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MONALEESA-3 Study Design

Ribociclib Primary end point
(600 mag/day; * PFS (locally assessed per RECIST
3 weeks on/1 week off) version 1.1)
Men and +
postmenopausal fulvestrant Secondary end points _
women wi 5 (00 o ]
— 5 « Clinical benefit rate
< 1 line of prior ET for « Time o response
advanced disease é * Duration of response
+ Time to definitive deterioration of
N =726 Stratified by: SO E N ,
. Presencelsarbsence of + Patient-reported outcomes
liverflung metastases « Safety.
« Prior endocrine therapy » Pharmacokinetics

Patient population definitions

= early relapse

— TFi=12mo
Treatment

naive for ABC

y —* De novo ABC

1L, first iine; 24, second line; ABC, advanced dreas! cancer, ECOG PS, Eastem Cooperalive Oncology Group performance
status; £7, endcenne therapy, HER2, human epidennal growth factor receptor 2, HR, hormone recepior; PD, progressive

ONEIeSS dicease; PFS, progression-free surviva; RECIST, Responss Evaliation Criterfa in Sofid Tumars; TFI, treatment-frae intenval
u * Fulvesirant 500 mg Inframusculanty every 28 days plus an additional dose on Cycle 1, Day 15. =

Slamon, ESMO 2019



RIBOCICLIB I-II line: Monaleesa 3

726 pts ER+ HER2- I line ~50%

Prior endocrine therapy setting

{Neojadjuvant 289 (59.7) 142 (58.7)
Advanced 110 (22.7) 40 {(165)
100
80
= 604
7]
L
o 40 4
Median PFS
204 — Ribociclib + fulvestrant: 20.5 months (95% CI, 18.5 to 23.5 months)
Placebo + fulvestrant: 12.8 months (95% CI, 10.9 to 16.3 months)
Hazard ratio, 0.5693 (95% CI, 0.480 to 0.732); P < .001
1 I I I I I 1 I I 1 I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)
No. at risk:
Ribociclib + fulvestrant 484 403 365 247 324 305 282 259 235 155 78 52 13 0
Placebo + fulvestrant 242 195 168 156 144 134 116 106 95 53 27 14 4 0

Cut-off 12 mos

(

\

PFS 20.5 months vs 12.8 months

\

J
Slamon, JC02018
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Overall Survival
The reduction in relative risk of death with RIB was 28%

00 1 ===
RIB + FUL Landmark Analysis
& 7 :
& KM RIB+ [PEO*
] = > Estimate FUL FUL
- ‘-'.N =2
3 “‘"\,__h Bmonths = 67.0% | 58
3 ——— 42 months 57.8%  459%
§ 91 EvensN 1671484 108/242 ‘
é S, median
] =%, mo NR(425-NR) 400 (37.0-NR) | L
HR (35% CI) 0.724 (0.568-0.524) '
o] Pvawe 0.00455
0 2 4 6 & 1 12 % % 1B D 2 % % B I R M F B H L 4 %5 &
Time,
No. of patents sl 2t risk
Mibocchd 438 &m0 &4 &4 430 28 44 400 390 W0 3 W 38 B4 Ve NP W0 % O W@ 4 12 2
Pozzbe 20 233 27 243 218 23 X7 10 ™4 1§ M U4 W 19 15 1§ W M T o k24 14 3 0

- The P value of 0.00455 crossed the prespecified boundary to claim superior efficacy (P <0.01129)

nmm‘ﬂm Sk ot e e e S e e S o Lo L i
Slamon, ESMO 2019
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Overall Survival by Line of Therapy
OS by line of therapy was consistent with overall population

First line el Early relapse + second line

RIB + FUL

8

RIB + FUL

2

QOverall Survivad, %
a8
{
Overal Survvad, %

5
4

—
207 EvenisiN 831237 477128 2 EvenisN
OS, megan, mo Not reached 45.1= S, median, mo 40.2 325
p{ HR(95%Cl) 0.700 (0.475-1.021) of HR (5% Cl) 0.730 {0.530-1.004)
L L L L L L L L) L) L L) L L L L L L L L) L L L L L L 1 1) 1 1 1) 1] 1 T 1] 1 T 1] 1 1 1] 1 T L T 1 L 1 1 L 1
0 2 4 6 B W 121216 W 20 2224 2% 28 N 2 M 6 B &L L2468 0 2 4 6 B W 12 116 18202222802 X FBFOLLY S B
Time, ' Time, months
No. of patients sl at risk No. of patents s2ill at rick
Ribocicld 237 225 222 217 214 2¢2 207 206 205200 106 100 182 174 173 %00 903 157 438 @2 58 22 & ' ¢ Ribocchb 237 231 222 216 213 290 100 182 134 17D 72 17 1B 12 M5 1510 22 M @ 6 17T 7 1
Macebo BN 1212 P M NVINEE 0 o7 B 91 85 84 B2 U &H N & X 0 @ Poceho 100 W03 08 07 &3 00 88 3 Bl T8 77T M B 8 0 2 4 &4 ¥ 3 s e 1D

o"lross FUL. Nvaaanet +50 bt rete. D8 owsel surviesl, PEO, pracets, VR, IBodsih
& This mscien vivus ey A0f S setiviston] (eflelly Guo 10 B led putierd o0 follow-u, whe fend o meert & 35 7 mortts

