


Disclosures

* | do not have any relevant financial relationships.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic,
therapeutic and/or research related content.

CITY OF HOPE



* Median age of Dx of breast cancer is 62, significant proportion
diagnosed age >65 (40%)

e US population is aging
* Projected number of US population aged>65 88.5 mln by 2025
* Breast cancer diagnoses in older adult is projected to increase
e Older adults - age >65



Breast Cancer Characteristics in Older Women

* More likely ER positive, PR positive (>85 %)
* <10 % HER 2 overexpressed

* Women aged >80 incidence lower, mortality higher
* Less screening
* Higher stage at diagnosis

e Less likely to participate in clinical trials



* Principals of breast cancer treatment for younger and older women
are fundamentally the same

e Breast cancer treatment decision in older women should be based on
e Risk of cancer relapse
e Comorbidities
 Life expectancy
e Patient preference



 Multimodality treatment of hormone positive breast cancer in older
adults

e Surgery

e Radiation

e Adjuvant systemic therapy

e De-escalation of therapy is a reasonable strategy



Omitting Radiotherapy
Following Breast Conserving surgery

e CALGB 9343

* Lumpectomy +Tamoxifen with and without radiotherapy
e Age >/0

e T1, node negative, negative margins, ER positive

e Locoregional recurrence 8% lower in Tam RT vs Tam

e 10-year OS no difference (66% vs 67%)



Omitting Radiotherapy
Following Breast Conserving surgery

e PRIME I
 Lumpectomy with ET with and without radiotherapy
e Age >65

* ER positive, <3cm, node negative, grade 3 or LVI but not both
permitted

* |psilateral breast recurrence:
e 1.3% in ET RT group, 4.1 % in ET group

* 0S5 93.9% in both group



Omitting Radiotherapy
Following Breast Conserving surgery

 LUMINA trial
Age >55 (median age 67)
Grade 1, 2, stage <T2, NO, 1 mm margin, ER positive, PR positive,
Ki 67< 13.25%
Syear LR recurrence 2.3%
S5year 0S5 97.2%



Adjuvant Endocrine Therapy

e Should be offered all patients
e EBCTCG overview

* In women aged >70 ratio of annual event rates for Tam treated
patients vs controls 0.49

 Aromatase inhibitors - preferred hormonal therapy
 EBCTCG 2010 analysis
age 60 — 69 recurrence rate Alvs Tam 12 % vs 14 %
age >70 Al vs Tam 14% vs 17%



Adjuvant Endocrine Therapy

e Al, Tamoxifen

e Tamoxifen — risk of thromboembolic events, endometrial
cancer, bleeding

e Al — bone loss, cardiovascular risk



Adjuvant Endocrine Therapy

* Genomic assays
* Extended endocrine therapy — Breast Cancer Index

* CDK4/6 inhibitors



Monarchek Study



Monarchek Study Population

e Cohort 1
e Size >5cm, 4 or more positive LN, grade 3

e Cohort 2
e 1-3 positive LN, Ki67 >20%.
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G3 38 38 37

Prior (neo) adjuvant chemotherapy Eis 964 937 ?g

85 86 el

b

ECOGPS 1 15 14 23
Treated patients, % n=5591 n=4751 n=840

0 17 19 6

No. pre-existing comorbidities 1-3 48 48 44

24 35 33 51

inifandoedteifoms Aromatase inhibitors 68 64 95

i Tamoxifen 31 36 5

Values that do not add up to 100% are due to rounding or missing data; 2n=14 patients with 0 positive lymph nodes were inadvertently
enrolled; °n=3 patients with an ECOG PS score of >1 were inadvertently enrolled







Adverse effects

 AE were comparable between age groups <65 and >65
e Patients aged >65 had more

Grade 3 diarrhea

Grade 2/3 fatigue
* More dose adjustment older patients

 There was more discontinuation of Abemaciclib in older (38%) vs
younger patients (15%)



Conclusions

 In patients with HR+, HER2-, high risk breast cancer adjuvant abemaciclib
plus ET showed benefit across age subgroups, with absolute risk reduction
in IDFS and DRFS

e Older patients had more medical comorbidities prior to starting therapy

e Adverse event rates were similar between age groups, those reductions
and treatment discontinuations were higher in older patients

e Across all age groups IDFS outcomes were similar in those who underwent
those modification compared to those who did not.

e This data supports the use of adjuvant abemaciclib across the age groups.



Ribociclib and endocrine therapy as adjuvant treatment in patients with HR+/HER2- early breast cancer: primary results from the Phase Ill NATALEE trial



NATALEE study design1,2



NATALEE study design: unique features1,2



Consistent improvement in DDFS with ribociclib



Slide 13



Conclusions

* NATALEE demonstrated improvement in IDFS with ribociclib +NSAI
over NSAI alone.

e 3 year regimen of ribocilib at 400 mg starting dose was well tolerated

 NATALEE results support ribocilib +NSAIl as new treatment option
for patients with stage Il or Ill, HR+, HER2- breast cancer with high risk
of recurrence, including patients with node-negative disease.



Comparison of Study Design

Number

5101

NATALEE monarchE

5637

Sex

Men and women

Men and women

Menopausal status

Pre- and postmenopausal

Pre- and postmenopausal

Disease Staging

Anatomic Stage IIA
+ NO with:
* G2 with Ki-67 220% or high risk
by genomic test
« G3
* N1
Stage 11B and 1l

» Cohort 1: 24 ALN or 1-3 ALN + tumor
size 25 cm and/or grade 3

» Cohort 2: 1-3 ALN + Ki-67 220%

Duration of Prior
Endocrine Therapy

Up to 12 months prior (neo)adi

Up to 12 wks prior adj ET

CDK4/6i dose

Ribociclib 400 mg QD
(3 weeks on/1 week off)

Abemaciclib 150 mg BID

Endocrine therapy

LET or ANA (+ LHRH agonist)

Standard adjuvant ET
(eg, Al, TAM, + LHRH agonist)

Duration of CDK4/6i

3 years

Up to 2 years
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