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LATITUDE: A phase 3, double-blind, randomized
trial of androgen deprivation therapy with
abiraterone acetate plus prednisone or placebos
in newly diagnosed high-risk metastatic hormone-
naive prostate cancer patients

Karim Fizazi,' NamPhuong Tran,? Luis Fein,® Nobuaki Matsubara,* Alfredo Rodriguez-Antoli
Boris Y. Alekseev,® Mustafa Ozgiroglu,” Dingwei Ye,® Susan Feyerabend,® Andrew Protheroe,™®
Peter De Porre,'" Thian Kheoh,'? Youn C. Park,'® Mary B. Todd,"# Kim N. Chi,'® on behalf of the
LATITUDE Investigators

1Gustave Roussy, University of Paris i ssenRese , CA: ogia de Ros:
Rosério, Argentina; National Cancer hiba, Japan v A Hertsen Mos

Cancer Research Institute, Moscow, Ru y
Shanghal Cancer Center, China; °Studienpraxi

11Janssen Research & Development, Beerse, Belgiu
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Objective

To evaluate the addition of AA + P to ADT on clinical benefit
in men with newly diagnosed, high-risk, mCNPC

High-risk defined as meeting at least 2 of 3 high-risk criteria:
« Gleason score of 2 8

* Presence of 3 lesions on bone scan

« Presence of measurable visceral lesion

ING 17 | #ASCO17
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Overall study design of LATITUDE

Efficacy end points
+ Abiraterone acetate 1000 SopATArY;
g QD - os
+ Prednisone 5 mg QD - IPFS
(n=597) Secondary: time to
pain progression
PSA progression
next symptomatic
skeletal event
chemotherapy
subsequent PC therapy

Patients

+ Newly diagnosed adut
men with high-risk
mHNPC

Stratification factors
- Presence of visceral
disease (yes/no)

ADT
+ placebos
(n=602)
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- ECOGPS (0, 1vs 2)

:

+ Conducted at 235 sites in 34 countries in Europe, Asia-Pacific, Latin America, and Canada
+ Designed and fully enrolled prior to publication of CHAARTED/STAMPEDE results

NG 17 | #ASCO17 by: Karim Fizazi

Statistically significant 38% risk reduction of death
Hazard ratio, 0.62 (95% Cl, 0.51-0.76)
P<0.0001
ADT + AA + P, not reached
OS rate at 3 years:

ADT +AA +P: 66%
ADT + placebos: 49%

| Survival (%)

Ovel

No. of events: 406 (48% of 852)
ADT + AA+ P: 169
ADT + placebos: 237

No. at risk 30.4 months
ADT+AA+P

ADT + placebos.

L MEETING 17 | #ASCO17
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Median follow-up:

OS benefit consistently favorable across subgroups

Subgroup ADT+AA+P  ADT+ placebos Hazard ratio (35% CI)
Median (mo)
Al patients. 3 063 (051-0.76)
COG

0 3 L 0.64(0.48-0.86)
12 N 0.61(0.46-0.7

Visceral disease

Yes 051

No 066(0.53-0.83)

Gleason score

062(0.18:211)
=8 3. 063 (051-0.77)
Bone lesians
510 065 (0,45-096)
>10 060(0.47-075)
Region
Asia 0.73(0.42-1.27)
East Europe 050 (0,36-0.69)
West Europe 0.75(0.51-1.09)
0,70 (0.45-1,09)

-—
ADT +AA + P better ADT + placebos better
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Summary of adverse events

T+AA+P DT + plac
97) [{

Grade 3 or 4 AE 374 (63) 287 (48)

ASCO ANNUAL MEETING “17 | #ASCO17  precentedby: Karim Fizazi

Presented By Karim Fizazi at 2017 ASCO Annual Meeting

Conclusions

* Inthe phase 3 LATITUDE, addition of AA + P to ADT led to:
— Significantly improved OS with a 38% reduction in the risk of death

