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Best Place

Target Candidate FIM POC Pivotal NDA Launch _

VC
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Wanieinint AIM FIM: First in man VC: Venture capital
POC: Proof of concept CRO: Clinical research organization
NDA: New drug application KOL: Key opinion leader 5




Best Science, Best Talent, Best Place)

“ a»mitokyne

- 2 l CYTOKINETICS

ADC } / '; ClearPath

O i n

LIEBER IRSTITUTE
BRAN DEVELDPMENT RS
o bl T2 BESLASCH LREDRASIL

Dt~

£

STANDARD o e \
TRACK 5 y

FASTEN




solution

N o0
\ el %

i

solution

solution

2020

« 2018

1,000
Evaluate Pharma




—
10
OAB
XTANDI

Operational Excellence

- >




N

HBEEARALNS,

)astellas

Leading Light [or Life




2014 7 10




J

— |
;e

[

TA A
......ﬁ -
— _—

1

1S




ADC

:
nr_,._{;.,_.-,sflf"-
‘@ mitokyne
. /s Clearpath
: ADC w
——
40 )lg’)ﬂ
. LIBD &

LI
i
AL T2 BESL

AN DEVELOPMEN

ASCH _RBDFL

BD

EBER IKSTITUTE for

ity




Tropanin T

Tropanin C

Traponin

CK-2127107

CK-2127107
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Adapted from

KAMISAGO et al.,

New England Journal of Medicine;
Volume 343 Number 23 : 1695

Horvitz

® Nature Biotechnology

Innovative startups 2013
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T. Toyohara &f a/ International Society for Stem Cell Research 2013

D

100
10

4

Purified RSV

L k1 | \-\ S RSV DEVELOPMENT COMPANY
RS IIRSV”)
-
: MYMETICS
Virosome
Virosome " @ Add adjuvant
ral proteins \irnd -
A Lok nmllglrane-
\ . Capsid prolens Lipids
[ RSV G £ Lipids. remowad
\ RHA Reconstitution
RSV
i‘m s
a-nmmluatlnne | '-
[ ) (by liplds) ‘ 1"“ :
o

ClearPath

RSV Virosome

11




ADC

ADC

ADC

ADC

vl

o~ Anti-Her2 Position 1-ADC
= Anti-Her2 Position 2-ADC

—4— Anti-Her2 Cys-ADC

10 20

Jackson D. et. al,, PLoS One. 2014,
(reported by Agensys and Ambrx)
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IT Big Data

antibody informatics

3D modeling dynamic simulation

Antibody = G
Sequence > @Qﬂ — «ﬁ'ﬁiﬁ. _

( 1D information ) ( 3D information) ( 4D information )

IBC’s 24th Antibody Engineering
and Therapeutics 2 2013 12
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ASP2215(FLT3/AXL )
ASP2215 FLT3 AXL FLT3-ITD D835
Kinase inhibitory profile Antitumor activity of ASP2215 in mice

Kinase ICso (Nol/L) xenografted with MV4-11 cells

FLT3 029  4um Do e
LTK 025 20007 -e— ContrOI S;u/rge/t;;te;ts)peccti%eﬁlle and 6/6 mice at 6 and 10
ALK 0.42 o 1 mg/kg/day po qd

AXL 0.70 - E 15004 -+ 3 mg/kg/day po qd
TRKA 11 ;E; -+ 6 mg/kg/day po qd

| - 10 mg/kg/day po qd

RET 1.8 g 1000

ROS 15 z *
MER 2.9 £ 5001 .

>
c-KIT 230 =
0
ASP2215 FLT3 AXL 0 5 10 15 20 o5 *kx30
Mori et al., 2014 ASCO Annual Meeting Days
FLT3
> astellas ASP2215 6mg/kg
16
| ASP8273( EGFR )

ASP8273

Binding Affinity (KINOMEscan®) Tumor Regression

2500 - —4—\ehicde *: p<0.05 compared with
E FR K nM - ASPR273 3 mgﬂgg the value of vehicle[group
G d ( ) — o ASPE273 10 mgfks on Day 14 (Dunnett’s test)

D —— ASPE273 30 mg/kg
140 E_ 1500 s ASPE2T3 1nummg,r‘kg
T790M/L858R 0.22 £
2 1000
ASP8273 EGFR e
T790M/L858R EGFR © 500
0
0 7 14
Days
Sakagami et al., AACR Annual Meeting 2014
T790M/L858R EGFR
—7 . ASP8273 10mg/kg
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Chief Medical Officer, Astellas Pharma Inc.
President, Astellas Pharma Global Development, Inc.
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04 \ Median (95% CI)
---------- EY Enzalutamide NYR (13.8, NYR)