Slamon, ESMO 2019
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Progression-Free Survival by Line of Therapy
Median PFS for RIB + FUL is now reached in first line (33.6

months)

Events/N
PFS, median, mo

HR (85% CI)

First line

112/237

336
0.546 (0.415-0.718)

RIB + FUL

Progression-Free Survival, %

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time, months

No. of patienta still at risk
Ribociclib237 204 187 178 171 164 157 147 140 132 125 123 117 113 102 101 98
126 109 99 91 88 8 78 75 70 62 58 52 48 45 41 3B 37

ongress
FUL, fulvestrant; HR, hazamd ratia; PSO, pla

T
32

84

c2D0

3 38 40 42 44

100 4

60 1

40

20 1

Early relapse + second line

Events/N 187/237
PFS, median, mo 1486 91
HR (85% CI) 0.571 (0.443-0.737)
RIB + FUL
PBO +

T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3 38 40 42 4

Time, months

No. of patients atill at risk
0 Ribociclib 237 189 163 150 144 134 119 105 93 & 74 69 55 356 52 50 47 41 27 19 9 & 2

bo 109 82 66 62 S3 4 3I 28 25 28 21 ¥ 12 12 8 8 7T 7 3 8 1 1 ¢

val; RIB, rhociclib.

Slamon, ESMO 2019
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ERmESMD™™
STUDY DESIGN

= N=669
"+ HR+, HER2- ABC 29 abemaciclib (n=446): 150 mg® |
+ Prel/peri-2 or postmenopausal BID (continuous schedule) ~ Primary endpoint:
+ ET resistant: S fulvestrant: 500 mg¢ Investigator-assessed PFS
— Relapsed on neoadjuvant or on/within © Secondary endpoint:
1yeobadjuvant ET - B Overall survival
— Progressed on first-line ET for ABC g
» No chemo for ABC o placebo (n=223): BID Exploratory analysis:
+ No more than 1 ET for ABC S (f%(:cggz(;uni-sgggﬁlec) ~ Time to chemotherapy (TTC)
. ECOGPS < 1 & : 9
Stratification factors: + Data cut-off: 20 June 2019
. Metas(atnc site (VI.sceral, bone only, or other) +  Median follow-up: 47.7 months
+ ET resistance (primary or secondary)’-8 +  17% patients (abemaciclib arm) vs 4% (placebo arm)

remained on ftreatment

*Required to receive GnRH agonist

®Dose reduced by protocol amendment in all new and ongoing patients from 200 mg to 150 mg BID after 178 patients enrolled
SFulvestrant administerad per label

Abbreviations: N, number of patients in population: n, number of patients

’Cardoso et al. Breast. 2017,35:203-217; 8Cardoso et al. Ann Oncol. 2017,28(12):3111

Sledge, ESMO 2019



ABEMACICLIB I & II line: Monarch 2

669 pts ER+ HER2-
17% PREMENOPAUSAL

Primary resistence 25%

?-_% 100 - | Censored observations
g ] i - gabemaciclib + fulvestrant {n = 446); median, 16.4 months
i i placebo + fulvestrant (n - ); madian, 9.3 months
S 80 I fi 223 ian, 9.3
3 ]
w ]
@ 604
e ]
(. ]
= 40-
Y= ]
7] . o
& 20 Log-rank P<.001
s-, HR, 0.553 (95% CI, 0.449 to 0.681) s =
o e e A B T S e
a- 0 3 6 9 12 15 18 21 24 27 30
Time (months)
No. at risk
abemaciclib + fulvestrant
446 3B7 314 23 M 101 65 32 2z 0
placebo + fulvestrant
223 186 123 103 80 81 32 13 4 1 0

§ _ | Censored observations
= 100 ] - abemaciclib + fulvestrant (n - 446); median, 22.4 months
= 1 ~ placebo + fulvestrant (n = 223); madian, 10.2 months
c 80
= ]
w ]
@ 60 1
@ ]
- ]
T o
(=] 4
‘& i
» 20 Log-rankP<.001
g HR, 0.460 (95% CI, 0.363 to 0.584)
S St B an e B R e e Pt M D o M D (e B ot o B o o B et o e |
a. 0 3 6 9 12 15 18 21 24 27 30
Time (months)
No. at risk
abemaciclib + fulvestrant
446 362 208 260 220 182 93 58 24 3 0
placebo + fulvestrant
223 156 102 <} 61 42 25 10 2 0 0

Fig 2 Kaplan-Meier plots of progressionfree surnvival. (A} Investigator-assessed and (B) independent central review of intent-totreat population. HR, hazard ratio.

