via genomic risk profiling

- Grade 3 population of patients .
. N1 ‘ Patients with stage Il and Il|
¥ Anatomical stage IIB* HR+/HER2- EBC, including ’

« NOorN1 .
p Anatomical stage Il those with no nodal rolong cell cycle arrest
! involvement, are at risk of E P g y

e NO, N1, N2, or N3 .
e , and drive more tumor cells
disease recurrence up to

L . : into irreversible senescence>’
Randomization stratification Qecades after mltlal dlagnOSIS?)y W

Anatomical stage: Il vs llI
Menopausal status: men and premenopausal women vs postmenopausal women tumor ctDNA/ctRNA samples

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

treatment duration
Extended duration of
treatment is crucial to

L 4
L4
L4
L4
v
22
22
.
L4
L 4
L4
L4
L4
L4
*
*
*
*
v
*
‘e
v

a Enrollment of patients with stage Il disease was capped at 40%. ° 5101 patients were randomized from 10 Jan 2019 to 20 April 2021. © Open-label design. ¢ Per investigator choice.

CT, chemotherapy; ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; N, node; NSAI, nonsteroidal aromatase inhibitor; OS, overall survival, PAM50,
prediction analysis of microarray 50; PK, pharmacokinetics; PRO, patient reported outcome; R, randomized; RIB, ribociclib; STEEP, Standardized Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials.

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed April 6 2023. 2. Slamon DJ, et al. J Clin Oncol. 2019;37(15 suppl) [abstract TPS597]. 3. Gomis RR and Gawrzak S, et al. Mol Oncol. 2017;11:62-78. 4. Pan H, et al. N Engl J Med. 2017;377:1836-1846.
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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

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

e 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

L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A




Baseline characteristics

Parameter RIB + NSAI NSAI alone All patients
n = 2549 n = 2552 N=5101

Age, median (min-max), years 52 (24-90) 92 (24-89) 52 (24-90)
Menopausal status, n (%)

Premenopausal women and men? 1126 (44) 1132 (44) 2258 (44)

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

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

Stage 11B 532 (21) 513 (20) 1045 (20)

Stage Il 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 (%)d

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)

#|n the RIB+NSAI arm there were 11 men (0.4%) and in the NSAI alone arm there were 9 men (0.4%). ® A total of 14 patients with Stage | disease were included: 9 pts (0.4%) in the RIB + ET arm and 5 pts (0.2%) in the ET alone arm. = Stage is derived using TNM from surgery for
patients having not received (neo)adjuvant treatment, or as worst stage derived using TNM at diagnosis and TNM from surgery for patients having received (neo)adjuvant treatment. @ Prior OFS was received by 670 pts (26.3%) in the RIB + NSAI arm and 620 pts (24.3%) in the NSAI
alone arm

CT, chemotherapy: ET, endocrine therapy: NO, no nodal involvement; N1, 1-3 axillary lymph nodes: N2, 4-9 axillary lymph nodes; N3, 10 or more axillary lymph nodes or collarbone lymph nodes; NSAI, nonsteroidal aromatase inhibitor; NX, regional nodes were not assessed.
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Patient Disposition

Second Interim Efficacy Analysis

Data cutoff: January 11, 2023
IDFS events: n=426

Final iDFS Analysis
Data cutoff: July 21, 2023
IDFS events: n=509

A

Ribociclib + NSAI, n=2549
 NSAI ongoing: 1984 (77.8%)
* RIB ongoing: 1147 (45.0%)
« Stopped RIB: 1377 (54.0%)
» Completed 3 years: 515 (20.2%)

- Early discontinuation: 862 (33.8%)
» Discontinued due to AEs: 477 (18.7%)

A

Ribociclib + NSAI, n=2549
 NSAIl ongoing: 1914 (75.1%)
* RIB ongoing: 528 (20.7%)
« Stopped RIB: 1996 (78.3%)
« Completed 3 years: 1091 (42.8%)

- Early discontinuation: 905 (35.5%)
» Discontinued due to AEs: 498 (19.5%)

NSAI alone, n=2552
« NSAI ongoing: 1826 (71.6%)
« Discontinued NSAI: 617 (24.2%)

AE, adverse event; RIB, ribociclib.
Slamon D, et al. ASCO 2023. Oral LBA500.

breast
U Journal
club

NSAIl alone, n=2552
« NSAI ongoing: 1748 (68.5%)
» Discontinued NSAI: 693 (27.2%)
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Invasive Disease—-Free Survival

100 4
90 -
R
— 80 =
[1+]
=
S 704
=3
[72]
§ 60 - .
& 504
[72]
3
g 40+ ! .
¢ | RIB +NSAI NSAI alone
§ Events/n (%) 226/2549 (8.9) 283/2552 (11.1)
£ 20 3-YeariDFS rate, % 90.7 87.6
10 - Hazard ratio (95% CI) 0.749 (0.628-0.892)
0 Nominal 1-sided P value .0006
| | I | 1 | I | | |
0 6 12 18 24 30 36 42 48 54
No. at risk Months
RIB + NSAlI 2549 2350 2273 2204 2100 1694 1111 368 21 0