30 4 % Placebo 3.9 months (3.7, 5.4)

Y
o ©

Radiographic Progression-Free Survival (%)

o
-l

100 e

: - glnazcaels‘t)amide N e o i i s g ﬂ-’uﬁﬁiﬁﬁﬁ?‘n‘*f@ﬂﬂfﬂ

(3 : é é 1.2 1.5 - o wd Hazard Ratio: 0.35

(95% Cl: 0.30, 0.40)
Months 80 b P<0.0001
Patients at Risk . "
Enzalutamide 832 514 256 128 34 5 1 4 70 =
Placebo 801 305 79 20 5 0 0 0

*12-month landmark for percentage of patients rPFS-free. CI = confidence interval; NYR = not yet reached. Ly
50 7
40 7
30

20

IHNSEINE, (EFBIEERMT 2ETO v R
%ﬂa‘la)*miﬁi75tw:l:hﬂb‘(17b\ﬂ e

Cytotoxic Chemotherapy Free (%)

5 7::0 Time to Initziation 5c:f Cyt;toxic éhemo;herap;/ (Monihs) ’
B
Placebo 845 734 64 25
_’ M, M -
F ~
astella Beer TM, et al. N Engl J Med 2014; gV EDIVATION

Epub ahead of print, DOI: 10.1056/NEJMoa1405095
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PREVAILELER : T YW E2SRIIFETDVAR/ 2B TS
XTANDI Placebo
(N =872) (N = 845)
Primary survival analysis®
Number of deaths 241 (27.6%) 299 (35.4%)
Median, months (95% CI) 324 (30.1,NR) | 30.2(28.0,NR)
Hazard ratio (95% CI) 0.71 (0.60, 0.84)
Log-rank test p-value < 0.0001
Updated survival analysis®
Number of deaths 299 (34.3%) 357 (42.2%)
Median, months (95% CI) NR (31.7,NR) | 31.0(28.9,NR)
Hazard ratio (95% CI) 0.73 (0.63, 0.85)
* The data cutoff date is 16 Sep 2013.
® The data cutoff date is 15 Jan 2014.
IE. not reached.
)
‘7 1é Beer TM, et al. N Engl J Med 2014; Epub ahead of print, "-ﬁ-' N EDIVATION
s oL DOI: 10.1056/NEJMoa1405095 and Supplementary Appendix .
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AHAICETEHFFEDER

—7 Collins L. et al. Mod Pathol 2011;24(7):924—931 Al
Lehman B. et al. J Pathol 2014;232(2):142-50 e

Goldhirsch A. St Gallen International Expert Consensus on the Primary Therapy | M M EDIVATION

of Early Breast Cancer 2011 16
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Y
TFTROIITFIVEEZREEEL
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HGF/SF

Burgess T, et al. Cancer Res. 2006;66:1721-1729.
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Proline

Proteasomal
Degradation

Stabilization &
Activation

B
‘ OO
Q Transcriptio

- Nucleus

Complete
Erythropoiesis

1 Erythropoietin
1 EPO receptor
Iron mobilization

Ivan et al. Science 2001, 292:464-8
Jaakkola et al. Science 2001, 292:468-7
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R EKFRLIEM

Mean + SD Maximal AHb g/dL (Efficacy Evaluable Population, n=96)

3.07 -"
o % Hb T T
Responders o 100% 100%
91% )
2 |
T 201 80%
3 |
é 151 T 58% T l\llelglan Time
o Response
: . L 60% 60% P
s 10_30A) ...................... | EEEETTTTT |- ..... DESESSSSS DN . . JSUSIRSSN. . S . .
T | 24.5 21
13% days days
051 I 14 14
days days
o T T T T T T T T 1
Placebo  BIW TIW BIW TIW BIW TIW BIW TwW
(N=23) (N=10) (N=12) (N=5) (N=5) (N=10) (N=11) (N=9) (N=11)
0.7 mg/kg 1.0 mg/kg 1.5 mg/kg 2.0 mg/kg

Hb response defined as an increase >=1 g/dL from BL at any time from wk 3-6

Hb: Hemoglobin, BL: Baseline

Besarab A et al. (Oral presentation at ASN 2010): FG-4592, a novel oral
HIF-PHI, elevates Hb in anemic stage 3-4 CKD patients

