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Webinar overview

HR+/HER2advanced breast cancer

A Part 1: Current treatment landscape for CDK4/6 inhibitors
A Part 2: ASCO Annual Meeting 2@1Recent evidence for CDK4/6 inhibitors

A Part 3: ASCO Annual Meeting 2@1@lentifying predictive biomarkers for
CDK4/6 inhibitors: where are we now?

A Part 4: ASCO Annual Meeting 2@1Rext directions for CDK4/6 inhibitors

CDK, cyclidependent kinase.




Focus on CDK4/6 inhibitors for
HR+/HERZadvanced breast cancer

CDK, cyclidependent kinase; HER human epidermal growth factor recept@megative; HR+, hormone receptor positive.



Breast cancer and CDK4/6 inhibitors

[ Abemaciclib ]
| Ribociclib |

25% | [ Palbociclib ]

Other
breast

cancer
75%

HR+
breast
cancer

CDKA4/6, cyclidependent kinase 4/6Rh retinoblastoma protein.
Perou CM, Sgarlie T, Eisen MB, eNaiture 2000;406:742752;Vidula N and Rugo HSlin Breast Canc2016;16(1):817.




Key clinical trials of CDK4/6 inhibitors for the
treatment of HR+/HER2advanced breast cancer

. PFS : PFS
TS iy G

PALOMAZ
N=666

Letrozole+palbaiclib
Letrozole+placebo

MONALEES2
N=668

Letrozole+ribociclib
Letrozole+placebo

MONARCIHS
N=493

Al+abemaciclib
Al+placebo

MONALEESA
N=367

Fulvestrant+ribociclib
Fulvestrant+placebo

MONALEESA
N=672

Al + goserelintribociclib
Al + goserelin

27.6 vs.14.5
0.56 (0.460.69)

25.3vs. 16.0
0.57 0.46-0.70)

28.8 vs. 14.8
0.54 (0.420.70)

NR vs. 18.3
0.58 (0.420.80)

23.8 vs. 13
0-55 (0-440-69)

PALOMAS
N=521

MONARCIF2
N=669

MONALEESA
N=345

11.2 vs. 4.6
0-50 (0-460-62)

Fulvestrant+palbociclib
Fulvestrant+placebo

16.4 vs. 9.3
0.55 (0.450.68)

Fulvestrant+abemaciclik
Fulvestrant+placebo

14.6 vs. 9.1
0.57 (0.4310.74)

Fulvestrant+ribociclib
Fulvestrant+placebo

CDK, cyclidependent kinase; Cl, confidence interddER2 human epidermal growth factor receptor 2 negatit#R, hazard ratidiR+, hormone receptor positive;

PFS, progressieinee survival.

Finn,N Engl J Me#016; Rugo H, SABCS 2017; HortobagyiEhgl J Med016 &Ann OncoR018; Goezt MJ Clin OncoR017 & AACR 2018ripathyD. Lancet
0Oncol.2018;19:904915; Turner NN Engl J Me#015, updated SABCS 2016; CristofanillLamcet Oncd2016; Sledge] Clin Onc@017; Slamon DJ, ASCO 2018. R
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Adverse event profiles for CDK4/6 inhibitors in
advanced breast cancer

Most common grade 3/4 adverse events
Abemaciclib (MONARGB)!

Neutropenia 21.1% . 1.2%
Diarrhoea 9.5% . 1.2%
Leukopenia 7.6% . 0.6%
Anaemia 5.8% . 1.2%

Palbocicli(PALOMAR)?

Neutropenia 66.4%
Leukopenia 24.8%
Anaemia 5.4%
Asthenia 2.3%

Ribociclib(MONALEESR)3

Neutropenia 62% VS. 7%

Leukopenia 21.3% VS. 0.9%
Abnormal LFTs 10.2% VS. 2.4%
Vomiting 3.6% VS. 0.9%

CDK, cyclidependent kinase; LFT, liver function test.
1. Goetz MP, et all Clin OncoR017;35:36383646; 2. Finn RS, et &l.Engl J Me®016;375:192§1936; 3. Hortobagyi GN, et &lnn Oncal2018;29:15441547.