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

1_Slamon D. etal. ASCO 2023. Oral LBA500.

breast
U Journal
club

The median follow-up for IDFS was 33.3
months (maximum, 51 months)—an
additional 5.6 months from the second
interim efficacy analysis’

The absolute iDFS benefit with ribociclib
plus NSAIl was 3.1% at 3 years

The risk of invasive disease was
reduced by 25.1% with ribociclib plus
NSAI vs NSAI alone

L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A



IDFS Across Key Prespecified Subgroups

RIB + NSAI NSAIl alone
Subgroup Events/n 3-yiDFSrate,% Events/n 3-yiDFS rate,% Hazard ratio 95% ClI
Menopausal status :
Men and premenopausal women 83/1125 91.8 114/1132 88.2 e 0.688 0.519-0.913
Postmenopausal women 143/1424 89.7 169/1420 87.1 Ho— 0.806 0.645-1.007
AJCC stage !
Stagell 55/1101 94.2 80/1034 92.6 —a— 0.700 0.496-0.986
Stage lll 170/1528 88.1 203/1512 838 - 0.755 0.616-0.926
Prior CT :
Yes 203/2249 90.5 255/2245 87.1 - 0.746 0.620-0.897
No 23/300 92.0 28/307 91.2 r—t— 0.852 0.491-1.479
Region :
North America/\Westem Europe/Oceania 131/1563 91.1 166/1565 87.5 o 0.748 0.595-0.941
Rest of world 95/986 90.1 117/987 87.6 = 0.774 0.591-1.015
Histological grade at time of surgery :
Grade 1 9/213 95.1 13/217 93.1 |—ﬂ|——| 0.708 0.303-1.657
Grade 2 118/1460 91.5 155/1432 88.0 o 0.696 0.548-0.885
Grade 3 80/684 87.5 89/702 85.9 e 0.890 0.658-1.204
Ki-67 status® :
Ki-67 =20% 93/1199 91.8 117/1236 89.8 o 0.794 0.605-1.042
Ki-67 >20% 98/920 89.0 125/937 84.9 I-‘T—l 0.743 0.570-0.988
Nodal status®® :
NO 20/285 93.2 31/328 90.6 ——1 0.723 0.412-1.288
N1-N3 206/2261 90.3 251/2219 87.1 M- 0.759 0.631-0912
Prior ET :
Yes 150/1826 914 186/1805 88.4 i 0.755 0.609-0.936
No 76/723 88.9 97/747 858 e 0.771 0.571-1.040
00051015 20 25 3.0
AJCC, American Joint Committee on Cancer; CT, chemotherapy. Hazard ratio
a From archival tumor tissue. P Nodal status classification according to AJCC staging. < >
© Nodal status is from the worst stage derived per surgical specimen or at diagnosis. FavorsRIB+ NSAl Favors NSAl alone
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IDFS by Anatomical Stage

Stage Il Stage llI
1004 ® : e 100 -
90 - W 90 -
ij 80 l: 80
2 2
e 70 > 70-
? ?
§ 60- $ 60- |
E‘ 50 - Median follow-up: 38.6 mo E 50 - Median follow-up: 33.1 mo
1] [3:]
3 401 RIB + NSAI | NSAI alone 2 40 RIB + NSA| [
[ [
»E 3094 Events/n (OA)) 55/1011 (5_44) 80/1034 (7_74) -E 304 Events/n (%) 170/1528 (11.1) 203/1512 (13.4)
£ 209 3.Year iDFS rate, % 94.2 92.6 £ 207 3-Year iDFS rate, % 88.1 83.8
91 Hazard ratio (95% Cl) 0.700 (0.496-0.986) 07 Hazard ratio (95% CI) 0.755 (0.616-0.926)
0_ I I I I I I I I I | O_ I I I I | I I I I 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Months No. at risk Months
RIB+NSAl 1011 929 902 883 859 841 611 194 15 0 RIB + NSAI 1528 1411 1362 1312 1232 844 496 174 6 0
NSAlalone 1034 948 924 893 872 840 609 203 18 0 NSAlalone 1512 1289 1241 1183 1099 753 456 151 8 0

= The risk of invasive disease was reduced by 30.0% for stage Il and by 24.5% for stage IlI
disease with ribociclib plus NSAI vs NSAI alone
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IDFS by Nodal Status