FIBROGEN
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2.5mg 5mg 10 mg MIRA 25mg 5mg 10 mg MIRA 25mg 5mg 10 mg 0

o S 10 mg 25mg 5mg 10 mg 25mg 5mg 10 mg
SOLI mg cmgxaztgn with mg Coml;;:\aégn with soLI Combination with Combination with
mg mg MIRA 25 mg MIRA 50 mg

Duration: 12 weeks, Number of subjects: 1,306, Primary endpoint: Change from baseline to EOT in mean volume voided per micturition, Key secondary endpoints:
Change from baseline to EOT in mean number of micturitions/24 hours, Change from baseline to EOT in mean number of incontinence episodes/24 hours

Abrams P, Eur Urol. 2014 Feb 19. pii: S0302-2838(14)00131-6. doi: 10.1016/j.eururo.2014.02.012. [Epub ahead of print]
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) . QIDP: Qualified Infectious Disease Product
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420 BFETORFETCE(IFRITERE)

558 [ 4B SECURESL BRI 31T 28T T

Isavuconazole  Voriconazole

MT=—"N=258 ™ N=258

mg BID (Day 3 onwards)
-Treatment duration: 84 days

>

Isavuconazole Voriconazole U8
N=258 N=258 0.9
0.8
. 0/\a
All-cause mortality, n (%) 48(18.6) 52(20.2) 07
Adjusted treatment difference, 10(78,57) 5 06
% (95% Cl)® AR 8 05
< 04
2
= 0.3
>
a5 Patients with unknown survival status were counted as deaths " 02
b|savuconazole-voriconazole; calculated by a stratified Cochran—Mantel-Haenszel 0.1
method (strata: Geographic region, Allogeneic BMT/HSCT, and Uncontrolled '
malignancy status) 0.0
Study design:
-Isavuconazole: IV 200 mg TID (Days 1 & 2); IV or oral 200 mg QD (Day 3 onwards) 17 1421 28 35 42 49 56 63 70 77 84
-Voriconazole: 1V 6 mg/kg BID (Day 1); IV 4 mg/kg BID (Day 2); IV 4 mg/kg or oral 200 Study day

-Primary endpoint: Day 42 All-cause Mortality in the intent-to-treat (ITT) population

PHARMACEUTICA
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System Organ Class

Isavuconazole Voriconazole

N = 257 N=259  Pvalue
Overall, n (%) 247 (96.1) 255 (98.5)
Gastrointestinal disorders 174 (67.7%) 180 (69.5%)
Infections and infestations 152 (59.1%) 158 (61.0%)
General disorders & admin. site conditions 148 (57.6%) 144 (55.6%)
Respiratory, thoracic & mediastinal disorders 143 (55.6%) 147 (56.8%)
Metabolism and nutrition disorders 108 (42.0%) 121 (46.7%)
Nervous system disorders 95 (37.0%) 89 (34.4%)
Skin and subcutaneous tissue disorders 86 (33.5%) 110 (42.5%) 0.037
Investigations (abnormal laboratory tests) 85 (33.1%) 96 (37.1%)
Blood and lymphatic system disorders 77 ( 30.0%) 82 (31.7%)
Psychiatric disorders 70 (27.2%) 86 (33.2%)
Eye disorders 39 (15.2%) 69 (26.6%) 0.002
Hepatobiliary disorders 23 (8.9%) 42 (16.2%) 0.016

>

PHARMACEUTICA
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BELT—2 N r—o
BAICH1 38 || biERR(AER

E ~ 43 TRRrm
E:i'tﬁ )wﬁﬂ?ﬁn% Shuai K et al, Nat Rev Immunol. 2003 Nov;3(11):900-11
BRI || b BRIl 2R 2 it .
EEYRORER RO EMEINR
o
AN FY—hEQOEMIEERALL — R
52 BNF/ BT T TF12 248
Ratio (TF-1/T-Cell) 14
1) IL-2 induced T-cell proliferation assay
_7 2) EPO induced TF-1 (Human Erythroleukemia Cell line)
; proliferation assay
d> cl -
HFE DR

BN Y N

PEEHNSEEDRE) V2T, Bl
Plib ASPO15K 25, 50, 100, 150 mg 1H1EIESvs7 7K T
12:8. n=281