<

>

PFS 16.4 months vs 9.3 months
HR 0.55

Sledge, JCO 2017
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ERRESMD™™
UPDATED PROGRESSION-FREE SURVIVAL

100+

904

Median PFS* No. of events
80- abemaciclib + fulvestrant: 16.9 months 297
placebo + fulvestrant: 9.3 months 193

70-

604

B 1 5 v o, T DN o 5 o O 7 s ) T e o A S e e o 5

40-

304

Progression—-free Survival (%)

204

81 HR (95% Cl) = 0.536 (0.445 to 0.645)
P<0.0001

0 3 6 @ 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time (months)

No. at risk
abemaciclib + fulvestrant 446 365 312 280 242 208 176 158 147 132 121 114 104 97 78 53 28 18 4 0
placebo + fulvestrant 223 165 124 103 81 72 54 47 36 31 26 18 17 14 ¢ 7 0 0 0 0

2PFS results at pimary analysis: Median: 18.4 vs 8.3 months (HR: 0.553; 95% CI1: 0.449, 0.681; P<0.001), 222 events abemaciclib arm vs 157 events placebo arm

Sledge, ESMO 2019
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OVERALL SURVIVAL

100 4 Median OS No. of events

o abemaciclib + fulvestrant:  46.7 months 211
placebo + fulvestrant: 37.3 months 127

B0 -

Overall Survival (%)
&

30+ 9.4 month OS benefit

HR (95% Cl) = 0.757 (0.606 to 0.945)
P=0.0137

0 2 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Time (months)

abemaciciib « fulvestrant 446 422 410 397 384 364 339 321 302 284 265 246 234 214 202 157 101 S8 23 0
placebo + fulvestrant 223 214 201 195 191 178 170 158 148 135 122 115 99 92 82 62 42 15 3 0

Sledge, ESMO 2019
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OVERALL SURVIVAL BY RESISTANCE TO ENDOCRINE THERAPY?

Primary Resistance

HR = 0 686 (0451, 1.043)

abemacichb + fulvestrant (n=112); 38.7 months
04 placebo + fulvestrant (n=60): 31.5 months

0 6 12 18 24 30 36 42 48 54
Time (months)

*Interacton P-value: 0.583

Secondary Resistance

HR = 0.787 (0.606, 1.021) L
Median OS
abemaciclib + fulvestrant (n=326): 48.8 months
placebo + fulvestrant (n=162): 40.7 months

0 6 12 18 24 30 36 42 48 54 60
Time (months)

Sledge, ESMO 2019
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Definitions of endocrine resistance in ER+ MBC

Y

o |

SECONDARY (ACQUIRED)
ENDOCRINE RESISTANCE

ENDOCRINE RESISTANCE
: : Relapse while on adjuvant ET but after the first 2 years,
Retapse while on the first 2 years of adjuvant ET, or PD or relapse within 12 months of completing adjuvant ET,

within first 6 months of 1= line ET for MBC, while on ET A
or PD = 6 months after initiating ET for MBC, while on ET

Loibl, ESMO 2019
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PFS data of fulvestrant + CDK 4/6 inhibitor Phase lll trials in ET pretreated

MONALEESA-3' MONARCH-22 PALOMA-33
S
1004 = 100 = | Censored observations 100 — Palboriclib + fubvestrant (n=374]
© i == gbemaciclib  fulvestrant (n = 446); median, 16.4 months Median PFS 11.2 manths
i PFS128monthS § 80 1 ~ placebo + fulvestrant n = 223); median, 9.3 months e Cras-128
‘5 g 80— — Placebo + fulvestrant (n=174)
_ ") PFS 9 3months - L Median PFS 4.6 mornths
8 0 ¢ 60 - ; . [95%€1:25-5.6)
- z 60 \
0 'S 4 [ \
Loy L = e PFS 4.6 months
Madian PFS L g ‘ g 40- 5&
0. —mbocuclibdur:es(muzo.sﬂmmnsmaw.nmmm;» - g 20 - Log-fank P< 001 “z , e
PIacebo«Wnam: I?Smunhs‘m (1, 10.9 10 16.3 months} t& HR, 0,553 (95% C), 0,449 t0 0.531) 5 \
Hazard ratio, 0.583 (95% CI, 0.480 10 0.7321; P< 001 bS] e .
. — i T T T T T T P T R A s sk 0082 A o .
0 2 4 6 8 N R OW B BN UN ¢ & 8 9 1? 5 0 ME @A W Lsided PO
Time (months) Time (months) I
No.atrisk: No. at risk 01234567 8910NDBUBWWYTBIYNARDS
Abocic +fubestant 484 403 W& W7 34 ME M 29 M5 1% W R OB 0 abemaciclib + fulvestrant Tine lmonths)
Piaogho + flvestrant 242 195 188 158 14 1% 18 w06 %5 53 7 M 4 0 M6 367 34 81 34 M M 65 3R 2 () Wumber o paients 2tk
placebo + fulvestrant Bl WM M MWMA MW M IBEL WL O S BE R 2L 10