NO N1-N3
100 - 100 A
- h—m 90 -
= 80 = g0
s s
g 70 g 70 -
E 60 - E 60 :
E’ - Median follow-up: 38.7 mo E’ . Median follow-up: 33.2 mo
(1] (3]
2 a0- RIB + NSAI | NSAlalone [EEEARTE RIS + NSAL_|_NSAl alone
2 %1 Events/n (%) 201285 (7.0)  31/328 (9.5) % 0| Eventsin (%) 206/2261 (9.1) 251/2219 (11.3)
= 297 3.Year iDFS rate, % 93.2 90.6 £ 20 3-Year iDFS rate, % 90.3 87.1
1 Hazard ratio (95% Cl) 0.723 (0.412-1.268) "7 Hazard ratio (95% Cl) 0.759 (0.631-0.912)
0 04
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Months No. at risk Months
RIB + NSAI 285 262 258 250 244 235 177 67 5 0 RIB + NSAlI 2261 2085 2012 1951 1853 1458 934 301 16 0
NSAI alone 328 300 294 287 276 258 188 80 5 0 NSAl alone 2219 1938 1873 1791 1697 1337 877 273 21 0

= The risk of invasive disease was reduced by 27.7% for node-negative and by 24.1% for node-
positive disease with ribociclib plus NSAI vs NSAI alone
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Distant Disease—-Free Survival

100 S
90 - = The absolute DDFS?2 benefit with
2 go ribociclib plus NSAl was 2.7% at 3 years
[
S 70 : : :
> = The risk of distant disease was reduced
60 . . T
e by 25.1% with ribociclib plus NSAI vs
g 50- NSAI alone at the final analysis
o
§ a0
S RIB + NSAI NSAI alone
30 -
é Events/n (%) 204/2549 (8.0)  256/2552 (10.0)
8 204 3-Year DDFS rate, % 92.9 90.2
.,| Hazard ratio (95% Cl) 0.749 (0.623-0.900)
Nominal 1-sided P value .0010
0- I | | I | I 1 I | I
0 6 12 18 24 30 36 42 48 54
No. at risk Months
RIB + NSAlI 2549 2352 2280 2212 2113 1704 1119 369 21 0
NSAl alone 2552 2245 2171 2091 1990 1609 1080 356 26 0

DDFS5, distant disease—free survival.
aDDFS is the time from randomization to the date of the first event of distant recurrence, death by any cause, or second primary nonbreast invasive cancer (excluding basal and squamous cell carcinomas of the skin).
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Overall Survival

100 A _'““”‘““W_._hcm::
90 - = The median follow-up for OS was

80 - 35.9 months at the final analysis
2 707 = The OS data require longer-term
S 60- follow-up, as there were fewer than
% 50 - 4% of events in both treatment arms
E 40 -
§ RIB + NSAI NSAI alone
30
Events/n (%) 84/2549 (3.3) 88/2552 (3.4)
20
3-Year OS rate, % 97.0 96.1
07 Hazard ratio (95% CI) 0.892 (0.661-1.203)
0 - 1 | | I | I | 1 | |
0 6 122 18 24 30 36 42 48 54
No. at risk Months
RIB + NSAI 2549 2405 2337 2305 2259 1902 1259 455 24 0
NSAl alone 2552 2302 2256 2209 2158 1815 1207 444 31 0
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NATALEE iDFS by age NATALEE iDFS by menopausal status

IDFS benefit with ribociclib + NSAI across age groups IDFS benefit with ribociclib + NSAI across pre- and postmenopausal patients
<65 years 265 years Premenopausal women and men Postmenopausal women
1001 100] ==t 100 100
. ] . N e o . W
e Rt i I = = - e
S 80 Z 80 2z 807 S 80
€ g 5 g
a 8 2] 0 @
g 60 g e g 60 § 6o
(=4 W w
S 401 3 a0 g 401 3 401
2 RIB + NSAI | NSAI Alone a RIB + NSAI | NSAI Alone & Ll NSAI Alone 2 NSAI Alone
2 201 n/N 155/2142 195/2186 % 20 n/N 34/407 42/366 _g 204 n/N 71/1126 93/1132 .5 20 n/N 118/1423 44/1420
2 2 .
§ 3-Year iDFS rate, % 90 87 g 3-Year iDFS rate, % 90 86 E 101 3-Year iDFS rate, % 91 89 E 3-Year iDFS rate, % 90 86
E £ E
£ o/ HR(95%Cl) 0.765 (0.619-0.944) ,| HR(95%CI) 0.723 (0.460-1.137) o HR(95%CI) 0.722 (0.530-0.983) | HR(ES%C) 0.781 (0.613-0.997)
0 6 12 18 24 30 3 42 48 0 6 12 18 24 30 3 42 48 0 10 20 30 a0 0 10 20 2 40
No. at risk Months No. at risk Months No. at risk Months No. at risk Months
RIB + NSAl 2142 1985 1928 1860 1448 918 253 9 0 RIB + NSAl 407 365 346 333 270 193 58 3 0 RIB + NSAI 126 1029 923 470 5 RIB + NSAI 1423 1269 1126 641 18
NSAl alone 2186 1913 1861 1777 1379 897 231 8 0 NSAl alone 366 327 305 294 252 170 55 5 0 NSAI alone . 991 356 448 7 NSAI alone 1420 1214 1080 618 14

iDFS, invasive disease-free survival, NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

