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ERRESMD " Pooled QoL MONALEESA Analysis: Background

» Patient-reported outcome results provide important guidance for clinical decision-making; in fact,
the ESMO-MCBS includes QoL impact as an important consideration for grading clinical benefit!

» MONALEESA-2, -3, and -7 tested efficacy and safety of ribociclib with different ET combination
partners as first- or second-line treatment for HR+/HER2- ABC

* In each separate Phase lll trial, patient-reported QoL results indicated that treatment with
ribociclib + ET maintained or improved global health scores, along with other QoL subscores*

* Pooling the MONALEESA trial data enables a robust analysis of QoL that includes pre- and
postmenopausal patients with HR+/HER2- ABC receiving ribociclib with different ET
combination partners

ABC, advanced breast cancer; ESMO-MCBS, European Society for Medical Oncology-Magnitude of Clinical Benefit Scale; ET, endocrine therapy; HER2, human epidermal growth factor
receptor 2; HR, hormone receptor; QoL, quality of life.

1. Cherny NI, et al. Ann Oncol. 2017;28:2340-2366. 2. Verma S, et al. Breast Cancer Res Treat. 2018;170:535-545. 3. Fasching PA, et al. Breast. Accepted August 2020. 4. Harbeck N, et al.
Ther Adv Medical Oncol. 2020;12:1-8.



EERESMD " Pooled QoL MONALEESA Analysis:
Objective and Methods

Objective: assess time to deterioration by at least 10% in global health status, as well as pain, fatigue, and physical,
emotional, and social functioning subscores of the EORTC-QLQ C30

» Change from baseline in global health score and pain were also examined, as was QoL in patients with and
without progressive disease

* Patient populations in this pooled analysis:
*  MONALEESA-2: all patients (letrozole +/- ribociclib as first-line endocrine therapy)
» MONALEESA-3: only patients receiving fulvestrant +/- ribociclib as first-line endocrine therapy
» MONALEESA-T: only patients receiving an NSAI +/- ribociclib? as first-line endocrine therapy
« Patient-reported outcomes were collected via the EORTC-QLQ C30
+ Data are reported for visits during which at least 50 patients completed the questionnaire in one arm
» Compliance rates for RIB vs PBO were 92%-94% in cycles 3, 15, and 25, and 70%-86% in cycles 40, 55, and EOT

EORTC-QLQ C30, European Organisation for the Research and Treatment of Cancer Quality of Life Questionnaire C30; EQT, end of treatment; NSAI, nonsteroidal aromatase inhibitor; PBO,
placebo; QoL, quality of life; RIB, ribociclib.
2 Ribociclib is not indicated in combination with tamoxifen; therefore, results of patients treated with tamoxifen in the MONALEESA-7 trials were not considered here.
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Pooled QoL MONALEESA Analysis: Select
Baseline Characteristics

Category RIB + ET (n = 819), % PBO + ET (n = 709), %

Race? Asian 16.6 16.6
White 73.6 74.3
Other 5.7 4.8
Unknown 4.0 4.2
0 64.7 68.0
ECOG performance status 1 35.0 319
Missing 0.2 0.1
De novo® 34.1 317
Non-de novo 65.9 68.3
Progression/metastasis status DFI < 12 months¢ 3.1 2.8
in relation to primary diagnosis DFI > 12 months and < 24 months® 6.1 6.2
DFI >24 months® 56.8 59.1
DFI Unknown® 0 0.1
Bone only 21.4 22.0
Visceral 59.1 58.7
Metastatic sites Lung 39.1 37.0
Liver 23.1 25.8
CNS 0.5 0.1

Age, years, median (range) 57.0 (23-91) 55.0 (29-88)

CNS, central nervous system; DFI, disease-free interval; ECOG, Eastern Cooperative Oncology Group; ET, endocrine therapy; PBO, placebo; QoL, quality of life; RIB, ribociclib.
a Other race includes patients who identified as Black, Native American, Pacific Islander, and other. ® De novo disease in the MONALEESA-2 study referred to no date of first

recurrence/progression or the first recurrence/progression occurring within 90 days of initial diagnosis with no prior antineoplastic therapy received, including medication and radiation. De
novo disease in the MONALEESA-3 and -7 studies followed the same definition as MONALEESA-2, except that the criterion of no prior antineoplastic therapy was restricted to medication
only. ¢ Disease-free interval was defined as time from initial diagnosis to first recurrence/progression.



