LIS NN NN LN
e 200 200 e
POYEC YL NN
N@INIeANIZINIPINTE
PONEEOY N AN Y
I )N

Novartis Oncology

205P

T T T T e
PN N NN TN
I 2N e
POYECOY NN
2N 2NN
TSI NN I IS
NN PN PINTd
PONECY NN TN
20 e e
POYECOY NN
2N 2NN
TSI IS NS
2N 2NN
PONEEOY NN
2 N0 e
PN NN
220 200
PO AN AN Y
N2 N1
PONECOY NN
2N 201N
PN AN TN TN
20 200200
PO NN
NN I PINTd
PONECY NN TN
AN 2NN e
POYECOY AN TN TN
2 eI e
TSI NN NN IS
NN PN PINTe
TN IS IS
NP INIZIN @I
PONECNY NN TN
2 e e
POYECOY NN
@It INI I IPITE

Pooled Exploratory Analysis of Survival in Patients
with HR+/HER2- Advanced Breast Cancer and Visceral
Metastases Treated With Ribociclib + Endocrine
Therapy in the MONALEESA Trials

Denise A. Yardley,!' Yoon Sim Yap,2 Hamdy Abdel Azim,? Richard De Boer,* Mario Campone,® Alistair Ring,®
Michelino De Laurentiis,” Joyce O’Shaughnessy,? Javier Cortes,®? Yogesh Chattar,1? Astrid Thuerigen,"
Juan Pablo Zarate,’? Arnd Nusch?3

1Sarah Cannon Research Institute, Tennessee Oncology, Nashville, TN, USA; 2National Cancer Centre Singapore, Singapore; 3Cairo University, Cairo, Egypt; *Peter MacCallum
Cancer Centre, Victoria, Australia; ®Institut de Cancérologie de 'Ouest / René Gauducheau Centre de Recherche en Cancérologie, St. Herblain, France; ®Royal Marsden Hospital
NHS Foundation Trust, Surrey, UK; 7Istituto Nazionale Tumori — IRCCS, “Fondazione Pascale”, Naples, Italy; 8Texas Oncology/Baylor University Medical Center, Dallas, TX, USA;
%International Breast Cancer Center (IBCC), Grupo Quiron, Madrid and Barcelona, Spain; "°Novartis Healthcare Private Limited, Hyderabad, Telangana India; '"Novartis Pharma AG,
Basel, Switzerland; '2Novartis Pharmaceuticals Corporation, East Hanover, NJ, USA; '3Practice for Hematology and Internal Oncology, Velbert, Germany

ESMO 2022
September 9-13, 2022

ES2209120158

U NOVARTIS | Reimagining Medicine



Disclaimer

« This material was reviewed by the Global Medical Review team and is recommended for external
presentation in response to an unsolicited medical request subject to local approval

» This scientific information may include data/information on investigational uses of compounds/drugs
that have not yet been approved by regulatory authorities

« Each CPO is responsible for ensuring that this material is used in accordance with local laws,
regulations, industry, and Novartis codes and standards
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Introduction

» Visceral metastases in patients with hormone receptor—positive/human epidermal growth factor—
negative (HR+/HER2-) advanced breast cancer (ABC) indicate a more aggressive cancer that shows
less treatment benefit and shorter time to disease progression, with particularly poor survival in those
with liver metastases or multiple metastatic sites’-2

» The three Phase Ill MONALEESA (ML) trials have demonstrated statistically significant progression-
free survival (PFS) and overall survival (OS) benefits of ribociclib (RIB) + endocrine therapy (ET) in
patients with HR+/HER2- ABC3-11

* The median PFS (mPFS) and median OS (mOS) benefit of RIB + ET over placebo (PBO) + ET in
patients with visceral metastases (and in those with liver metastases) was previously demonstrated in
both the ML-3 and ML-7 trials2

» Here we present a large pooled PFS and OS analysis in patients with visceral metastases, with a
focus on those with liver metastases or multiple metastatic sites, in the overall and first-line (1L)
populations of the ML-2, -3, and -7 trials
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Methods (1 of 2)