NATALEE iDFS by local Ki-67
Ribociclib + NSAI prolonged iDFS regardless of Ki-67 score?

iDFS, invasive disease-free survival, NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

Ki-67 <20% Ki-67 >20%
100 1001 = ——
2 = =
3 3
> ] 2 80
: :
3 =
7] @
$ e g o
5 i
] @
[y} 401 1] 404
Q @
g RIB + NSAI | NSAI Alone g RIB + NSAI [ NSAI Alone
@ n/N 76/1199 95/1236 @ n/N 82/920 105/938
% | 3YeariDFS rate, 92 90 g | sYeariDFsrate,% 89 84
> >
£ HR (95% CI) 0.801 (0.593-1.083) £ HR (95% CI) 0.746 (0.559-0.996)
0 0
0 6 12 18 24 30 36 42 48 0 6 12 18 2 20 36 2 48
No. at risk Months No. at risk Months
RIB+NSAl 1199 1099 1073 1040 783 502 139 7 0 RIB+NSAl 920 85 823 797 654 408 113 2 0
NSAl alone 1236 1107 1077 1037 802 521 130 4 0  NSAlalone 938 813 784 745 604 383 106 6 0

& Locally tested
iDFS, invasive disease-free survival; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.
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Safety Profile of Ribociclib at 400 mg

RIB + NSAI NSAI alone
n=2525 n=2442 = No AESiIs or clinically relevant AEs
AESls, % g?:c)l,e Grade 23 g?:ge Grade 23 !ncreaseq >'|_% anq only a 0.8%
Neutropenia? 62.5 443 46 0.9 increase in discontinuations was
Febrile neutropenia 0.3 0.3 0 0 observed in this updated analysis1
Liver-related AEsP 26.4 8.6 11.2 1.7
_ _ = The most frequent reason for
QT interval prolongation® 5.3 1.0 14 0.6 . . . . o
ECG QT prolonged 43 0.3 0.7 0 discontinuation of ribociclib was
Interstitial lung disease/pneumonitis? 1.5 0 0.9 0.1 liver-related AEs
Other clinically relevant AEs, %
Arthralgia 37.3 1.0 43.3 1.3
Nausea 23.3 0.2 7.8 0.0
Headache 22.8 0.4 17.0 0.2
Fatigue 22.3 0.8 13.2 0.2
Diarrhea 14.5 0.6 5.5 0.1
VTE® 1.5 0.6 0.8 0.4

AESI, adverse event of special interest; ECG, electrocardiogram; MedDRA, Medical Dictionary for Regulatory Activities; VTE, venous thromboembolism.

a Grouped term that combines neutropenia and neutrophil count decreased. ® Grouped term that includes all preferred terms identified by standardized MedDRA queries for drug-related hepatic disorders. © Grouped term. 9 Grouped term that includes all
preferred terms identified by standardized MedDRA queries for interstitial lung disease. ® Grouped term that includes all preferred terms identified by standardized MedDRA queries for venous thromboembolism.

1. Slamon D, et al. ASCO 2023. Oral LBA500.
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Conclusions

* In the protocol-specified final iDFS analysis of NATALEE, ribociclib plus
NSAI demonstrated a statistically significant improvement in iDFS over
NSAI alone, with 78.3% of patients no longer on ribociclib treatment
at data cutoff

* The iDFS benefit was consistent across key prespecified subgroups, regardless
of stage, nodal status, age, menopausal status and Ki67

e Ki67Results for distant disease—free survival favored ribociclib + NSAI over
NSAI alone

* The incidence of the most frequently observed adverse events was
stable with additional follow-up, with the 3-year regimen of ribociclib
(400-mg starting dose) being well tolerated in the adjuvant setting
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NATALEE - iDFS Analyses Over Time

Analysis time points Sef:ond interi m. Protocol-spt.acified final 4-year .
efficacy analysis' iDFS analysis? landmark analysis
Data cutoff 11 Jan 2023 21 July 2023 29 April 2024
Median follow-up for iDFS, months 217 33.3 447
iDFS events 426 509 603
Off RIB treatment 54.0% 78.3% 100%
Completed 3 years of RIB treatment 20.2% 42 8% 62.8%

Fasching P, et al., ESMO, 24 September 2024
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Patient Disposition