Treatment strategy for advanced breast cancer

I Patients with HR+/HER2&dvanced breast cancer

Postmenopausal Previously received
women endocrine therapy

Pre-and pert CDK4/6 inhibitor +
menopausal women

(who undergo OFS/OFA) endocrine therapy

Men Endocrine :
(receiving LHRH agonist therapy-naive Endocrlne therapy should
be different from

any prior treatments

CDK, cyclidependent kinaseHER-, human epidermal growth factor recept@megative;HR+, hormone receptor positive;
LHRH, luteinizing hormoreleasing hormone; OFA, ovarian function ablation; OFS ovarian function suppression.
Cardoso F, et ahnn Oncal201829:1634,1657, NCCN Clinical Practice Guidelines Breast Cancer. Vi@ Available at NCCN.org.




CDK4/6 inhibitors: clinical areas of interest

Emerging
overall survival data

Abemaciclib ]

Ribociclib |

Palbociclib |

Novel treatment
combinations

Addressing
resistance

Clinical areas of interest include identifying predictive biomarkers, the optimal treatment sequence for eaq
patient and best management for patients after disease progression on CDK4/6 inhibitors

CDK, cyclidependent kinase.
Portman NEndocmRelatCance2019 26:R15¢R30.




Focus on CDK4/6 inhibitors for
HR+/HERZadvanced breast cancer

CDK, cyclidependent kinase; HERlhuman epidermal growth factor receptor 2 negative; HR+, hormone receptor positive.



Phase Ill MONALEESATrial of premenopausal patients with HR+/HERZBC
therapy treated with endocrine therapyt ribociclib: OS results
HurvitzSA, et al.

OS results from MONALEESA

Premenopausal patients with HR+/HERR=672)
RIB P PBO

+ GOS + GOS OS, months Not 40.9 HR, 0.712
+ + (95% CI) reached (95% ClI, 0.520.95)
N

NSAI or TAM SAl or TAM p = 0.00973

RIB+ET PBO+ET

Estimated OS 70.2% 46%

Median follow-up (months) 34.6 ates at —20% relative reduction
in risk of death

Number on treatment _ 42 months
at data cutoff (N=173) N=116 n=57

A In patients who received an NSAI (n=495) RIB + ET demonstrated a
OS evaluated n=83 n=109 consistent OS improvement vs PBO + ET (HR, 0.699; 95%-0198)50
after 192 deaths A Posttreatment therapy use was balanced between treatment arms
Prespecified interim analysisData cutoff Nov 30, 2018  (RIB, 69%; PBO, 73%)

RIB + ET demonstrated a clinically and statistically significant longer OS than ET alone in premenopausal
patients with HR+/HER2- ABC

ABC, advanced breast canc€t, confidence interval; ET, endocrine therapy; HER®2an epidermal receptor-Begative; HR, hazard ratio; HR+ hormone rémepositive;
NE, not evaluable; NSAbnsteroidal aromatase inhibitor; OS, overall surviBO, placebo; RIB, ribociclib.
HurvitzSA, et al. Abstract LBA 1008 Presented at the ASCO Annual Meeting 2019.




Firstline ribociclib plus letrozole for postmenopausal women with HR+/HER2

ABC MONALEESA2 longterm safety results
O'Shaughnessy J, et al.

@ Longterm safety data from MONALEESA Exposureadjusted AESI in thphase Il
MONALEESR study

RIB+LET arm  PBO+LET arm Exposureadjusted RIB + LET | PBO + LET
AEs, rate per 100t

@ [ ]
Data cutoff: October, 2018 Neutropenia

Number on treatment 79 (23.7%) pts 39 (11.7%) pts
at data cutoff

Neutropenia was Nausea
_ _ the most common
Median duration of  20.2 months 14.1 months exposureadjusted
exposure (range, 054) (range, 654) AESI in the .