PB4RIL 14 1@ 1215 8 80 & 6 51 0 8 4 3 ¥ L5 U ¢

43 10

223 165 123 103 80 61 332 1B 4 1

L evel of pretreatment increases and PFS in control arm decreases

BARCELONA

2019

M0
1. Slamon D et al JCO 2018;36:2465-72; 2. Sledge GW et al JCO 2017;35:2875-84; 3. Turner N et al. New Engl J Med 2016

Loibl, ESMO 2019
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Subsequent Therapy After Discontinuation

First Subsequent Therapy After R’8_+ i PBO_# PUL
Discontinuation by Type, n (%) oA 2 =2 N

n discontinued = 362 n discontinued = 209
Any madication 295 (81.5) 177 (84.7)
Chemotherapy alone 84 (23.2) 42(20.1)
Chemotherapy + hormeone therapy/other’ 46 (12.7) 33(15.8)
Hormoene therapy alone 94 (26.0) 38(18.2)
Homone therapy + other® 86 (18.2) 61(29.2)
Targeted therapy alone 5(14) 3(14)

« CDK4/6 inhibitors as any line of subsequent therapy after discontinuation were
received by 11% of patients in the RIB arm and 25% of patients in the PBO arm

ERESMD
POST DISCONTINUATION THERAPY

704

abemaciclib + fulvestrant (N=446)

placebo + fulvestrant (N=223)
[
504
2
-
2
&g |
Subsequent CDK4 & 6
20 B Inhibitor therapy
abemaciclib + fulvestrant 5.8%
10 placebo + fulvestrant 17.0%

» Targeted agent Endocrine therapy Chemotherapy
therapy

At the time of data cutoff, 3 total of S84 patients In the ITT

P had from study {82.7% (n=369) In abemaciclib anm, 95.4% (n=215} In the placebo arm)
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Time to First Chemotherapy
Time to first chemotherapy was longer with RIB + FUL

1o ~——
ES e~ RIB + FUL
-
§ o .
H - _ & \‘-_
g PBO + FUI —— ) Landmark analysis
b s : KM Riz+ | FEON
NN g e Estumate FUL Ful

§ T P
€ | e e e A2monins  S6A%  437%
g TTC, madan, mo NR 205

o HR{36% CI) 0.696 {0,551 .0.879)

R R E R E R EEEEEEREE T I I

Time. veritn
No of patarts st of rivk

W M W O™ M IO N N T WM M N @ MoW
E »

asaccdh ‘
e M) I M OW O TR OB W D IE YW % s D

EXPLORATORY ANALYSIS: TIME TO CHEMOTHERAPY?

100 Median No. of events
% abemaciclib + fulvestrant:  50.2 months 200
3 placebo + fulvestrant: 22,1 months 135
= m
z
i 70
8w
w0
£,
-
8w
w
n
HR = 0.625 (95% CI, 0.501 to 0.779)
10 P<0.0001
o
O 3 6 6 1215 18 21 24 27 30 33 36 39 42 45 48 51 5¢ 57
No. ot risk Time (months)
semacoil « Ldvestan! 488 208 372 342 315 284 245 234 220 204 195 188 184 172 6T 134 B4 45 28 O
slaceto « fulvestract 223 194 171 148 138 120 0@ 87 B8 77 73 @7 61 55 51 ¥ 24 7 1 (1]

ATine o SvanoTenddy Vs arel/Eed om Leniomsaton s niebon of festooet Al 0 DOeTEs Wi e St 10 IO oF dhenat e sy |
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OLYMPIA-D & EMBRACA,; Phase lll PARPi Trials

M with HER2-rogaiee MBC with 24

SENOAOUL O SUBPOCIRD Oukieriou g
QBRCA mulston; preeous antecydine
and meang, £ 2 proviows e of CT S |

Slspmc 200 mvg O WD
P . & 208
matestyt: damsen; # HIY, nat semtls for ;\
ET o prograsand en 2 1ET

. Lobd |
Prs wen HERZ negatvo LAEC o1 MBC win 21

O wmrEin oF AUz mcled e betaricus =

POSCA mukyson; -~

strafhad! pdoieons dsn ol CT* O 21 F

S NS OLYMPIAD EMBRACA

Overal PCT

Progression/deaths, n (%) 100] _— 12144
Median PFS, mos 90l +Overll PCT Eerts o %) 189 65%) B

8

|

Median, mo (35% 1 Tl ShwEed
Qlaparib CT /II»H 6*:\\
S ( Hazand ratio, 0.4, 85% GL 041 071

*
3
>
4
= 3 Pe i
/0 —"~\%2)0 U \\-__- ———__/
HR: 0.58 P = ,0009) § % s ™
2l 5 40
HEd
]
g
¢ 101
""""""" ov v T ]
0 24 6 810121416182022242628 0 1 & § © % ® 2 % 0 % % % % &

G Duration of PFS, mo

Dent, ESMO 2019
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Study Design:

Patient Population

» Advanced HER2-negative
breast cancer

» Germline BRCA1T or BRCA2
mutation

» <2 prior lines cytotoxic therapy
for metastatic disease

» <1 prior lines of platinum; no
progression <12 months of
completing

Stratification Factors

» Hormone Receptor Expression
» Prior Platinum
* CNS Metastasis

— mongress

BROCADE3 (NCT02163694)