* ML-2 and ML-3 included postmenopausal Figure 1. Study Designs of the ML-2, ML-3, and

women while ML-7 included premenopausal ML-7 Trials
women; the study designs for the three trials
are shown in Figure 1 (from ML-7, the current MONALEESA2

analysis only included patients in the non-
steroidal aromatase inhibitor [NSAI] cohort)

MONALEESA-3

N=726 :
PBO F =
3 weeks on/1 week off
TAM/NSAI + GOS®

PBO
3 weeks on/1 week off TAMINSAI + GOS®

MONALEESA-7
N=672

a Stratified by presence/absence of liver/lung metastases;  Stratified by presence/absence of liver/lung metastases and prior ET; ¢ FUL administered intramuscularly on cycle 1 day 1, cycle 1 day 15, and day 1 of every 28-day cycle thereafter;
d Stratified by presence/absence of liver/lung metastases, prior chemotherapy for advanced disease, and ET partner (TAM vs NSAI); ¢ TAM: 20 mg/d, NSAI: anastrozole 1 mg/d or letrozole 2.5 mg/d, GOS: 3.6 mg every 28 days.
FUL, fulvestrant; GOS, goserelin; LET, letrozole; ML, MONALEESA; NSAI, non-steroidal aromatase inhibitor; PBO, placebo; R, randomized; RIB, ribociclib; TAM tamoxifen.
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Methods (2 of 2)

* In this exploratory analysis, mPFS and mOS were evaluated using Kaplan-Meier methods in a pooled
dataset of patients with (1) visceral metastases, (2) liver metastases, and (3) visceral metastases with
=3 metastatic sites (of any type) from the three trials; the same analyses were conducted in the 1L

population separately

« For this analysis, 1L patients were defined as those with de novo disease (no prior exposure to ET) and
those with relapse >12 months from the end of (neo)adjuvant ET (late relapse); patients with relapse
<12 months from the end of (neo)adjuvant ET (early relapse) were excluded from this subgroup definition
as they behave more like second-line (2L) patients; data from the 2L patient population were not analyzed

separately

1L, first-line; 2L, second-line; ET, endocrine therapy; mOS, median overall survival; mPFS, median progression-free survival.
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Resuits (1 of 8)

Characteristics and Disposition of Patients With Visceral Metastases

+ Of the 1889 patients included from the ML trials, the Table 1. Baseline Characteristics of Patients Wit
maijority (n=1124; 59.5%) had visceral metastases Metastases

(Table 1); of the 1229 patients receiving 1L therapy,

57.7% (n=709) had visceral metastases Visceral metastases, n 840
Age, median, y 580
. . . . ECOG PS8, n (%)
* The median time between randomization and cutoff 0 e
date for patients in the RIB and PBO arm of the \ o '
X o. of metastatic sites, n (%)
visceral metastases group was 71.26 and 72.23 ! a0
months, respectively : s
25 43 (6.7)
+ At the data cutoff for this analysis, 12.5% of patients Shte of visceral metastasis, n (%) —
with visceral metastases in the RIB arm and 6.8% in Lver o kg Sa0 (o1
the PBO arm were still receiving treatment; treatment e, o1252)
was dlSCOﬂtInued in Othel’S pl’lmarl|y due tO progl’eSSive Treatment-free interval (defined as time from end of [neo]adjuvant treatment to disease recurrence)
disease (RIB arm, 65.9%; PBO arm, 78.5%) Derars 117

a Other visceral includes any metastatic sites other than soft tissue, breast, bone, lung, liver, CNS, skin and lymph nodes; ® de novo refers to (1) no date of first recurrence/progression or (2) first recurrence/progression within 90 days of initial
diagnosis with no prior antineoplastic therapy received, including medication or medication/radiation (for ML-2); ¢ Percentage of patients with treatment-free interval <12 months for the RIB and PBO arms in the intent-to-treat (ML-2, ML-3) and