_ _ _ RIB + LET arm
Discontinuations 19.2% 4.2% Alopecia
due to AEs

Fatigue

Arthralgia
AEs were the most common reason for RIB dose reductions (56.6%) —
and interruptions (73.4%) Vomiting

Constipation

AEs occurring withifst-line ribociclib + letrozolan postmenopausal
patients with HR+/HER2ABC were manageable and the safety profil
was comparable to that in the primary report

ABC, advanced breast cancer; AE. adverse event;AESf special interesfER2human epidermal receptor-Begative; HR+ hormone receptpositive; LET, letrozole; mhim e

PBO , placebat, patient; RIB, ribociclib; Tx, treatment. i o . o L
hQ{ KIdAKyS&adae W SiG Ftd 10aidNFOG mnty tNBASYGSR i GKS !''{/h lyydadt aSSiiay3a HAWEe ="




Interim results from the full population of the phase 3b CompLEEmé&rstudy of
ribociclib plus letrozole in the treatment of HR+/HERRBC
DelLaurentiisM, et al.

Interim safety and efficacy results from CompLEEmént large phase 3b trial evaluating

RIB+LET in an expanded patient population

® 000
Men and women (N=3,246) with HR+/HER2 / = Xm f Ay S 2F LINA2NJ OKSY2 (K

RIB+LET

Efficacy results: Pati e RIBtLET

g/&rb FEFYyAYS o1 o0z0 FyRy @ b NIE0S o pghoia 0

aminotransferase were the only nen Range, 0.£r2.4

. 9 . & exposu months
haematologicalamD | dza S 3 NJ W,po r

Q9 3 W Da A
9 a KPPz

Median time to progression NE 95% CI17.1¢NE

A Treatmentrelated AEs (any grade) led to
discontinuation in 11.4% patients. Of the 51 Overall response rate 20.5% 95% Cl, 19¢P1.9
(1.6%) ortreatment deaths, 26 were due to
study indication and 25 to other reasons Clinical benefit rate 66.1% 95% Cl, 64&67.7

This interim analysis demonstrates the safety, tolerability and efficacy of RIBO+LET in a large, diverse cohort of pa
with HR+/HER2ABC who had not previously received ET for ABC, and no new safety signals were observed

ABC, advanced breast cancer; AE. Adverse p@&¥K, cyclidependent kinaseET, endocrine therapy; HERZman epidermal receptor-Begative; HR+ hormone receptpositive; mhime
LET, letrozole; NE, not estimalye; patient; RIBtibociclih IAARA BEE 0 0 A
DelaurentiisM, et al. Abstract 1041 Presented at the ASCO Annual Meeting 2019. ’ )




A multicentre analysis of abemaciclib after progression on palbociclib in patients
with HR+/HER2MBC
Wander SA, et al.

Clinical outcomes of abemaciclib in patients with HR+/HERIBC after progressive disease
with palbociclib or ribociclib at 4 US academic centres

Ly
From February 2015 to January 2019 At data cutoff, 5th January 2019

following progression on prior palbociclib

[ ﬂ@ifi@. 58 patients with HR+/HERMBC received abemaciclib | 15 pts (26%) had early PD (duration <90 days)

25 pts (43%) had treatment duration >6 months;
38 pts 11 remained on treatment at interim analysis
20 pts 44 pts
(345)/0) (66%) 1;‘ b (76'[.3/(,) 23 pts 8pts  (range 197460 days)
receves  fece Ve GDO) recewed  (40%)  (14%)
quential abemaciclib required dose discontinued

courses of I G S ClEEEEE plus an reduction due to toxicity ~ Median PFS = 5.4 months (95% CI3.9)

therapy Irner(jgll?rl;[g; T 2 antioestrogen

This multicentre analysis demonstrates that a substantial proportion of patients continue to derive clinical benefit wi
abemaciclib after prior CDK4/6 inhibitor, highlighting the potential for its use following CDK4/6 blockade.