Pl (OLE) SBlbiAitERE TLALSE K hie

PEEHNSEREORME)VYF, XML FY— MR
Plib ASPO15K 25, 50, 100, 150 mg 1H1EIESvs77tHK T
12:8. n=379

BRK hEEHMSEROME)72F. AL F5—ESHA
Plib ASPO15K 25, 50, 100, 150 mg 1H1EII&Svs75tHK T
12i8. n=289

Pl (OLE) Rlb#stEeRTL:8H Kt
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37




IMMUNOLOGY & INFECTIOUS DISEASE

BAOSE |1 biAER DR R — 135128 OACRSEEE

30%

20%
?D% B5 5%
?_Hg‘r 60%
83
g 50%
Q
2 40%
i 095 e
o
Q
=L

20% 16450
12.1%
10% sax 73% 228
_ 18% 0 oo 1.8%
ACR20 ACRS0 ACR70
B Pbo (n=56) B 25mg QD (n=55) ® 50mg QD (n=57)
B 100mg QD (n=55) ® 150mg QD (n=58)
*P=0.05 ""P<0.01, *""P<0.001; P valuas vs placeba; LOCF imputation
-’L": St L-I lag ACR; American College of Rheumatology
Takeuchi et al. EULAR 2014 38

IMMUNOLOGY & INFECTIOUS DISEASE

HAOSE IbIRBOBRE—RSHOELD

Placebo | 25mg QD 100mg QD|150mg QD
(N=56) (N=55)

TEAE, % 36 (64.3%) 39 (70.9%) 37 (64.9%) 29 (52.7%) 39 (67.2%)
Discontinuations due to TEAE, %* 10 (17.9%) 7 (12.7%) 5(8.8%)  6(10.9%) 4 (6.9%)

Infections and infestations, %** 12 (21.4%) 18 (32.7%) 14 (24.6%) 7 (12.7%) 17 (29.3%)

Gl disorders, %" 3(54%) 8(14.5%) 11(19.3%) 6(10.9%) 10 (17.2%)
Death, %* 0(0.0%) 0(0.0%) 1(1.8%)° 0(0.0%) 0 (0.0%)
SAE, % 1(1.8%) 1(1.8%)  2(3.5%)  3(55%)  0(0.0%)

*TEAE leading to discontinuation was mainly RA aggravation (21 out of a total 32 cases)

“Nasopharyngitis was the most common infection. No serious infection was observed.

*Diarrhea was the most common Gl disorder

¥ Death was reported for one patient with suspect of intracerebral haemorrhage and considered unrelated to study drug.

—7 3G
dsSiciias Takeuchi et al. EULAR 2014
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IMMUNOLOGY & INFECTIOUS DISEASE
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HEOREEICKYNELZLDLALATO-I 0
77t RELBRL 75 128ICHTHFEHETE

80

20 +

of change from baseline in UC
LDL-C
FoN
o

420 mg Q4W 140 mg Q2W
vs. Placebo Q4W vs. Placebo Q2W
Error bars indicate standard error. (week 12, final) (week 12, final)

Graph created by Astellas based on Hirayama et al., Circ J 2014; 78: 1073-82

The occurrence of adverse events (AEs) was generally balanced across treatment groups. The three most common AEs
were nasopharyngitis, increased creatine phosphokinase and arthralgia. There was no correlation of AEs with evolocumab
dose levels or administration intervals.

REAEDASF 215U TBEBEICHET, evolocumabDig 5ickl). AEKTFRITHL
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=a= PMlacebo == Alendronate

—== Teriparatide

=t 710 mg of Romosezumab monthly

A Lumbar Spine

-
b

Percentage Change fram
Baseline

Study Month
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210 mgRomosozumabld. 56 AL 12N AEICT

B Total Hip
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0 3 B g 12
Study Month
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McClung MR, et al. N Engl J Med 2014;370(5):412-20.

C Femoral Neck
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Study Month

Data are least-squares means, and | bars indicate 95% confidence intervals. The asterisk indicates P<0.05 for the comparison of the
210-mg monthly dose of romosozumab with placebo, the dagger P<0.02 for the comparison of the 210-mg monthly dose with
alendronate, and the double dagger P<0.02 for the comparison of the 210-mg monthly dose with teriparatide.

Alendronate and teriparatide were administered open label.
« Adverse events were similar across groups, except for mild, generally non-recurring injection site reactions observed more

frequently with romosozumab compared to placebo, but with no observed dose-related relationship.
* Most common adverse events included mild upper respiratory tract infection, pain in the back and joints, and headache
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ASPO15K
ASP1517/FG-4592 [roxadustat]
AMG102 [rilotumumab]
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