All patients are off ribociclib and 62.8% completed 3-years

h (%) RIB + NSAI NSAI alone
N=2549 N=2552
Randomized 2549 (100) 2332 (100)
Treated 2526 (99.1) 2441 (95.7)
NSAI treatment ongoing 1794 (70.4) 1628 (63.8)
Completed 3y RIB treatment 1601 (62.8) -
RIB NSAI NSAI
Early discontinuation 923 (36.2) 132 (28.7) 813 (31.9)
Primary reason for early discontinuation
Disease relapse 127 (5.0) 196 (7.7) 267 (10.5)
AE 909 (20.0) 136 (5.3) 124 (4.9)
Patient/Physician decision 160 (6.3) 206 (8.1) 189 (7 4)
Lost to follow-up 8 (0.3 15 (0.6) 21 (0.8)
Death 5 (02 6 (02 6 (0.2
Other? 114 (4.5) 169 (6.6) 197 (7.7)

- At the data cutoff, median duration of exposure to study treatment was 45.1 months in the RIB + NSAl arm
vs 45.0 months in the NSAI alone arm
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NATALEE - iDFS in the Intent-to-treat Population

100 —
% :
— 80 : :
s ! :
> ! !
2 | i
] 60 I 1
2 ! !
% E E
© ! ]
g 404 5 5
E Median follow-up for iDFS, 44.2 mo? i ]
S RIB + NSAI NSAI alone
c

Events/n (%) 263/2549 (10.3) 340/2552 (13.3)
Hazard ratio (95% CI) 0.715 (0.609-0.840)
04 Nominal 1-sided P value <0.0001
1 I [ [ | [ T I | [ | [
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
RIB + NSAlI 2549 2351 2275 2207 2133 2078 1843 1480 914 155 8 0
NSAIl alone 2552 2240 2168 2082 2006 1935 1687 1366 848 150 6 0
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NATALEE - iDFS in the Intent-to-treat Population

NSAI only arm |
Tvpe and Sie of First IDFS Event,n (% Eg 5+4 gs Al :f :slsgl one :Z Breakdown of Distant Metastases
Invasive ipsilateral breast tumor 8 (0.3) 9(04) 200 -
0
Invasive contralateral breast tumor 11(0.4) 10 (0.4) E -
Local/regional invasive recurrence 25(1.0) 49 (1.9) S
Distant recurrence 176 (6.9) 246 (9.6) "a‘_’: 200 -
Second primary non-breast cancer 39 (1.9) 40 (1.6) E 150
Death 17(0.7) 11(0.4) < oo
R
’ RIB + NSAI NSAI alone
mOther mDistant Lymph Nodes mCNS wmLung mLiver mBone
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NATALEE - iDFS Subgroup Analysis

Stage Il Stage lll

100 . 94.4% 93.9% 100 s 88.3%

e T rv.——— 84.3%
o 92.7% e wﬁ% ) %M
% 80 | 89.6% E 80 | 84.8% B AN "—aE‘ '
2 A1.7% A4.3% z 78.4%
z i .3% H - A3.5%
g " g " ° A5.9%
£+ Median follow-up for iDFS, 47.4 mo £ < Median follow-up for iDFS, 38.7 mo

20 RIB + NSAI NSAI alone . RIB + NSAI NSAI alone

2 RIB + NSAI NSAI alone RIB + NSAI NSAI alone
— 20 -

Events/n (%) 62/1012 (6.1)  96/1034 (9.3) Events/n (%) 200/1527 (13.1)  244/1512 (16.1)
o4 Hazard ratio (95% CI) 0.644 (0.468-0.887) o Hazard ratio (95% CI) 0.737 (0.611-0.888)
[I) Eli 1‘2 1‘8 2‘4 3‘0 3‘6 4‘2 4‘8 5‘4 8‘0 6‘6 (; EIS 1I2 1I8 2‘4 3‘() 3.6 4‘2 4‘8 5‘4 (‘3‘0 6‘6
N Months _ Months
No. at risk No. at risk
RIB + NSAI 1012 931 904 885 862 846 825 796 513 95 7 [v) RIB + NSAI 1527 1410 1362 1313 1262 1223 1009 876 398 60 1 o
NSAl alone 1034 948 924 894 874 848 812 772 494 85 5 [v] NSAIl alone 1512 1288 1240 1184 1128 1083 871 590 352 65 1 o
93.4% 92.1%
100 - N 0 -
%M 100 88.0‘%
Pty = . T T
5 80 908% } %_%HHJ—»—F = -M-'ﬂ-mﬂq—m‘
T 87.0% 5 %7 Peamany
£ 5 6% 2 83.0%
= 3
2 o A2.6% ABA% 2 A2.7%
£ g AB.0%
g 3
3 . . s . .
£ 4| Median follow-up for iDFS, 49.1 mo & <« Median follow-up for iDFS, 44.1 mo
@
2 2
£ £