NSAI (ML-7) populations: ML-2, 17.7% and 19.2%; ML-3, 28.5% and 29.3%; ML-7: 39.1% and 40.9%, respectively.
CNS, central nervous system; ECOG PS; Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; ML, MONALEESA; NSAI, non-steroidal aromatase inhibitor; PBO, placebo; RIB, ribociclib.
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Resuits (2 of 8)

Survival in Patients With Visceral Metastasis

In the overall population of patients with visceral metastases, RIB was associated with a 39% relative reduction in risk of
disease progression or death (mPFS, 22.1 vs 12.7 months; HR, 0.61; 95% CI, 0.53-0.70) and a 19% relative reduction
in risk of death (mOS, 49.0 vs 46.5 months; HR, 0.81; 95% CI, 0.69-0.94) vs PBO, respectively (Figure 2A and B)

Figure 2A and B. PFS and OS in All Patients With Visceral Metastases

.
100 4 Ribociclib 100 4

Ribociclib
Events/n 439/640 392/484 Events/n 359/640 309/484

2 god Median PFS, mo 221 127 80 Median OS, mo 490 46.5
E HR (95% CI) 0.61 (0.53-0.70) " HR (95% ClI) 0.81 (0.69-0.94)
g =
@ 60 2 60
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88

Months Months
No. at risk No. at risk

RIB 640 501 427 369 325 281 251 218 202 167 154 139 114 103 82 63 54 40 24 16 4 0

RIB 640 609 585 558 531 491 457 421 388 362 329 308 280 238 214 193 179 141 89 59 25 5 0
484 329 272 222 172 145 128 102 8 71 60 50 45 36 27 22 20 16 6 5 0 0

484 457 435 414 387 370 345 309 289 272 248 225 202 162 139 121 108 84 58 44 27 3 0

Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resuits (3 of 8)

Survival in Patients With Visceral Metastasis

Likewise, in the 1L population of patients with visceral metastases, RIB was associated with a nearly 15-month longer
mPFS (29.6 vs 14.7 months; HR, 0.56; 95% ClI, 0.47-0.67) and a nearly 12-month-longer mOS (63.4 vs 51.8 months;
HR, 0.78; 95% CI, 0.64-0.96) vs PBO (Figure 2C and D)

Figure 2C and D. PFS and OS in 1L Patients With Visceral Metastases
C. D.

Ribociclib
Ribociclib 100
100 ¢

Events/n 195/392 193/317
Events/in 243/392 254/317
" Median OS, mo 634 518
- Median PFS, mo 206 147 80
2 goA
] HR (95% CI) 0.56 (0.47-0.67) - LIRS CIS(OER0.0)
= 2
S > 60
7] — =
o 2
s 40 4 g 40 A
g >
® ]
g
& 20 204
0 — T T T T T T T T T T T T T T T T T T T 0 — — . — — . — — —
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Months Months
No. at risk No. at risk
RIB 392 326 277 248 224 199 181 167 146 123 116 104 87 79 66 52 46 35 22 16 4 0 RIB 392 374 359 350 342 316 207 273 257 240 223 212 198 172 157 142 131 109 75 52 24 5 0O
317 245 207 176 135 113 102 78 66 54 44 36 36 28 21 18 6 13 6 5 0 0 0 317 306 207 285 272 260 245 221 207 196 182 168 153 126 110 99 88 69 50 41 27 3 0

1L, first-line; Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resulits (4 of 8)

Survival in Patients With Visceral Metastasis

* Overall, 498 of 1889 patients (26.4%) had liver metastases; 247 (89.5%) and 212 (95.5%) of these patients in the RIB

and PBO arms had discontinued treatment at the data cutoff; 256 of the 1229 patients (20.8%) receiving 1L therapy
had liver metastases

* In the overall population of patients with liver metastases, RIB was associated with a 48% relative reduction in the risk
of disease progression or death (mPFS, 13.4 vs 5.7 months; HR, 0.52; 95% ClI, 0.42-0.65) and a 29% relative
reduction in the risk of death (mOS, 39.6 vs 35.4 months; HR, 0.71; 95% ClI, 0.57-0.89) vs PBO (Figure 3A and B)

