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E 1T Rz | <5t 9 HFOLFIRINOX

(Oxaliplatin, irinotecan, leucovorin, fluorouracil)

A Overall Survival

100 Hazard ratio, 0.57 (95% Cl, 0.45-0.73)
P<0.001 by stratified log-rank test
75 FOLFIRINOX  Gemcitabine
— Variable (N=171) (N=171)
X
— Response — no. (%)
g 50— FOLFIRINOX Complete response 1(0.6) 0
E Partial response 53 (31.0) 16 (9.4)
g Stable disease 66 (38.6) 71 (41.5)
25 Progressive disease 26 (15.2) 59 (34.5)
Gemcitabine
0 | | [ | [ | [ | [ I I | |. |l
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk

Gemcitabine 171134 89 48 28 14 7 ¢ 3 3 2 2 2 2 1
FOLFIRINOX 171 146 116 81 62 34 20 13 9 5 3 2 2 2 2
Thierry Conroy, et al. NEJM 2011



Survival Probability (%)
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TR S E [~ %19 B Erlotinib + Gemcitabine

HR =0.82

95% Cl (0.69 to 0.99)

P=.038

GEM GEM
+Erlotinib  +placebo
CR

Erlotinib (n = 285) +PR 8.6% 8.0%
Median = 6.24 months
1-year survival = 23% sSD 48.9%, 41.2%

Placebo (n = 284)
Median = 5.91 months
1-year survival = 17%

—

1 1 1

6 12 18 24

Time (months)
Moore J, et al. J Clin Oncol. 2007



Addition of Xeloda to
Taxotere extends overall survival

Estimated probability ORR TTP
1.0 — XT (n=255) 42% 6.1 months

— Taxotere (n=255) 30% 4.2 months
0.8-

Hazard ratio = 0.77
0.6 Log-rank p=0.013

0.4-

|
|
|
|
0.2+ :
|
|

11.5 14.5

| | 1 | | | 1 1 1
10 12 14 16 18 20 22 24 2
Months
10’Shaughnessy J et al. J Clin Oncol 2002;20:2812-23
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CLEOPATRA Study Design  remo zoria6r

centrally confirmed

+ PD
n =40 6; Placebo + trastuzumab ][ ]
4 ) [ Docetaxel*

HER2-positive MBC | ,.4 | 26 cycles

(N =808) y Pertuzumab + trastuzumab
— >
n =402 Docetaxel*
2 6 cycles

 Randomization stratified by geographic region and
neo/adjuvant chemotherapy
« Study dosing q3w:
— Pertuzumabl/placebo: 840 mg loading — 420 mg maintenance
— Trastuzumab: 8 mg/kg loading — 6 mg/kg maintenance
— Docetaxel: 75 mg/m? — 100 mg/m? escalation if tolerated

* < 6 cycles allowed for unacceptable toxicity or PD; > 6 cycles allowed at investigator discretion.
HERZ2, human epidermal growth factor receptor 2;
MBC, metastatic breast cancer; Sandra S, ESMO 2014.

PD, progressive disease. Baselga J, N Engl J Med 2012. »



PFS
10%DEHES A TL5EDPFSIER

100
90 -
80 A
70 A

Pertuzumab+H+D: 18.54 A

g0 - ZIh380.2% (CR 5.5%)
£

# 507

7 401

*30- Placebo+H+D: 12.44 H

(o) =
(%) 201 &= 69.3% (CR4.2%)
10 1 NF—KE 0.62 (0.51~0.75) p<0.001
0 1 1 1 1 1 1 1 1
0 5 10 15 20 25 30 35 40 (A)
B K
No. at risk B AR
IR—CIH8+H+D 402 345 267 139 83 32 10 0 0
FS5tR+H+D 406 311 209 93 42 17 7 0 0