Events/n (%) 23/285 (8.1)  38/328 (11.6) Events/n (%) 200/1527 (13.1) ~ 244/1512 (16.1)
o Hazard ratio (95% CI) 0.666 (0.397-1.118) . Hazard ratio (95% Cl) 0.737 (0.611-0.888)
tll (IS 1I2 1‘8 2I4 3‘0 3‘6 4I2 4I8 5I4 SIO BIG E) (IS 1I2 1I8 2‘4 3I0 3:3 4I2 Als 5I4 E:O GIS
- Months . Months
No. at risk No. at risk
RIB + NSAl 285 262 258 250 244 240 230 221 156 37 2 0 RIB + NSAl 2261 2086 2014 1954 1886 1835 1612 1258 758 118 6 0
NSAIl alone 328 300 294 287 277 270 252 234 156 33 2 0 NSAI alone 2219 1937 1872 1793 1727 1663 1433 1130 689 117 4 0
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Key Secondary Efficacy Endpoints

DDFS 0S

100 100 MWMMMH%MW
$ 80- : 80 - o
g 60 g 680 —
£ . =
g Median follow-up for DDFS, 44.2 mo a Median follow-up for 0S, 44.3 mo
g 40 - S 404
b RIB + NSAI NSAI alone 3 RIB + NSAI NSAI alone
g .04 Events/n (%) 240/2549 (9.4) 311/2552 (12.2) 204 Events/n (%) 105/2549 (4.1) 121/2552 (4.7)
Hazard ratio (95% Cl) 0.715 (0.604-0.847) Hazard ratio (95% CI) 0.827 (0.636-1.074)
-/ Nominal P value <0.0001 o Nominal Pvalue 0.0766
(IJ EIS 1I2 1|8 2I4 3|0 3|6 4I2 4I8 5|4 6|0 6I6 (I) Eli 1I2 1|8 2I4 SIO 3|6 4I2 4I8 5I4 SIO 6I6
) Months ) Months
No. at risk No. at risk
RIB + NSAI 2549 2353 2282 2215 2146 2089 1854 1487 918 155 8 0 RIB+ NSAlI 2549 2404 2336 2300 2260 2217 2080 1648 1032 195 11 0
NSAIl alone 2552 2244 2171 2093 2021 1949 1701 1376 856 152 6 0 NSAl alone 2552 2302 2256 2210 2164 2117 1945 1571 991 204 13 0
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PRIMARY HRQOL OF INTEREST—EORTC QLQ-C30: PHYSICAL FUNCTIONING EORTC QLQ-C30: GLOBAL HEALTH STATUS

Descriptive Analysis Model-Based Analyses Descriptive Analysis Model-Based Analyses
s =1year* =2 years® >3 years® s *1 year® %2 years® =~ 3 years® s =1year® =2 years® =3 yearse 5] =1year =2 years® =3 years®
+ ~ NSAI alone 4 =NSAl alone A ~ NSAl alone 4 ~-NSAI alone
3 ~ Ribociclib + NSAI 3 == Ribociclib + NSAI 3 == Ribociclib + NSAI 3 -a-Ribociclib + NSAI
A 2 b, 2]
g' g’ -1.03 -1.93 -1.83 g 51
g o 20 Mr to -1.39) (2.49 to -1.38) (-2.54t0-1.32) e g, 2 -273
S . ] S, s, (-2.88 to -1.59) - -3.22
_ B g ——— 2 E e (-3.39 to -2.06) (-3.97 to -2.47)
o EP 3a T —_— (o) s * £2.
f = | , § -2.30 — C BB 8l
== [ (-2.38 to -1.32) (-2.85 to -1.76) -2.75 o © a
il 5 - Es (-3.35t0 -2.15) ol £ EY] -2.99 T —
= i = 25 - -3.65 T
3} =3.63 to =2.35] S
o R 87 ol & - el t ©=2.55) (-4.31 to =2.99) -4.30
5 £ 5 25l (~5.04 to =3.56)
5, G o, R
10 -0 8 Ey
41 11 0 [ 10
12 12 " ! At
BaselineC4D1 €701 C1001 C13D1 1601 C1901€2201C2501  €3101 c3ro1 ca3D1 4901 EOT Baseline C4D1  C7D1  C10D1 C43D1 C18D1 C19D1 C22D1  C25D1 €3101 L= 4301 12 -1z
No. of patients with PRO measure at ime point vt No. of patients with PRO measure at time point eeome DT C1D1 C1001 G101 1801 C1001 C201 C2a0t caror oot oo oo ot Baseine CAD1 €701 C10D1 C13D1 CieD1 ClaDi  c2di C25D1 caD1 cabt cadt
Elél:rmhh NSAl ?g{ig l?gg 1335':1 Ribociclib + NSAI 2162 1939 1051 ' Visit
“lone e o NSAl alone 2082 1793 959 No. of mermlvgm’l"élmo measure atﬁmezpfggt w50 5 No. of Rﬂenﬁlv;im;gg measure at time Z«;lﬁnzt 10 st
. . . . . . ibociclib + ibociclib +
Based on regression analysis, physical functioning scores were higher in premenopausal women and men vs postmenopausal women and i 0ot s oy NSA Ao Pt e st

those who received prior (neojadjuvant CT vs no prior (neo)adjuvant CT and were not impacted by the treatment arm

Physical functioning was maintained with the addition of ribociclib to standard-of-care NSAI'.de Global health status was not impacted over time in both arms™.d.