Figure 3A and B. PFS and OS in All Patients With Liver Metastases
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" Median PFS, mo 134 5.7 Median OS, mo 396 354
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2 [¢]
=
o
o 20 20
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Months Months
No. at risk No. atrisk

RIB 276 202 161 135 113 98 8 76 69 56 50 46 38 34 26 17 16 13 6 5 2 0 0 RIB 276 262 242 231 214 195 178 157 140 129 114 106 91 73 63 55 49 41 21 11 6 1 0

222 121 87 70 46 35 33 26 21 17 16 13 10 8 7 5 5 4 3 2 0 0 0 222 202 186 173 158 147 135 115 106 98 83 71 59 45 36 28 24 19 12 10 7 0 0

Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resulits (5 of 8)

Survival in Patients With Visceral Metastasis

« Similarly, in the 1L population of patients with liver metastases, RIB was associated with a significantly longer mPFS
(16.7 vs 9.8 months; HR, 0.55; 95% ClI, 0.41-0.74) and a numerically longer mOS (44.2 vs 38.1 months; HR, 0.77;
95% Cl, 0.55-1.07) vs PBO (Figure 3C and D)

Figure 3C and D. PFS and OS in 1L Patients With Liver Metastases

D.
C - Ribociclib Ribociclib

100
100 4 Eeral EERED SRS Eventsin 741140 751116
Median PFS, mo 16.7 98 Median OS. mo 42 381
o - 80 |
2 401 HR (95% CI) 0.55 (0.41-0.74) HR (85% C1) 077 (055-1.07)
© B3
2 =
. 2 60
H 60 z
i 2
c © -
§ 40 g ¥
2 [}
g
&£ 20 201
0 T T T T T T T T T T T T T T T T T T T T T T 0 T T T T T T T T T T T T T T T T T T T T T T
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Months Months
No. at risk No. at risk
RIB 140 110 &7 75 84 5 53 47 4 3% 33 0 2% 24 18 M 18 10 5 5 2 0 0 RIB 140 133 122 118 113 102 94 80 74 66 58 57 50 42 37 33 20 27 15 9 6 1 0
116 7 58 50 33 25 24 18 14 12 1 8 8 6 5 5 5 4 3 2 0 0 0

116 109 104 98 93 8 77 66 60 57 50 44 37 28 20 19 17 15 12 10 7 0 0

1L, first-line; Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resulits (6 of 8)

Survival in Patients With Visceral Metastasis and 23 Metastatic Disease Sites

* Intotal, 597 of 1889 patients (31.6%) had visceral metastasis and =23 metastatic sites (of any type);
299 (89.5%) and 249 (94.7%) patients on RIB and PBO had discontinued treatment at the data cutoff; 447 of the
1229 patients (36.4%) receiving 1L therapy had =3 metastatic sites

* RIB treatment was associated with a survival benefit in patients with 23 metastatic sites, with a significantly longer
mPFS (21.3 vs 11.0 months; HR, 0.55; 95% CI, 0.46-0.67) and mOS (49.0 vs 40.4 months; HR, 0.73;
95% CI, 0.60-0.90) vs PBO (Figure 4A and B)

Figure 4A and B. PFS and OS in All Patients With 23 Metastatic Sites

A Ribociclib B Ribociclib
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. Median PFS, mo 213 1.0 Median OS, mo 490 404
= 80 80
K] HR (85% CI) 0.55 (0.46-0.67) HR (95% CI) 0.73 (0.60-0.90)
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Months Months
No. at risk No. at risk
RIB 334 263 218 187 167 145 125 105 97 79 73 62 53 51 38 25 22 14 8 6 0 0 0 RIB 334 320 308 292 279 257 236 217 199 184 166 159 145 122 106 97 89 65 41 30 14 3 0
263 166 135 109 82 68 55 42 34 26 23 18 18 15 10 8 7 4 1 1 0 0 0 263 243 229 216 202 189 176 157 143 136 124 110 95 77 66 58 50 36 22 19 1 1 0

Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resulits (7 of 8)