Veliparib +

Treat to progression:
If carboplatin and
paclitaxel were
discontinued prior to
progression, dosing of
veliparib/placebo
increased to 300mg BID
continuous, and then
400mg BID if tolerated

Primary Endpoint:
Investigator-assessed PFS per RECIST 1.1

21-Day Cycles:
» Carboplatin (C): AUC 6 on Day 1
+ Paclitaxel (P): 80 mg/m2on Days 1, 8, 15
» Veliparib or Placebo: 120mg BID on Days -2to 5

Carboplatin/paclitaxel

2:1
Randomization —

N=513

Optional open-

label crossover
to veliparib

Dieras, ESMO 2019
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Patient Characteristics (2)

Veliparib + | Placebo + Veliparib + | Placebo +
Characteristic, no. (%) C/P Characteristic, no. (%) C/P
Hormone Receptor Expression Prior Platinum
ER and/or PgR pos 174 (52) 92 (54) Yes 27 (8) 16 (9)
ER and PgR neg 163 (48) 80 (47) No ‘ 310 (92) 156 (91)
BRCA Mutation Status Prior (Neo)-Adjuvant Chemotherapy
BRCA1 Mutation 177 (53) 89 (52) Yes 236 (70) 113 (66)
BRCAZ2 Mutation 167 (50) 86 (50) No 101 (30) 59 (34)
Measurable Disease Prior Chemotherapy for Metastatic Disease
Yes 285 (85) 143 (84) Yes 63 (19) 33 (19)
No 52 (15) 28 (16) No ‘ 274 (81) 139 (81)
ECOG Performance Status History of CNS Metastases
0 208 (62) 102 (59) Yes 16 (5) 10 ()
1 121 (36) 63 (37) No 320 (95) 161 (94)
2 8 (2) 7(4)
BARCELONA Mn“gress . . )
2019 C/P: Carboplatin and Paclitaxel Measurable disease status missing- 1 patient, control arm

History of CNS Metastases missing- 1 patient in each arm

Dieras, ESMO 2019
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Primary Endpoint: PFS by Investigator Assessment

Veliparib + C/P | Placebo + CIP

PFS by Inv. PFS Events, n/N 2171337 132/172

HR 0.705
[95% Cl 0.566-0.877], p = 0.002

23 100+ Median PFS, 14.5 12.6

8 months [95% CI] [125,17.7] [10.6, 14.4]

a § 80 —

E D

©+ 60+

= e Tt v, ~ T L e
85 40-

.

‘@ = 4+ :o»—m-L.‘_‘
28 20

'f-: o + + —

© q 0 —

oo

1 1 1 ] I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Months from Randomization

No. at Risk
Control 172 160 163 140 123 99 82 64 47 39 36 27 23 18 15 15 12 8 8 8 6 5 5 4 3 0
Veliparib 337 316 301 282 250 207 181 154 137 126 107 92 81 72 60 51 45 38 32 25 20 16 8 4 1 1 0

BARCELONA Mongress
AL C/P: Carboplatin and Paclitaxel

Dieras, ESMO 2019
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Primary Endpoint: PFS by Investigator Assessment

HR 0.705 Veliparib + C/P | Placebo + C/P
B CiRa0t-00ML 0002 . MWENR  FFS Events, niN 217/337 1321172

Median PFS, 14.5 12.6
months [95% CI] [125,17.7) [10.6, 14.4]

100+

(o]
o
|

PFS24 = 34% (vs. 20%)

60 — PFS36 = 26% (vs. 11%)
il / /

\
20 - _——

e
£
®
@
(=]
—
o
c
9
7
)
o
—
=)
o
-
o

o
)
m
3]

2

(@]
E
o
b

N
o
o
—

w
)
-
c
]

=
©

Q.

o
|

1 1 1 ] I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Months from Randomization

No. at Risk
Control 172 160 163 140 123 99 82 64 47 39 36 27 23 18 15 15 12 8 8 8 6 5 5 4 3 0
Veliparib 337 316 301 282 250 207 181 154 137 126 107 92 81 72 60 51 45 38 32 25 20 16 8 4 1 1 0

BARCELONA Mongress
AL C/P: Carboplatin and Paclitaxel

Dieras, ESMO 2019
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Primary Endpoint: PFS by Independent Central Review

PFS by ICR PFS Events, n/N 159/337 94/172

Median PFS, 19.3 13.5
months [95% CI] [16.5,23.3] [12.5, 16.3]

HR 0.695
[95% Cl 0.537-0.899], p = 0.005

1004

wA

&g

gv

8% 80+

£ 8 PFS24 = 44% (vs. 27%) PFS36 = 37% (vs. 20%)
© =« 60+ / /

O QT e s R St b s e T e s s e = o VR o e ey e e
o

Sg 40 R%' b e + -

re I —

Ea 20 - - i - —_—

= 2

SCL 0 T T T T T T T 1 T 1 T T T T T 1 T 1 T

1 1 1 I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Months from Randomization