EORTC QLQ-C30: SOCIAL FUNCTIONING EORTC QLQ-C30: EMOTIONAL FUNCTIONING

s = = = = ~ b ~ c ] =1yea = 2 years = 3 years =1 yea =2 years = 3 years'
=1 year® = 2 years® = 3 years® 1yeart 2 years 3 years . ~1 yeart =2 b =3 < =1 year" =2 b =13 <
. = NSAI alohe 5 — NSAI alon 4 —NSAl alons 5 ] NSAI alone
3 182 179 { sgribociclib + NSAI 4 1.63 " - Rlboclcllb +NSAI 3] = Ribociclib + NSAI ] = Ribociclib + NSAI
A 22 1 s (0.84 to 2.42) 147 0.71 [
A e (0.36 to 1.98) (~0.2010 1.62) s
g 2 / — e —_— g g2
s’ g 2" &'
L | S . & LR
= M <, 0.67 = EB - £, -3.30 o
§4 ~ —— i 37 (~4.05 to -2,54) -4,
= 2. %'2 ] {z0:11:t01.45) o — fel 3 - i 22 — ) (~4.79 to -3.24) -4.73
o 2., (=0.97 to 0.64) -0.99 - B y 3] (~5.60 to =3.86)
s a, (~1.89 to =0.10) < } t 5. ] m— S R
= e E = . ! fra _
@ s o I 445 425 " s 3.19
o EES c [s=R = <1 - 2, ] (-3.93 to -2.44) -4.10
54 g, 71 2] (-4.86 t0 -3.33) -5.00
5, H a1 o] (~5.86 to -4.15)
o 8 ad
° g 5]
10 10 0 10 4
a1 1" 1 "
12 12 - 12
e - PP Moy P RO, v S v e s 5 = o T T T R R T T I TN TR TN T TR =) bt casbr
Visit a . - " "
No. of patients with PRO measure at time pom\ No. of patients with PRO measure at time polnt No.cf P;Eﬂ.‘:f;?;gg measure attime 1;:‘ 1941 1053 o of pﬁmmﬂ 5?;?. measure at ume polm 1939 1051
Ribociclib + NSAl 1940 1052 Ribociclib + NSAI 1939 1051 NSAl alone 2082 1797 992 NSAI alone Amz 1793 989
NSAI alone 1051 1795 992 NSAl alone mz 1793 989

A small deterioration in emotional functioning from baseline was observed in both arms’9-e
ce in social functioning baseline was observed in both arms'.4¢ No difference was observed between patients treated with ribociclib + NSAI vs NSAI alone
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NATALEE — Outcomes over time
Outcome  |2years| 3years |  HR(95%Cl) | 4years |

iDFS delta 1.5% 3.1% 0.749 (0.628-0.892) 4.9%  0.715(0.609-0.840)
iDFS delta
Stage || 1.6% 0.700 (0.496-0.986) 4.3%  0.644(0.468-0.887)
Stage |l 4.3% 0.755 (0.616-0.926) 5.9%  0.737(0.611-0.888)
iDFS delta
NO 2.6% 0.723(0.412-1.268) 51%  0.666(0.397-1.118)
N1-N3 3.2% 0.759 (0.631-0.912) 5.0%  0.737(0.611-0.888
DDFS 2.7% 0.749 (0.623-0.900 2.8%  0.715(0.604)-0.847)
0S 0.9% 0.892 (0.661-1.203 0.6%  0.827(0.636-1.074)
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Comparison of results of adjuvant trials

Sample size 1708 5761 5637 5101
Study population HR+/HER2- without pCR after Stage II-1ll HR+/HER2- Cohort 1: 24 LND+ or 1-3 LND Stage lI—III:
NACT and CPS-EG=3 or 22 with (48.6% Stage Ill) and grade 3, 25cm NO-G2 if Ki-67220%, Oncotype
pN+ Cohort 2: 1-3 LND+ and Ki- >25 or high-risk genomic
67220% profiling, and all NO-G3, and
(74% stage 1ll) Stage Il NO
Study drug Palbociclib (1 year) Palbociclib (2 years) Abemaciclib (2 years) Ribociclib (3 years)
Results, Hazar Ratio (95% Cl) iDFS 3-year: 81.2% vs. 77.7% iDFS 4-year: 84.2% vs. 84.5%, iDFS 5-year: 83.6% vs. 76%, iDFS 4-year: 88.5% vs. 83.6%,
0.93 (0.74 t0 1.17) 0.96 (0.81-1.14) 0.680 (0.599-0.772) 0.715 (0.609-0.840)
% Discontinuation 17.5% 44.9% 16.6% 18.9%
Duration of follow up (median) 42.8 months 31 months 54 months 44 months
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Rationale for 3 years

* Mainly because we are treating occult metastases, treatment
duration should be longer than the 28 months median PFS under
CDK4/6 inhibitor therapy in 1st line metastatic breast cancer. Results
of the NATALEE trial with ribociclib given for 3 years might clarify this
aspect.