EESESMD ™" Pooled QoL MONALEESA Analysis: TTD 2 10% in

Global Health Score
RIB + ET treatment delayed deterioration by = 10% in GHS vs PBO + ET
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ET, endocrine therapy; GHS, global health score; PBO, placebo; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EESESMD ™" Pooled QoL MONALEESA Analysis: Change From

Baseline in Global Health Score
GHS was maintained at all time points during treatment

LS Means & SEM
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EOT, end of trial; ET, endocrine therapy; GHS, global health score; LS, least squares; PBO, placebo; QoL, quality of life; RIB, ribociclib; SEM, standard error of the mean.



EESESMD ™" Pooled QoL MONALEESA Analysis: TTD 2 10% in

Pain Score
RIB treatment delayed TTD = 10% in pain vs PBO
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ET, endocrine therapy; NR, not reached; PBO, placebo; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EESESMD ™" Pooled QoL MONALEESA Analysis: Change From

Baseline in Pain Score
Pain scores were maintained at all time points during treatment
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EOT, end of trial; ET, endocrine therapy; LS, least squares; PBO, placebo; QoL, quality of life; RIB, ribociclib; SEM, standard error of the mean.



EESESMD ™" Pooled QoL MONALEESA Analysis: TTD 2 10% in

Fatigue and Physical Function
TTD = 10% in fatigue and physical functioning was similar for RIB vs PBO

Fatigue Physical Functioning
49.7 vs 50.6 months; HR, 0.833 (95% ClI, 0.684-1.013) 44.5 vs 47.4 months; HR, 0.886 (95% ClI, 0.730-1.076)
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ET, endocrine therapy; HR, hazard ratio; PBO, placebo; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EESESMD ™" Pooled QoL MONALEESA Analysis: TTD 2 10% in

Emotional and Social Function
TTD = 10% in emotional functioning was delayed for RIB vs PBO

Emotional Functioning Social Functioning
46.9 vs 35.9 months; HR, 0.711 (95% ClI, 0.593-0.854) 55.2 vs 46.9 months; HR, 0.971 (95% Cl, 0.797-1.184)
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ET, endocrine therapy; HR, hazard ratio; PBO, placebo; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EERESMD™ " Pooled QoL MONALEESA Analysis: Subgroup
Analysis of TTD 2 10% in GHS and Pain

TTD = 10% in GHS and pain score was generally consistent across subgroups

TTD 210% in GHS TTD 2 10% in Pain Score
Age <45y (n=319) — —e— Age <45y (n=319) - —e—
Age =45y and <60y (n=556) 4 |—e— Age =45y and < 60y (n=556) - —e—
Age =60y and < 75y (n=526) —e— Age =60y and <75y (n=526) - —e—
Age =75y (n=127) e Age =75y (n=127) | e
ECOG PS 0 (n=1012) e ECOG PS 0 (n=1012) 4 —o—i
ECOG PS1 (n=513) - —e— ECOG PS 1 (n=513) - —e—
Asia (n=227) - +——e—| Asia (n=227) —e—
EU/Australia (n=751) — e EUJ/Australia (n=751) —e—i
North America(n=354) — —e— North America(n=354) - ——
Other location (n=196) - —e— Other location (n=196) - L—
De novo (n=504) — —eo— De novo (n=504) - ——
Non-de novo (n=1024) o —e— Non-de novo (n=1024) - —e—
Bone only mets (n=331) - —e— Bone only mets (n=331) < ——
Visceral mets (n=900) — —e— Visceral mets (n=900) —e—
Lung mets (n=582) <  +—e— Lung mets (n=582) - —e—i
Liver mets (n=372) —e— Liver mets (n=372) -{ e
Lung or liver mets (n=811) ] —e— Lung or liver mets (n=811) ] e
Other mets (n=297)- ———*—— Other mets (n=297) | e —
Ll T T T T T 1
025 05 1 2 4 0.25 0.5 1 2
Hazard Ratio Hazard Ratio
Favors RIB  Favors PBO Favors RIB  Favors PBO