No. at Risk
Control 172 189 149 137 120 93 78 &3 43 33 30 23 20 16 14 14 11 9 8 8 7 5 5 4 3 0
Veliparib 337 317 300 273 238 201 180 151 132 120 101 89 76 68 56 46 41 35 28 25 19 15 7 4 1 1 0

BARCELONA Mongress
L C/P: Carboplatin and Paclitaxel

Dieras, ESMO 2019
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PFS Subgroup Analysis (Investigator-Assessed)

Subgroup

All patients
Hormone receptor status
ER positive and/or PgR positive
ER negative and PgR negative (TNBC)
BRCA status
BRCA1 mutation
BRCA2 mutation
Prior platinum therapy
Prior platinum therapy
No prior platinum therapy
Prior cytotoxic therapy for metastaticdisease
Prior chemotherapy in metastatic setting
No prior chemotherapy in metastatic setting
History of CNS metastases
Yes
No

217/337

124/174
93/163

113/177
106/167

19/27
198/310

46/63
171/274

14/16
203/320

Veliparib+C/P Placebo+C/P
No. of patients with events/total

Hazard Ratio for Disease Progression or Death (95% Cl)

10

132/172 —eo—i

74/92 —e—

58/80 —e—

68/89 —e—

67/86 ——

14/16 I i
118/156 —o—
29/33 ——
103/139 —e—

8/10 I . i
124/161 —e—i

01
Favors Favors
Veliparib + C/P Placebo + C/P

C/P: Carboplatin and Paclitaxel

0.70(0.57, 0.87)

0.69 (0.52, 0.92)
0.72 (0.52, 1.01)

0.72 (0.53,0.97)
0.66 (0.48,0.89)

0.70 (0.34, 1.44)
0.71(0.56, 0.89)

0.80 (0.50, 1.27)
0.69 (0.54, 0.88)

2.08 (0.78, 5.52)
0.66 (0.53, 0.83)
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Secondary Endpoint: Overall Survival (Interim Analysis)

100-
OS Events, n/N 167/337 871172
S 80 - H Median OS, 335 28.2
< months [95% CI] [27.6, 37.9] [24.7,35.2)
©
2 =
s 60
@
= 40 -
§ HR 0.945
O 20+ [95% CI 0.729-1.225], p = 0.666
o -
1 1 1 1 1 1 1 1 ] 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
Months since Randomization
No. at Risk

Control 172 166 162 158 157 149 141 134 125 111 102 90 75 68 57 47 44 40 32 29 25 19 18 15 9 7 2 O
Veliparib 337 332 326 318 307 294 281 265 247 223 203 185 161 145 132 117 106 90 76 62 50 41 30 18 11 8 3 1 0

e ongress X X
v M e . . _ Crossover: 44% of ITT subjects randomized to placebo + C/P
C/P: Carbopiatin and Paciiaxel elected open-label veliparib as 1st subsequent therapy
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Common Adverse Events (Entire Treatment Period)

my oo ry 3
Grade Grade
89 81 Neutropenia 91 84
81 40 Thrombocytopenia | I —— 71 28
a0 42 Anemia e 70 40
73 6 Nausea I B4 41
54 0 Alopecia LI 51 0
50 7.1 Fatigue I — 50 4.1
46 45 Penpheral sensory neuropathy NN . 52 47
45 48 Diarrhea I s 36 29
40 29 Leukopenia I 38 28
36 39 Vomiting I . 36 1.8
36 12 Headache N . 35 1.8
34 0.3 Constipation I 32 0.6
25 24 Asthenia BN s 25 1.8
24 0.9 Decreased appetite B 27 0

| | | | | o | | | | |

100 &80 &0 40 20 0 0 20 40 60 80 100

Adverse Events (%)

ongress
m All-grade AEs in =25% of patients. Red boxes indicate differences =10% in any grade AEs between arms.
3+ Grade 3 or Higher. C/P: Carboplatin and Paclitaxel

BARCELOMA
2ma
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Common Adverse Events (Blinded Monotherapy)

oy oo y s
Grade Grade
52 5.1 Nausea I 10 17
23 44 Fatigue BN . 12 1.7
21 22 Headache B 17 1.7
21 0.7 Diarrhea I . 8.6 0
19 22 Vomiting B e 10 1.7
16 15 Insomnia Il 34 0
15 29 Asthenia I 34 17
13 37 Neutropenia HE = 12 2.2
14 0.7 Back Pain mE 34
12 22 Peripheral Sensory Neuropathy mE - 8.6
12 < Anemia HE e 14 17
10 22 Thrombaocytopenia m BN 9.2 0
10 0 Dyspepsia [ 0
10 0 Arthralgia E . 14

| i | i | | I I i I |

100 80 &0 40 20 0o 0 20 40 60 80 100

Adverse Events (%)

ongress
m All-grade AEs in =10% of patients. Red boxes indicate differences =10% in any grade AEs between arms.
G3+ Grade 3 or Higher. C/P: Carboplatin and Paclitaxel