— Significantly prolonged rPFS (53% reduction) and all secondary
end points

* The overall safety profile of ADT + AA + P was consistent with
prior studies in patients with mCRPC

oo ASCO ANNUAL MEETING 17 | #ASCO17  prccentadby. Karim Fizazt
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potentially be considered a new standard of care for patients -~ NoToorseees
e ) o e UK
with high-risk, newly diagnosed mCNPC . ——
“Tracking Information
First Received Date 'CMJE September 18, 2008
Lo Uit b BT
‘Start Date 'CMJE October 2008
Measures 'OMJE N
e
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S e
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yclin Dependent Kinase Inhibitor et TE
3 .

name brand price/month
name (28days)

Palbociclib Ibrance $13155.66 (¥ 1,453,985)

Ribociclib Kisgali $13140.00 ( ¥1,452,255)

Abemaciclib

b o CDK4 or CDK6 e RN
inhibitors inhibitors @
s ”%
1o
o?ﬂ&o acive
x CELL CYCLE

D-type cyclins
(01, 02, and D3)

Extracellular :

mitogens Gl A
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Inactive CDK4 O
and CDK6 JO; ,@Q)
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GO,
Oncogenic 5| INK4
stress proteins

Nonproliferative
state
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CDK6/cyclin D3(CX 9 2HHI K D E 1445

CNHCDKIEARILE S RIFHRHR
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Abemaciclib’Z |} (FEH TOFEENRHSN TS ‘

MONARCH 1: Response Summary

Investigator Assessed Response? Abemaciclib 200 mg

(N=132)
100 = Confirmed Objective Response Rate (ORR = CR + PR) 19.7%
(95% CI) (13.3,27.5)
CcR 0%
PR 19.7%
50—~ Stable Disease 26 months. 227%

Clinical Benefit Rate (CBR = ORR +SD 26 mos)

Disease Control Rate (CR + PR + SD) = 67.4%

Change from Baseline (%)

Progressive disease (n =34)
Stable disease (n = 63)
Partial response (n = 26)
100—| Notassessed (n=9)

. based on review were comp;

The cyclin-dependent kinase 4/6 inhibitor palbociclib in
combination with letrozole versus letrozole alone as
first-line treatment of oestrogen receptor-positive,
HER2-negative, advanced breast cancer
(PALOMA-1/TRIO-18): a randomised phase 2 study

Richard S Finn, John P Crown, Istvan Lang, Katalin Boer, Igor M Bondarenko, Sergey O Kulyk, Johannes Ettl, Ravindranath Patel, Tamas Pinter,
Marcus Schmidt, Yaroslav Shparyk, Anu R Thummala, Nataliya L Voytko, Camilla Fowst, Xin Huang, SindyT Kim, Sophia Randolph, Dennis} Slamon

The Lancet Oncology 2015;16:25-35.

PALOMA-1: Phase 2 Study Design’
Part1 Part 2
n=66 n=99

PAL 125 mgld* +
LET 2.5 mgld

PAL 125 mg/d* +

ER#, HER2~ LET 2.5 mg/d

BC with
CCND1 amp

and/or loss
of p16

- Diseasesite (visceral vs bone only vs other)
- Disease-freeinterval (>12 vs <12 months from end of adjuvant therapy
to recurrence or de novo advanced disease)

ER+, HER2-
BC

=
o
g
=
e}
a
=
Ee
4

RANDOMIZATION

Presented By Richard Finn at 2017 ASCO Annual Meeting

1
Lwthdrew consent ‘ ‘ 3withdrew consent ‘ ‘ ‘ ‘

41 discontinved nteention
1

healhstatus

3withdrew consent

!
J

B1intheletrozolegroup.