A second subset had early progression, suggesting eresstance to CDK4/6 inhibitor via common pathways

CDK, cyclidependent kinasetHER2human epidermal receptor-Begative; HR+ hormone receptpositive; MBC, metastatic breast cancer; PD progressive diggagatient.
Wander SA, et al. Abstract 1057 Presented at the ASCO Annual Meeting 2019.




Summary

A 0S data from the MONALEEB#ial showed that ribocicliplus ET demonstrated a
clinically and statistically significant longer OS than ET alone in premenopausal pts with
| wbkl QwHE ! ./ & ¢KAaAa Aa UKS FANARUG NbLIZ NI

A Longterm safety data foribociclibfrom the MONALEESAtrial showed that adverse
events were manageable and the safety profile had not changed from the primary report

A Safety and efficacy ofbociclibplus letrozole was also demonstrated for a large and
diverse cohort of patients/ith HR+/HER2ABC who had not previously received ET

A A multicentre analysis @abemaciclitafter previous CDK4/6 inhibitor treatment showed
that while there may be a common pathway for CDK4/6 inhibitor eresstance, a
substantial proportion of patients derived benefit from this therapy, providing some
insight into potential treatment sequencing

L
ABC, advanced breast cancer; CDK, cglelirendent kinase=T, endocrine therapy; HER@iman epidermal receptor-Begative; HR+ hormone receptpositive; OS, overall survival.rU.Ch" I le

nnnnnnnnnn .KNOWLEDGE.OUTCOMES




Focus on HR+/HER&vanced breast cancer

CDK, cyclidependent kinase; HERlhuman epidermal growth factor receptor 2 negative; HR+, hormone receptor positive.



In-depth gene expression analysis of premenopausal patients with HR+/HER?2

ABC treated with ribociclib containing therapy in the Phase Il MONALEE®AI
Lu ¥S, et al.

[@ A gene expression analysis of baseline tumour mMRNA from MONALEESA

Premenopausal pts with HR+/HERRBC

Atrendtowardar PF S o
° benefit with RIBwas observed PFS benefit with RIB was

RIB PBO in pts with: similarin pts with:
+GOS 'n\ +GOS

+ + High vs. low expressioof

High vs. low expressioof
N=185 NSAlor TAM Nn=175 NSAlor TAM

WCCNDIHR 0.38 vs. 0.67) WFGFRHR 0.45 vs. 0.61)
WGF1RHR 0.33 vs. 0.77 WESRIHR 0.57 vs. 0.57)
s A Baseline archival tumour samples were ooERBB’\BHR 0.33 vs._0.76) wTumour proliferation genes,
r evaluated forgene expression Low vs. high expressioof SﬁthOa%Klmo 51
~ A Patient subgroups were classified as WCCNE{HR 0.38 vs. 0.65) ( 50 vs. 0.51)
havinglow or high mRNA expression WMYC(HR 0.37 vs. 0.69)

The benefit with RIB was generally consistent across gene expression subgroups, although the magnitude varied in
subsets. This analysis suggests that there may be unique resistance mechanism&©[ER4/6 inhibitors in
premenopausal pts with ABC, but more studies are needed.

ABC, advanced breast cancer; AE. Adverse p@&¥K, cyclidependent kinase=T, endocrine therapy; GOS, goserelin; HR&Ban epidermal receptor-Begative; mhime
HR+ hormone recepteuositive; ITT, intento-treat; NSAI, nonsteroidal aromatase inhibitor; PBO, placebo; PFS, progressisarfiigal;pt, patient; RIB, ribociclib; TAM, tamoxifen. IAAAA TEE U B
Lu ¥S, et al. Abstract 1018 Presented at the ASCO Annual Meeting 2019. ’ )




Genomic markers of early progression on fulvestrant with or without
palbociclib for ER+ advanced breast cancer in the PALENAA

O'Leary B, et al.