H:/\—t7F> D:Ft2%tIL
SUWETAEARFEDHOERI=HNT Baselga J et al. N Engl J Med 2012; 366: 109-119
(alectinib (CH5424802/R05424802) =93.5%)
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30158ERTH 4> MBC 27 (3r¢/15%)line

SEE |WEAL, -T2 NN EIHHER (301518%)

Xt (1,102451) Ty a T EEHIE

- BETHALIE ) - ) e OSEKUPFS
i S

. BRI AUANL Sl g KTIE B
LU AVLA | - QOL
(EIT-BEOBE, wEAL 1:1 - REE
2L AV BR) ~ : %zﬂ'ﬁfﬁirz
- _ ° ?32

- fiTRT- T RMBERE, £ . S SRRk ) ST
rIXBATEITH AL 2 1% . Egﬁuﬂm“ﬂﬁ
LB BEIEI LT 1250 mg/mz, 1E2EEO1RS, | - ZEMEHEe
- I >
YATHAD) 2 EFXY 19120 2187T, dayl~14i85 (YT EEDH)
VITKDBEEDY N .

2" Jine #950%
3 line #925%
18t line #320%

Kaufman PA, SABCS 2012.



HigmEFIIE (PFS)
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M BFEREICIIHE FeElcEIHE
HAR P R (& RARE P R (E
(R) (R)
— IV7V) 8 (554641) 4.1 — XIV7') 8 (55461) 4.2
1.0 'h — AR ZE B (548f1) 4.2 1-01“ — AR FE B (54861) 4.1
0.8 - 0.8-
HR 1.079 (95%Cl:0.932, 1.250) HR 0.977 (95%CI:0.857, 1.114)
p=0.305 p=0.736
ol 0.6 -
it
#H
04-
0.2-
0.0~ 1 1 1 1 1 1 1 ' ; ' 1 ' 1 I ! 0.0- 1 1 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 24 28 32 36 40 44 0 4 8 12 16 20 24 28 32 36 40 44
HARICA ) HARICA)

ITTERBE%Z3 % *KiEithisiPHER2THERI{LZ ST HR CoxEF NV
R T —2N—AlcED<ERI{tlog rankTARH SDpiiE

P#15



THEFEIE (0OS)

1.0

0.8

0.6

EEE

0.4

0.2

OSHhRfE(A)
— INT) 8 (55461) 15.9
— AR B(54861) 14.5
HR*0.879(95%Cl:0.770, 1.003)
pf=0.056

0.0 T T T T T
4 8 12 16 20 24 28

HARICA )

ITTEA%ZYSR *RigibisiPHER2THOREBI{EZETHR CoxEF IV
R T —2N—AlcED<ERI{tlog-rankTARH SDpfiE

P#16
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I U 7‘ U f/d){’ﬁﬁﬁ%ﬁ?ﬁﬁﬁ Phenotype control
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(Remodeling)
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- ] G2-M arrest/
i, O .. Apoptosis
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Tumor
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Endothelial
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Homing (VEGFR2*CDI133*CD34*)
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GM-CSF, MCP-1, @
RANTES, Tie2 expressing
p-defensin, IL-18, monocytes (TEM)

CXCL5 eAngiogencsis
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HDACREE ZE Dr-plIE& PR ELER
ENCORE 301

Hypothesis: Entinostat re-sensitizes tumors to aromatase inhibitors (Al)

Post-menopausal
women with metastatic
or locally advanced ER

Exemestane + Entinostat (ENT)
5 mg po weekly
N ~ 57
+ breast cancer
progressing
on a non-steroidal Al
(anastrozole or

letrozole)

Exemestane + Placebo (PLA)
5 mg po weekly
N ~ 57

« Stratification Factors:
— Al disease progression (Adjuvant vs MBC setting)
— Bone only disease (yes / no)
— Geographic region (North America vs EU/Russia)

Randomized, double-blind, placebo-controlled
Endpoints include: 1° PFS, 2° ORR and CBR; Exploratory Endpoint - OS