Figure1:Trial profle
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100 +

90+

804

70

60+

50

40

304

Progression-free survival (%)

204

10

Both cohorts

— Palbociclib plus letrozole
— Letrozole

HR 0-488 (95% Cl 0:319-0-748; one-sided p=0.0004)

Number at risk
Palbociclib plus letrozole 84
Letrozole 81

T T T T T T T T T 1
4 8 12 16 20 24 28 32 36 40

67 60 47 36 28 21 13 8 5 1
48 36 28 19 14 6 3 3 1

Overall Survival Results From the Randomized Phase 2

Study of Palbociclib in Combination With Letrozole vs

Letrozole Alone for First-Line Treatment of ER+/HER2-
Advanced Breast Cancer (PALOMA-1; TRIO-18)

Richard S. Finn,” John Crown,? Istvan Lang,® Katalin Boer, Igor Bondarenko,®
Sergey O. Kulyk,® Johannes Ettl,” Ravindranath Patel,® Tamas Pinter,® Marcus Schmidt,®

Yaroslav V. Shparyk, Anu Thummala,’2 Nataliya L. Voytko,® Camilla Fowst,4
Xin Huang,® Sindy Kim,s Dennis J. Slamon®

up, Dublin, |
Dnepropetrov
aine; "Tech
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Demographics and Baseline Characteristics

PAL+LET

PFS and OS (ITT)

(N=84)
Median (range) age, y 3 (41-89)
ECOG performance status, n (%)

[}

1

Disease stage, n (%)
Stage Il
Stage IV
Diseasesite, n (%)
Visceral

only
Other (nonvisceral)
Disease-free interval, n (%)
12 mo from adjuvant to recurrence
2 mo from adjuvantto recurrence ot de novo advanced disease
[de novo advanced disease]
Prior systemic treatment, n (%)
None.
Chemotherapy
Hormonal
Tamoxifen
Anastrozole
Letrozole
Exemestane

Eastem Cooperaive Oncology Group.

Presented By Richard Finn at 2017 ASCO Annual Meeting

LET
(N=81)

30 (37)
51 (63)
37 (46)]

PFS

Patients with evertts, n
Median PFS, months (
Hazard Ratio (95% Cf
Pvalue

95% Cl)

(Data Cut-Off:

PALFLET LET
(N=84) (N=81)
1(49)

202(138,275)  102(57,

0.488(0.319, 0.748)
0.0004

Nov 29, 2013)

os

Patients with events, 1 (%)
Median OS, months (95% Cl)
Hazard Ratio (95% Cl)
Pvalue

Progression-Free Survival Probabl

12 %

6 20 2 2 u =
Time {Month) Time (Month)
+ Median duration of follow-up: PAL+LET, 28.6 months (95% CI. 27.9, 36.0); LET, 27.8 months (95% CI: 25.5, 31.1)

Finn RS, et al. Lancel Oncol. 2015;16:25-35. NR=nof reached.

Presented By Richard Finn at 2017 ASCO Annual Meeting

Final Overall Survival Analysis
(Data Cut-Off: Dec 30, 2016)

Presented By Richard Finn at 2017 ASCO Annual Meeting

OS: Phase 2 (ITT)

PAL+LET
(N=84) (N=81)
Patients with events, n (%) 60 (71) 56 (69)
Median OS, months 375
(95% Cl) (314,478) (27.4,426)
Hazard ratio (95% Cl) 0.897 (0623, 1.294)
P value 0.281

Overall Survival Probability (%)

0 12

Number of patients at risk
PAL#LET
LET

Presented By Richard Finn at 2017 ASCO Annual Meeting
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Subgroup Analysis of OS

Subgroup n (%) Hazard Ratio (5% CI)

Ribociclib as First-Line Therapy for HR-Positive,
Advanced Breast Cancer
All randomized patients 165 (100) 0.90(0.

" 89 (54) 0.83(0.51,1
Ao 76 (46) 0.97(0.57,1
0 91(55) 070(0.42,1
1 74(45) i 50
Visceral 81(49)

Disease site Bone only. 28 (17)
Other 56 (34)

Yes 71 (43)
No 94(57)

Yes 56 (34)

No 109 (68) 094(061,1
Yes 84(51) 0.83(0.49, 1.38)
0.96(0.57,162)
098

077

Gabriel N. Hortobagyi, M.D., Salomon M. Stemmer, M.D., Howard A. Burris, M.D., Yoon-Sim Yap, M.D., Gabe S.
Sonke, M.D., Ph.D., Shani Paluch-Shimon, M.D., Mario Campone, M.D., Ph.D., Kimberly L. Blackwell, M.D.,
Fabrice André, M.D., Ph.D., Eric P. Winer, M.D., Wolfgang Janni, M.D., Ph.D., Sunil Verma, M.D., Pierfranco