ECOG PS, Eastern Cooperative Oncology Group performance status; GHS, global health score; mets, metastases; PBO, placebo; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.
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EESMD Pooled QoL MONALEESA Analysis: Subgroup
Analysis of Change From Baseline
GHS and pain scores were generally maintained in those with visceral metastases

Change from baseline in GHS by metastatic site Change from baseline in pain by metastatic site
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ET, endocrine therapy; GHS, global health score; PBO, placebo; QoL, quality of life; RIB, ribociclib.



EESESMD™ " Pooled QoL MONALEESA Analysis: Subgroup
Analysis of Change From Baseline

GHS was generally maintained during treatment regardless of age or ECOG PS

Change from baseline in GHS by age Change from baseline in GHS by ECOG PS
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ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; GHS, global health score; PBO, placebo; QoL, quality of life; RIB, ribociclib.



EREMD " Pooled QoL MONALEESA Analysis: Subgroup

Analysis of TTD 2 10% GHS by PD
Patients without vs with PD had a delay in TTD = 10% in GHS

RIB + ET (PD vs no PD) PBO +ET (PD vs no PD)
27.2 vs 49.8 months; HR, 2.72 (95% Cl, 2.10-3.52) 25.0 vs 52.4 months; HR, 2.12 (95% ClI, 1.56-2.89)
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Number of patients still at risk

With PD or desth 429 343 306 277 245221 194 170151133 113105 90 70 52 47 37 30 20 15 12 11 8 6 6 3 2 1 0 O
Without PD or death 360 324 303 291 281 269 262 257 252 244 240 238 231 223 207 203 175147125102 75 61 56 48 43 32 25 10 6 1

Number of patients still at risk
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o0 0
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ET, endocrine therapy; GHS, global health score; HR, hazard ratio; PBO, placebo; PD, progressive disease; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EREMD " Pooled QoL MONALEESA Analysis: Subgroup

Analysis of TTD 2 10% in Pain Score by PD
Patients without vs with PD had a delay in TTD = 10% in pain

RIB + ET (PD vs no PD) PBO +ET (PD vs no PD)
41.9 months vs not reached, HR 2.80 (95% CI 1.97-3.98) 39.6 months vs not reached, HR 2.19 (95% ClI 1.44-3.33)
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ET, endocrine therapy; HR, hazard ratio; PBO, placebo; PD, progressive disease; QoL, quality of life; RIB, ribociclib; TTD, time to deterioration.



EREMI " Pooled QoL MONALEESA Analysis: Conclusions

This robust pooled analysis of 1528 patients in the MONALEESA-2, -3, and -7 trials demonstrated
|mprovement in quality of life in patients receiving ribociclib + endocrine therapy

* Ribociclib treatment was associated with longer maintenance of global quality of life compared with placebo

* Pain score was maintained from baseline at all time points during treatment, and time to deterioration by at
least 10% in pain score was delayed with ribociclib vs placebo treatment

+ Times to deterioration by at least 10% in emotional and social functioning were numerically longer with
ribociclib vs placebo treatment, whereas those of fatigue and physical functioning were not
significantly different

* Results for global health scores and pain scores were generally consistent across most subgroups

+ Patients without progressive disease had a delay in deterioration by at least 10% in global health score and
pain compared with patients with progressive disease

+» The addition of ribociclib to endocrine therapy improved overall survival in patients with HR+/HER2— ABC,
and was associated maintained quality of life'2

ABC, advanced breast cancer; HR+/HER2-, hormone receptor-positive, human epidermal growth factor receptor-negative.
1.1m SA, et al. N Engl J Med. 2019;381:307-316. 2. Slamon DJ, et al. N Engl J Med. 2020;382:514-524.
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