BAHCELOMA
2019
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KEYNOTE-119 Study Design (ncT02555657)

Patients

» Recurrent mTNBC

» 1 or 2 prior systemic treatments for
mTNBC

» Documented disease progression
on/after most recent therapy

» Previous treatment with an
anthracycline and/or a taxane in
the neoadjuvant/adjuvant or
metastatic setting

* ECOG PS 0-1

Stratification by:
* PD-L1 tumor status (CPS 21 vs CPS <1)
* Prior neoadjuvant/adjuvant therapy vs
de novo metastatic disease at initial diagnosis

Randomize 1:1
N = 600

Pembrolizumab
200 mg Q3W
up to 35 cycles

Investigator choice? of:

» Capecitabine
= Eribulin

« Gemcitabine
» Vinorelbine

Follow-up for safety
(590 days)
Follow-up for survival
(every 3 months)

ECOG PS = Eastern Cooperative Oncology Group performance status; mTNBC = metastatic triple-negative breast cancer; PD-L1 = programmed death ligand 1; Q3W = every 3 weeks.

*Maximum enroliment cap of 80% of total enroliment for each chemotherapy drug.

Cortes, ESMO 2019
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Baseline Characteristics

Characteristic, n (%) e oheme Characteristic, n (%) mere heme
Age, median (range), y 50 (28 -83)  50(25-79) Prior necadjuvant/adjuvant 246 (76.8) 246 (79.4)
<65 years 264 (84.6) 260 (83.9) Time fo progression on 1L
Post-menopausal 238 (76.3) 239 (77.1) <6 mo | 156 (50.0) 151 (48.7)
ECOG PS >6 mo 156 (50.0) 159 (51.3)
0 169 (54.2) 138 (31.0) Chemotherapy received
1 141 (45.2) 151 (48.7) Eribulin - 167 (53.9)
No. prior lines Capecitabine - 85 (27.4)
1 187 (59.9) 187 (60.3) Vinorelbine - 43 (13.9)
2 124 (39.7) 123 (39.7) Gemcitabine - 15 (4.8)

Data cuteff date: April 11, 2018

Cortes, ESMO 2019
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PD-L1 Expression Analysis

Measure of PD-L1 expression: combined positive score (CPS)

# PD-L1-staining cells
(tumor cells, lymphocytes, macrophages)

Total # viable tumor cells

* Assessed centrally in newly obtained core
or excisional biopsy from metastatic, not
previously irradiated, tumor lesion using
PD-L1 IHC 22C3 pharmDx (Agilent Technologies)

* Positive PD-L1 expression: CPS 210 and CPS 21

PD-L1 positive cells
(Tumor Cells, Immune Cells)

Balar AV et al. Presented at ESMO 2016; Oct 7-11, 2016; Copenhagen, Denmark. Abstr. LBA32-PR.

Cortes, ESMO 2019
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Prevalence of PD-L1 CPS Categories

80 - ®mPembro mChemo

- 65.1% 65.2%

308% 316%

Prevalence, %
W s OO
(@ I a» B «» I an BN > )

18.3% 168%

CPS 21 CPS 210 CPS 220

CPS = combined positive score defined as the number of PD-L1-positive cells (tumor cells, lymphocytes, macrophages) divided by total number of tumor cells x 100.
Data cutef date: April 11, 2012,

Cortes, ESMO 2019
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Overall Survival: Primary Endpoints

Median (85% CI)
12.7 mo (9.9-16.3)
11.6 mo (8.3-13.7)

CPS 210
HR
Events  (95% Cl) P
77.1% 0.78 0.057
88.8% (0.57-1.06)
12-mo OS
1007 | 52.1%
90+ | 48.9%
80- i
70- i
1
o 601 !
o 50
o i
40 :
30+ i
204 i
10+ l
D T T i T T T T T L

0 ] 10 15 20 25 30 35

Mo. at risk Time, months

Pembro 96 79 b7 41 26 23 11 1
Chemo 98 80 54 36 23 12 - 1

Data cutoff date: April 11, 2019.

CPS 21
HR
Events (95% CI) P
84.2% 0.86 0.073
90.6% (0.69-1.06)
12-mo 0§
100 | 45.6%
90+ | 44.7%
80 i
704 i
o 607 | Median (95% CI)
e I 10.7 mo (9.3-12.5)
a ' 10.2 mo (7.9-12.6)
404 !
|
304 i
204 i
10- i
D L] L : I L] Ll L] 1

0 5 10 15 20 25 30 35 40
Time, months

203 151 109 76 51 40 20 3 1]
202 152 102 66 42 27 12 3 1]

Cortes, ESMO 2019
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Overall Survival by PD-L1 CPS