Conte, M.D., Ph.D., Carlos L. Arteaga, M.D., David A. Cameron, M.D., Katarina Petrakova, M.D., Ph.D., Lowell L

Hart, M.D., Cristian Villanueva, M.D., Arlene Chan, M.D., Erik Jakobsen, M.D., M.P.H., Arnd Nusch, M.D., Olga
Burdaeva, M.D., Eva-Maria Grischke, M.D., Emilio Alba, M.D., Ph.D., Erik Wist, M.D., Ph.D., Norbert
Marschner, M.D., Anne M. Favret, M.D., Denise Yardley, M.D., Thomas Bachelot, M.D., Ph.D., Ling-Ming
Tseng, M.D., Sibel Blau, M.D., Fengjuan Xuan, Ph.D., Farida Souami, M.Sc., Michelle Miller, M.D., Caroline
Germa, M.D., Samit Hirawat, M.D., and Joyce O'Shaughnessy, M.D.

ECOG Status

Prior chemotherapy
Prior hormonal therapy
Prior systemnic therapy

Time from end of adjuvant s
treatmentto disease reurrence

North America

e Europe

N Engl J Med
Volume 375(18):1738-1748

November 3, 2016 ™ NEW ENGLAND
JOURNAL of MEDICINE

0 035 050 075 100 125 150 175 200 22!
«— LeLeT In favor of LET —

Kaplan-Meier Analysis of Progression-free Survival.

Study Overview

104
0.9
08
07 3 Ribociclib group
06
05
0.4
03
02
01
0.0
0

« In patients with advanced HR-positive, HER2-negative breast cancer,
the addition of the cyclin-dependent kinase inhibitor ribociclib to letrozole
was associated with a significantly higher rate of progression-free
survival than placebo.

Hazard ratio, 0.56 (95% Cl, 0.43-0.72)

P=3.29%10°6 for superiority Pla(;bu group
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1820 22 24
Month

No. at Risk
Ribociclib 334 294 277 257 240 226 164 119 68 20
Placebo 334 279 264 237 217 192 143 88 44 23

Hortobagyi GN et al. N Engl J Med 2016;375:1738-1748

™ NEW ENGLAND
JOURNAL of MEDICINE

™ NEW ENGLAND
JOURNAL of MEDICINE

Conclusions

MONARCH 2:
Abemaciclib in Combination with Fulvestrant in
Patients with HR+/HER2- Advanced Breast Cancer
Who Progressed On Endocrine Therapy

« Among patients receiving initial systemic treatment for HR-positive,
HER2-negative advanced breast cancer, the duration of progression-
free survival was significantly longer among those receiving ribociclib
plus letrozole than among those receiving placebo plus letrozole, with a
higher rate of myelosuppression in the ribociclib group.

George W. Sledge, Jr!, Masakazu Toi?, Patrick Neven?, Joohyuk Sohn?, Kenichi Inoue?,
Xavier B. Pivot?, Olga Nikolaevna Burdaeva’, Meena Okera8, Norikazu Masud eter A. Kaufman?,
Han A. Koh'", Eva-Maria Grischke'2, Martin Frenzel'3, Yong Lin'3, Susana Barriga’, lan C. Smith'3,
Nawel Bourayou®, and Antonio Liombart'é