Investigation of genomic aberrations in patients treated wifilvestrant,

TP53mutations were
significantly associated

@ with and without palbociclib with a circulatingtumour DNA analysis of with the number of

baseline plasma in the PALOMB&trial  disease sites, soft
tissue/LN and visceral

Patients with HR+/ HE R ¥holesgagat multiyarigbfe analysis metastases

® @ :
Randomized ! Ib aseline BaselineTP53mutation
2:1 In plasma was associate(il a5 associated with PFS

with | o
Palbociclib+ Placebo + (HR 1.20, 95% Cl 1€1932, (HR 1-8?),:%5023)1@65,

fulvestrant fulvestrant LrndnnnamI | wk

, Somatic mutations and copy number aberrations
y were characterized in 310 patients (2p8lbociclih BaselineFGFR1
=~ 107 placebo) using baseline plasma samples amplification was PIK3CANndESRutations
associated withi PFS had no significant
Palbocicliireatment was comparable with the overall (HR 2.91, 95% CI 14&125, association with PFS
& trial result (HR 0.43, 95% Cl 0857, p<0.0001) p=0.0004)

TP53mutation, FGFRAamplification, and tumour purity in plasma, identified patients atisk
of early progression in PALOM2

ABC, advanced breast cangcét, confidence interval; HER®iman epidermal receptor-Begative; HR, hazard ratio; HR+ hormone receptsitive; PBO, plate; Mime

PFS, progressieinee survival. ) o . L o
hQ[ SEFNE SuU fd !'6auN)y Ou mnanmn tNBAaSYuUSR Fd U0KS !'{/h V'yydzrf aSSUAYy3I HAmMPP




Molecular profiling of ER+ metastatic breast cancers to reveal association
of genomic alterations with acquired resistance to CDK4/6 inhibitors
RazavP, et al.

@ Identify genomic alterations associated with acquired resistance to CDK4/6 inhibitor +
anti-oestrogencombinations

Prospectivetumour and matched normal sequencing Analysis of genes enriched pe§&liDK4/6 inhibitor treatment
on 1059 samples from 845 patients with MBC

® Significant enrichment of loss-function alterations irRB1in the

ﬁ # ﬁi postCDK4/6i versus CDK4/6 inhibHuaiive samples (7.9% vs. 2.7%
-m p=1.5e5)

_CI_DI_<4/6 Prior Post 210 pre and post LOH occurred in the majority of tiRB1mutations in the post
inhibitor | _g55 1—991 treatment pairs CDK4/6 inhibitor tumours, and was uncommon in the CDK4/6
treatment (n=105 pts) inhibitor-naive tumours

k_ Oncogenic mutations and copy number alterations we XA e » " " A
’g compared in samples from patients CDK4/6 inhibitor b FNBldzsyoe 2% Ydt UALXS Ftds

(excludingPIK3CA cell cycle (e. o DKN24oss) and Hippo signalling

naive, postCDK4/6 inhibitor treatment, and post \ O
P P in postCDK4/6 inhibitor tumours

hormone alone therapy
Analysis identified enrichment of multiple genomic lesions after exposure to CDK4/6 inhibitors, highlighting therap
related genomic evolution and identifying genomic subsets that might alter the benefit of subsequent lines of therap

CDK, cyclidependent kinasetiR+ hormone receptepositive; LOH, loss of heterozygosity; MBC, metastatic breast cancer; pts, patients..
RazavP, et al. Abstract 1009 Presented at the ASCO Annual Meeting 2019.




Summary

A Gene expression analysis in MONALEESHowed that the benefit afibociclibwas

consistent across genetic subgroups, although there was some variation in the magnitude
of effect

A In the PALOMA trial, TP53nutation, FGFRAamplification,and tumour purity in plasma,
identified patients atrisk of early progression

A Genetic analysis has also shown that theragated genomic evolution may occur
following treatment with CDK4/6 inhibitors, which could be used to inform treatment
sequencing decisions

CDK, cyclidependent kinase; FGFR, fibroblast growth factor receptor.




Focus on HR+/HER&vanced breast cancer

CDK, cyclidependent kinase; HERlhuman epidermal growth factor receptor 2 negative; HR+, hormone receptor positive.