100+
Events HR (95% CI)
ITT eo-
"7 5037 0.82115
70 88.1% (0-82-1.13)
B0+ Median {95% CI}
# 5 9.9 mo (8.3-11.4)
8 . 10.8 mo (9.1-12.6)
ma
20
10+
0 T— T T T T T T 1
10 15 20 25 30 35 40
Wo. at risk Time, months
Pambro 312 224 154 112 TE 57 a E 1]
Chemo 30 233 183 108 TS 48 21 g a
1$' HR
. 95% CI
CPS 210 o0 Events (95% ClI) P
o 77.1% 0.78 0.057
{0.57-1.06)
. ™ 88.8% Median (95% CI)
g 50 12.7 mo (9.9-16.3)
20 11.6 mo (8.3-13.7)
a,ﬂ_
204
10
0 T 1 1 I 1 I T L}
a kil 10 15 20 25 30 35 40
No. atriak Time, months.
Pembro ac 73 57 41 28 23 " 1 [*]
Chigma 98 B0 54 36 23 12 4 1 o

CPS 21 a0

HR

Events  (95% CI) p

84.2% 0.86 0.073
0.69-1.06

%06% | ! Median (95% Cl)

10.7 mo (9.3-12.5)

08, %
o
=

10.2 mo (7.9-12.6)

No. st risk
Pembre 203 151

Chemo 202 152

CPS 220 =

T T T T T T 1
i0 15 20 25 3D 3/ 40
Time, months
108 T8 51 40 20 3 0
102 &8 42 27 12 3 ]
Events HR (95% CI)
70.2% 0.58
(0.38-0.88)
92.3%

Median (95% CI)

404
30
20
104

o 1

L\'—““'-‘-_

14.9 mo (10.7-19.8)
12.5 mo (7.3-15.4)

No. at risk

Pembre 57 50

Chamo 52 41

i0 165 20 256
Time, months
39 28 21 18

23 20 13 E

3 35 40
L] 1 a
2 0 1]

05 in the ITT, CPS 21 and CPS 210 populations were primary endpoints; OS in the CPS 220 population was an exploratory endpoint. Data cutoff date: April 11, 2019

Cortes, ESMO 2019
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Summary

* Pembrolizumab monotherapy as 2/3L treatment for mTNBC did not significantly
improve OS vs chemotherapy in the primary analysis populations

* Pembrolizumab showed a clear trend in improved efficacy with PD-L1 enrichment
- OS HR:0.96, 0.86,0.78,and 0.58 in ITT, CPS 21, 210, and 220, respectively
- PFS HR: 1.60, 1.35, 1.14, and 0.76, respectively
- ORR:9.6% vs 10.6%, 12.3% vs 9.4%, 17.7% vs 9.2%, and 26.3% vs 11.5%, respectively

* Responses to pembrolizumab were more durable than those to chemotherapy

* Pembrolizumab monotherapy was generally well tolerated
- Lower incidence vs chemotherapy of any-grade and grade 3-5 AEs
- Lower incidence vs chemotherapy of AEs leading to discontinuation and dose modification
- Safety profiles as expected for pembrolizumab and chemotherapy

Cortes, ESMO 2019
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A CLOSER LOOK INTO KEYNOTE-119: PD-L1 (CPS*, USING 22C3)
AS CONTINUOUS BIOMARKER

Unselected
patients

100%

PD-L1+
cpPs21) 69%

PD-L1+
cpPs=10) 31%

PD-L1+
cprs=200 18%

(exploratory)

RRESMD

PD-L1

(CPS7),

i
£ 9.6%  10.6%

ORR (by RECIST)

0] e

N =312 N =310

£ 12,3% 9.4%

| .

Duration of

Response (DOR) '

-~ 12.2 mo Z 0 32.5¢)
. 2.3 mo [2.1 10 93.04)

& e |

o, s

e 22mo| 0 2 5+
- - lSmnl21 J}O’
ELlN
i 2

NR [2.21032.5+)

L}_‘_Mmo(a.nzozs.w
Lo La Mk A

| /HR1.60 S
: -\ N1.33-1.92) S

NR {(2.8tc32.5+|
7.1mo (4210 26.90‘
it |

[—— P13t
1t
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Shde courtesy of Giampaolo Bianchini
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HR 1.35 “\ (0.69-1.06)
(1.08-1.68) ;5\ p=0.073

“| HR1.14 “..\ HR 0.78
-k (0.82-1.59) 1 \,(0.57-1.06)

0=0.057

- ; |
=]
B T e

§ HR 0 58

“/ HRO0.76
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SHOULD WE GIVE IMMUNE CHECKPOINTS INHIBITORS IN
FIRST LINE OR SUBSEQUENT LINES OF TREATMENT? YES!

Tumor/immune co-evolution leads to an increasing immuno-editing and immune subversion

Immune escape

Slide courtesy of Giampaolo Bianchini

Early Advanced Advanced
setting First line 2"d and later
Stromal TiLs

Interferon-related gene expression
MHC1 and antigen-expression machinery

Mongress —————

Bianchini G SABCS 2015; Ogyia R Cancer Sci 2016; Luen SJ Lancet Oncol 2017; SJ Lancet Oncol 2017; Dieci MV Breast Cancer Res 2018; Szekely B Ann Oncol 2018

This presentation is the intellectual property of the presenter. Contact bianchini.giampaolo@hsr.it for permission to reprint and/or distribute

Dent, ESMO 2019
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