Itanford Universty, Starford. GA: *yoto Universty, Kyoto, Japan; “Universitaire Ziekenhuizen Leuven - Campus Gasthuisberg, Lewven, Beigium; “Yonsei
Cancer Center, Seou, Korea; *Saltara Cancer Center, Saitama, Japan; ‘CHU de Besancon Hopital Jean Minjoz, Besancon Cedex, France; ‘Arkhangelsk
Regional Glinical Oncology Dispensary, Arkhangeisk, Russian Federation; “Adelaide Cancer Cerntre, Adelaide, Austraia, “National Hospital Organization Osaka
National Hospital. Osaka, Japan; ONorris Cottan Cancer Center at DartmoutHitchcock Medical Center, Lebanon, NH, USA; ! Kaiser Permanente Medical Group,
Belfiower, CA, USA: “Universtatskiinikum Tubingen Frauenkiinik, Tdbingen, Germany; 1EIi Lily and Company, Incianapols, IN, USA;

i Lily and Company, Macrid, Srain; 1*Eli Lily and Company, Paris, France; “Hospital Arnau Viianova, Valencia, Spain

meseqma: ASCO ANN MEETING ‘17 | #ASCO17

™ NEW ENGLAND
JOURNAL of MEDICINE
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Study Design

- HR+/HER2- ABC bemaciclib: 150 mg® BID Primary endpoint:
+ Prefperi-2 or postmenopausal (continuous schedule) Investigator-assessed PFS
* ET resistant: fulvestrant: 500mge | Secondary endpoint:
_— 0OS, Response,
Clinical Benefit Rate, Safety
placebo: BID Stratification factors:
(continuous schedule) - Metastatic site
fulvestrant: 500 mg® - ET resistance
\_  (primary vs secondary,

N

‘ Randomization

- Relapsed on neoadjuvant or
onkwithin 1 yr of adjuvant ET
- Progressed on first-ine ET
* No chemo for MBC
* No more than 1 ET for MBC
+ ECOGPSs1

« Statistics: 378 events for 90% power at one-sided o of .025 assuming a true HR of .703

« Patients enrolled in 142 centers in 19 countries

*Requiredtoreceive
se by pro
Fulvestrantadmini

Accrual and Analysis

« 669 patients (ITT*) randomized from Aug 2014 to Dec 2015
« Data cut-off: 14-Feb-2017
Median follow-up: 19.5 m

ITT population

Received treatment
T (safety population)

PFS events
(ITT population)

On treatment
(ITT population)

“ITT population includes patients who started at 200 mg and 150 mg

s ASCO ANNUAL MEETING 17 | #ASCO17

Primary Endpoint: PFS (ITT)

120 Median PFS
abemaciclib + fulvestrant: 16.4 months
placebo + fulvestrant: 9.3 months

HR (95% Cl): .553 (.449, .681)
P<.0000001

127 15 18

Time (months)

1234 171 101
03 80 61 32

PFS benefit confirmed by blinded independent central review (HR: .460; 85% CI: 363, .584; P<.000001)

reesoror. ASCO ANNUAL MEETING 17 | #ASCO17
ot e

TEAE (Safety Population)
[mu’m
n=441 n=223
[ex] G4 G3 G4

Diarrhea”
Neutropenia”
Nausea

Fatigue

Abdominal pain
Anemia
Leukopenia
Decreased appetite
Vomiting

Headache

Grade 2 diarrhea; abemaciclib + fuvestrant 31.7 trant (4.9%).
Febrile newtropen uncommon [6 patierts in the abe ortectiy coded; 1 post-chemotherapy)] and was ot associated with severe infection

ASCO ANNUAL MEETING 17 | #ASCO17

Conclusions

« Abemaciclibat 150 mg BID plus fulvestrant was an effective treatment for women with
HR+/HER2- ABC whose disease progressed on prior endocrine therapy

« Abemaciclib plus fulvestrant significantly improved PFS (16.4 vs 9.3 months; HR: .553) and
ORR (48.1% vs 21.3% in patients with measurable disease)

* Abemaciclib dosed on a continuous schedule was generally well-tolerated
- Grade 3 & 4 neutropenia was 26.5%

- Diarrhea typically occurred early and was managed with dose adjustment and
antidiarrheal medication

Based on these results, abemaciclib in combination with endocrine therapy as adjuvant
treatment of HR+/HER2- high-risk breast cancer will begin recruitment 3Q2017 (monarchE)

MEETING 17 | #ASCO17

Presented By George Sledge at 2017 ASCO Annual Meeting
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