A phase Il study of abemaciclib in patients with brain metastases
secondary to HR+/HER®BC
Anders CK, et al.

r@ Investigate the intracranial clinical response ratesaifemaciclibin patients with BM secondary
to HR+/HER2VIBC

\
Eligible patients Results

seesoe CDK4/ 6 inhibitor naivie pt . . |
I*f*\*\m*\ previously irradiated BM 3 pts had a confirmed intracranial response (5% OIR

\_ progressive previously irradiated BM - 57 L3 5K268R 1 T A
Abemaciclibwvas orally administered 200mg B&l%
Patients (N=58) _ _ . _ Intracranial clinical benefit rate (CR+PR+SD persistin
A Median of 4 prior systemic therapies, 75.9% had prior Xc Y2y GKao &1 a Hm:

chemotherapies and 87.9% had prior systemic therapies in the — _
metastatic setting Median intracranial PFS was 4.9 months

A 46.6% of patients had prior whole brain radiotherapy, 34.5% (95% ClI, 2¢5.6)

stereotactic radiosurgery and 6.9% surgical resection of BM Safety and tolerability were similar to previous reports
A Median time from radiation to study enrolment was for abemaciclib

9.4 months

Abemaciclib demonstrated intracranial clinical benefit in heavily pireated HR+/HER2VIBC pts with BM in this study

BID,twice a dayBM, brain metastases; Cl, confidence interval; CR, complete response; ET, endocrine therapy; OIRR, objective intracrarizhtes .I.ud,"
PFS, progressidinee survival; PR partial response; pts, patients; SD, stable disease. Ime
Anders CK, et al. Abstract 1017 Presented at the ASCO Annual Meeting 2019. QLo oTosuE



A randomized phase |l study of palbociclib plus exemestane with GNRH agonist
versus capecitabine in premenopausal women with hormone receppositive
metastatic breast cancer (KCSHR 1510, NCT02592746

Park YH, et al.

[ Assess the safety and the clinical aftitimour activity of exemestane plus GNRH agonist in ]

combination with palbociclibversus capecitabine in premenopausal HR+ MBC patients

Primary endpoint: PFS

® ® during median 17 months follow up

ﬁ Randomized ﬁ 5 1%
(N=184)

Exemestane + Capecitabine We_retreatment naive
palbociclibwith (n=92) in the advanced
GNHR agonist (n=92) setting

N
(6]
J

p=0.0469 by logank test
HR, 0.659 (0.430.994)

B RN
o un o
1 1 1

=<

No

Z
(6]

[%2]
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=
c
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O
0

1
4

capecitabine (75%s.16.3%,)
A Diarrhoea (38.4% vs. 12%) and Hé&ubt syndromes (76.7% vs.
1.1%) were more common with capecitabine than palbociclib

ET with palbociclib o
combination Capecitabine

&Am DN} RS o ySdzZiNRBLISYAL 41 &

Exemestane plus palbociclib with ovarian suppression showed clinical benefit in terms of PFS compared with capec
in patients with premenopausal HR+ MBC

GnRH, gonadotropireleasing hormone; HR+ hormone receppmsitive; MBC, metastatic breast cancer.
Park YH, et al. Oral Abstract 1007 Presented at the ASCO Annual Meeting 2019.




Triplet therapy (continuous ribociclib, everolimus, exemestane) in HR+/HERI2anced
breast cancer post progression on a CDK4/6 inhibitor (TRH)TEfficacy, safety, and
biomarker results

BardiaA, et al.

r@ First results of the TRINI trial in the entire patient population who received triplet therapy J
S

(continuousribociclib, everolimus exemestane) and the correlation of biomarkers with outcom

r 68 Triplet therapy demonstrated clinical benefit at week 24 in

Phase /11, operabel trial of triplet therapy 39 patients (41.1%), exceeding the predefined threshold
(continuousribociclib, everolimus exemestane)

ORR was 8.4% by investigator assessment

AMen or postmenopausal won
that progressed on prior |CDK .