Survival in Patients With Visceral Metastasis and 23 Metastatic Disease Sites

+ The 1L population with =23 metastatic sites also benefited with RIB, with a significantly longer mPFS

(24.8 vs 14.5 months; HR, 0.59; 95% ClI, 0.47-0.74) and a numerically longer mOS (57.7 vs 49.2 months; HR, 0.80;
95% Cl, 0.62-1.03) vs PBO (Figure 4C and D)

Figure 4C and D. PFS and OS in 1L Patients With 23 Metastatic Sites
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1L, first-line; Cl, confidence interval; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PBO, placebo; PFS, progression-free survival; RIB, ribociclib.
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Resuits (8 of 8)

Adverse Events in Patients With Visceral and Liver Metastases

* Adverse events (AEs) in patients with visceral metastases receiving RIB were consistent with AEs in those without visceral
metastases (Table 2)

— Likewise, rates of AEs of special interest (AESIs) in the RIB arms were similar in patients with vs without visceral metastasis,
respectively - AESI 220% (all grade) in RIB arm: neutropenia (77.2% vs 73.5%), infections (56.8% vs 61.3%), leukopenia
(35.2% vs 34.5%), hepatobiliary toxicity (27.2% vs 27.9%), and anemia (21.4% vs 21.4%)

» The rates of AEs were similar between patients with and without liver metastases

— Rates of all-grade neutropenia (59.3% vs 64.3%), nausea (45.1% vs 49.2%), diarrhea (33.8% vs 32.4%), fatigue (30.5% vs 35.4%),
and arthralgia (30.2% vs 42.0%) were similar in patients with vs without liver metastases in the RIB arm, respectively

— Rates of grade 3/4 alanine aminotransferase (7.3% vs 9.9%) and aspartate aminotransferase (7.6% vs 5.5%) elevations were
similar in patients with vs without liver metastases in the RIB arm, respectively

Table 2. AEs in Patients With or Without Visceral Metastases in the RIB Arm

. With Visceral Metastasis Without Visceral Metastasis
AEs 230% I':"I RIB Arm, ln = 639] (n = 426]

n (%) All grade Grade 3/4 All grade Grade 3/4
Neutropenia 397 (62.1) 320 (50.1) 249 (58.5) 200 (46.9)
Nausea 303 (47.4) 15(2.3) 194 (45.5) 3(0.7)
Arthralgia 236 (36.9) 7(1.1) 162 (38.0) 5(1.2)
Fatigue 213 (33.3) 1(1.7) 162 (38.0) 12(2.8)
Diarrhea 211(33.0) 13(2.0) 146 (34.3) 7(1.6)

AE, adverse event; AESI, AE of special interest; RIB, ribociclib.
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Key Findings and Conclusions

« This large, pooled, exploratory analysis of the ML trials confirms the consistent survival benefit with RIB + ET over ET
alone across the 1L and 2L population of patients with HR+/HER2— ABC with aggressive disease, which frequently
indicates a worse prognosis and resistance to treatment

« This analysis found that patients receiving 1L RIB + ET who had:
— visceral metastases had a 44% relative reduction in risk of disease progression and a 22% reduction in the risk of death
— liver metastases had a 45% relative reduction in risk of disease progression and a 23% reduction in the risk of death
— visceral metastases and a high tumor burden had a 41% relative reduction in risk of disease progression and 20% reduction
in the risk of death

« This trend of RIB benefit was consistent when the overall population of patients (1L and 2L) with visceral metastases,
liver metastases, and a high tumor burden was analyzed

* No new safety signals were observed in this patient population with a high disease burden and aggressive disease,
with no difference in rates of liver enzyme elevations in patients with liver metastases

« Patients with visceral metastases experienced a clinically meaningful survival benefit with RIB + ET over ET alone,
with a 1-year improvement in mOS in patients receiving 1L therapy, making it an effective therapeutic option in this
patient population

1L, first-line; 2L, second-line; ABC, advanced breast cancer; ET, endocrine therapy, HR+/HER2—, hormone receptor—positive/human epidermal growth factor—negative; ML, MONALEESA; mOS, median overall survival; RIB, ribociclib.
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