18
Yardley DA, JCO 2013
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Progression-Free Survival
(probability)

PFSICENSU\DICOSTHERRILEE

EXE + Entinostat vs. EXE + placebo

PFS

== Exemestane + entinostat: median, 4.28 months
Exemestane + placebo: median, 2.27 months

HR, 0.73; 95% ClI, 0.50 to 1.07
2-sided stratified log-rank P= .11
1-sided stratified log-rank P =.055

No. at risk
Exemestane + placebo
Exemestane + entinostat
No. of events
Exemestane + placebo
Exemestane + entinostat

66
64

44
29

8 12 16 20 24 28

Time (months)

20 " 5 3 0 0
29 14 8 8 1 1
9 6 1 2 0 0
14 6 0 5 0 0

OS

1.0 == Exemestane + entinostat: median, 28.13 months
Exemestane + placebo: median, 19.84 months
0.8
g
Sz
== 0.6
=)
N s
= O
C L2 044
D O
> ~—
o
[ |
0.2 "
HR, 0.59; 95% ClI, 0.36 to 0.97
2-sided stratified log-rank P =.036
1 1 1 1 1 1 1
0 6 12 18 24 30 36 42
Time (months)
No. at risk
Exemestane + placebo 66 60 47 35 18 3 0
Exemestane + entinostat 64 55 49 43 21 9 1
No. of events
Exemestane + placebo 4 13 12 8 5 1 0
Exemestane + entinostat 4 5 4 9 3 2 0

Yardley DA, et al. J Clin Oncol 2013.



PFSICENZV\DICOSTERRILE
EXE + Entinostat vs. EXE + placebo

Ipilimumab (CTLA-4 ab) + Sargramostim (GM-CSF)
VS.

Ipilimumab Alone

for Treatment of Metastatic Melanoma (r-phase Il)

—_
o

(probability)

M PFS: 3.3 months vs. 3.1 months
| OS:  17.5 months vs 12.7 months

Progression-Free Survival >

JAMA Nov.5, 2014.

No. at risk No. at risk

Exemestane + placebo 66 20 1 5 3 0 0 Exemestane + placebo 66 60 47 35 18 3 0

Exemestane + entinostat 64 29 14 8 8 1 1 Exemestane + entinostat 64 55 49 43 21 9
No. of events No. of events

Exemestane + placebo 44 9 6 1 2 0 0 Exemestane + placebo 4 13 12 8 5 1 0

Exemestane + entinostat 29 14 6 0 5 0 0 Exemestane + entinostat 4 5 4 9 3 2 0

Yardley DA, et al. J Clin Oncol 2013.
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JCOG 1017: EWiExIEE I EStage IVELIEIZX TS
FEREREVIBROERICET ST LML LLEE SR
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Japan Clinical Oncology Group
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Japan Clinical Oncology Group
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BLiZ D2 WM b INER TS 52 W T D HAfH]
TNBC, HER2Z24 7 Tl&5a LY

B From diagnosis of metastatic breast cancer

10
Luminal
08+ |\
s~ h Luminal -HER2
2
3 G |
@ . Early detection® xt% ?
go R
=
m
Y
o
;-_.: 04 -
%
~ -
L
2 =
Q& 02+ -
0.0 -

0 12 24 36 48 60
Niikura N, et al. (JCOG) BCRT 2014.



Probability of Survival

1.0

0.8

0.6

0.4

0.2

0.0

B I ZA4T R DIKERFE £ DOS
HER2[z T4 TRLY

Subtype Number of Median 95% ClI
patients survival
Luminal 343 9.3 (7.2-11.3)
Luminal-HER2 (11.9-21.1)

IMELFRE R DAEFHMEEE T AEIL?

I I
12 24 36 48 60
Overall Survival (Months)

n=1256  Niikura N, et al. (JCOG) BCRT 2014.
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