A N=95 patients were evaluable (24 October 2018) Median PFS was 5.7 months
(ET refractory and pos€DK4/6i) in Phases |

\_ (n=17)and Il (n=78) )

1-year PFS was 33%

stomatitis (41.7%) ctDNAgenotyping demonstrated tumour alterations,

e.g.ESRIKI R @ Y SRA I ¥pet 3G{vs. @Anbnths

g A Most common AEs were neutropenia (all grades, 64.6%);
A No grade 3/4 QTc prolongation was noted HR 1.76, 95% CI 1{BL05

Continuous triplet therapy showed clinical benefit and tolerability in patients withEETe f r act ory HR+/
CDKA4/6 inhibitor progression. Tumour genomic profile might impact the clinical outcome with triplet therapy

ABC, advanced breast cancer; AE, Adverse p@&K, cyclidependent kinase; Cl, confidence intenval;, endocrine therapy; HER2Ziman epidermal receptor-Begative; .Iud."
HR+ hormone receptepositive; ORR, overall response rate; PFS, progrefsiersurvival. Ime
BardiaA, et al. Abstract 1016 Presented at the ASCO Annual Meeting 2019. e nen atres




Alpelisib + endocrine therapy in patients witRIK3CAnutated hormone
HR+/HERZABC: First interinBY Lievestudy results
RugoHS, et al.

9; Interim data from theBYLievestudy in pts withPIK3CAnutated ABC and
1r prior CDK inhibitor exposure

FULcohort LETcohort Safety and ef fi FUL LET - )
cohort cohort

APts with prior CDK APts with prior CDK :
inhibitor* and Al receive inhibitor* and FUL receive Most Hyperglycaemia 38.1% 27.8%
ALP and FUL ALP and LET common

AAt data cutoff, n= 64 AAt data cutoff, n=36 an: RS x5 93 S B

Gl toxicities 9.5% 0

A Median duration on study = 7.4 months and 9.5 months in the = o _
FUL and LET cohort, respectively Discontinuation (hyperglycaemia) ~ n=1 n=1

A Median duration of exposure to ALP was similar in the two ORR 15.2%  27.3%
cohorts (FUL, 3.7 months; LET, 4.0 months)

A Median relative dose intensity of ALP was >85% in both cohortsCBR 33.3% 36.4%

In this interim analysis, safety and tolerability of ALP and hormonal therapy in pts with prior CDK inhibitors are consi
with those of SOLAR; discontinuation due to toxicity was rare

Ftda FNB LISNYAGGSR XH LINAR2NJ Fy iAol y OS NI isSUNG cediralysconfinyie® KIQW dEiINRAGZAND YO K SrvS2 (BKISNNI 6LES NIABASY .&1;/5 T3
follow-up

AE, adverse even§LPalpelisih CBR, clinical benefit rate; Fiflllyestrant; Gl, gstrointestinal,LET, letrozole; ORR, overall response rate; pts, patients.

RugoHS, et al. Abstract 1040 Presented at the ASCO Annual Meeting 2019.




Summary

A In patients with HR+/HERRBreast cancer that had metastasized to the brain and who had
been heavily prdreated, abemaciclitdemonstrated intracranial clinical benefit

A In premenopausal women with HR+ breast cancer, exemestaneppalibeciclibwith
ovarian suppression extended PFS compared with capecitabine

A Continuous triplet therapy showed clinical benefit and tolerability in patients with ET
refractory HR+/ HER2ABC post CDK4/6 inhibitor progression. Tumour genomic profile
might impact the clinical outcome with triplet therapy

A In patients who had previously received a CDK4/6 inhibitor, the safety and tolerability of
alpelisibwere consistent with the findings from SOLARNd few patients discontinued
treatment due to toxicity

CDK, cycliudependent kinaseET, endocrine therapy; HER2man epidermal receptor-Begative; HR+ hormone receptpositive; PFS, progressifmee survival
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Unapproved products or unapproved uses of approved
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