* To prolong cell-cycle arrest and induce irreversible senescence.

* We used the lower dose of ribociclib—400 mg/d—than that used in
the MONALEESA trials to improve tolerability and treatment
adherence.



Properties of Approved CDK4/6

ICso (NM) — on target CDKs
CDK4—cyclin D1
CDK6-cyclin D1/2/3

IC5y (NM) — on other CDKs
CDK1-cyclin B
CDK2-cyclin A/E
CDK5—p25

CDK9—cyclin T

Kinase partition index
Lipophilicity (cLogP)

IC5, against bone marrow
mononuclear cells (nM)

Half-life
T

max

Ribociclib

10
39

113,000

76,000

43,900
NR

0.99
2.3

1700 = 231

33-42 hr
1-5 hr

Inhibitors

Palbociclib Abemaciclib
11 2
16 10
>10,000 1627
>10,000 504
>10,000 355
NR 57
0.96 0.88
2.7 55
240 *+ 43 230 = 27
26—27 hr 17-38 hr
6-12 hr 4—-6 hr

i
CDK4/cyclin D1 CDK2lcyelin E4
[ Abemaciclib
i [ Ribociclib
- CDK2/eyclin AT == palbociclib
CDK4/cyclin D3 [ Alvocidib
CDK1/cyclin B

>50 10 1 0.1 0.01 0.00

CDKeé6/cyclin D1
IC50(HM)

CDKO9/cyclin T1
CDK7/cyclin H/MNAT1

CDK9/cyclin K

Tripathy D, et al. Clin Cancer Res 2017



NATALEE: AE-RELATED DOSE REDUCTION AND

DISCONTINUATION

Time to RIB dose reduction due to AEs

100+
o X _
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- ul
m ¢
o & 60+
—
°3
2 £ 40
23
ET 20—
o /’f
0] T T T T T T T T T
0 4 8 12 16 20 24 28 32 36
No. at risk Months
RIB+ NSAl 2525 2010 1813 1710 1633 1563 1504 1408 1171 919

AE-related RIB dose reductions occurred in 22.8% of patients
* Most commonly due to neutropenia (8.5%) and neutrophil
count decreased (5.6%)

Median time to AE-related RIB dose reduction: 3.15 months
(range: 0.26-34.17)

Median RDI during RIB treatment: 94%
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Time to RIB discontinuation? due to AEs
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Probability of RIB
discontinuation due to AEs, %
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Months

o

No. at risk
RIB+ NSAI 2525 2172 2027 1927 1867 1811 1759 1649 1363 1049

Most common AEs leading to discontinuation: ALT increased (7.1%)
and AST increased (2.8%)

Of 19.7% who discontinued due to AEs, 14.0% discontinued without
prior dose reduction and 5.7% dose-reduced before discontinuing

Median time to AE-related RIB discontinuation: 4.17 months (range:
0.10-35.75)



NATALEE: IDFS BY DOSE REDUCTIONS

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

iDFS by dose reduction at 25th percentile?

1004

Invasive disease-free survival, %

No. at risk

801

604

40

201

(1.87 mo.)

Without With
dose reduction dose
reduction
L Eventgm 20872315 13/123 . .
0 6 12 18 24 30 36 42 48
Months
Withoutdosereduction 2315 2219 2142 2076 1979 1603 1039 328 8

With dosereduction 123 115

110 105 100 80 46 21

a Of dose reduction time, calculated from randomization.
AE, adverse event; Cl, confidence interval; HR, hazard ratio; iDFS, invasive disease-free survival; RIB, ribociclib.
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iDFS by dose reduction at 50th percentile?

100
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Invasive disease-free survival, %

No. at risk

Withoutdosereduction 2117 2042 1981 1923 1835
With dose reduction 276

(3.17 mo.)

——

Without With
dose reduction dose
reduction
Events/n 193 / 2117 19|/ 276 | .
0 6 12 18 24 30 36 42 48
Months
1290 420 36 0

266 256 245 232 157 55 5

iDFS by dose reduction at 75th percentile?
(7.28 mo.)

100
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% w0
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S 2 Without with
£ dose reduction dose
reduction
Events/n 158 /1933 35/ 406
T T T T T T T T
0 6 12 18 24 30 36 42 48
No. at risk Months
Withoutdosereduction 1933 1870 1820 1725 1394 914 288 14 0
With dose reduction 406 393 376 361 291 176 69 5 0
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