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DA
‘. IL-5R a subunit

Target cell
(Eosinophil)

Remarks

Fithis: 77

—A%44: Benralizumab

HX: B4t

e mIL-5%tk (Mepolizumab, Reslizumab)

License-out

= AstraZeneca/MedimmunettiItg B B E 2R ETIEEHFIPhase 355% (Windward
Program) ZFi%& (20134%10A)
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= Phase 2b sERDFER IS American Thoracic Society (ATS) & European Respiratory
Society (ERS) meetings in 2014 TRRF




mRE& KHK4563 (benralizumab)
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KHK4563 (benralizumab) :Phase 2b BERfER KYOWA KIRIN

m S 8BS (AER)

AER by baseline eosinophil cut-off point (mITT population)

B Placebo
B Benralizumab 2 mg
1.0 B Benralizumab 20 mg

Benralizumab 100 mg
0.9 —

0.8 n=65 n=52
0.7 — n=75
0.6
0.5 —
04 —
0.3 —
0.2 —
0.1 —
0.0 -

n=97
n=70 < RR=0.57
RR=0.43 LA

RR=0.76
RR=0.70

2200 cells/uL 2300 cells/uL 2400 cells/pL

In the pre-specified subgroup analysis, benralizumab produced greater

iImprovements, as baseline blood eosinophil counts increased

American Thoracic Society 2014 Poster,
May 2014

RR, rate reduction, relative to placebo; mITT, modified intent-to-treat

*P<0.169 vs placebo is statistically significant 13
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Open innovation

Pipelines

Academia
v KW-0761 Univ. of Tokyo, Nagoya City Univ.
v KRN23 Univ. of Tokyo
v KHK4563 Univ. of Tokyo
v KHK2898 Kyorin Univ., Kitasato Univ., Osaka Univ.
v KHK4083 La Jolla Institute (LJI)
v ASKP1240 LJI
v LIGHT LJI

Venture

v CEP-37250/KHK2804  Arana(TEVA)
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AstraZeneca/Medimmune’ s Global phase 3 asthma program (Windward Program)
Two pivotal studies: CALIMA and SIROCCO

BICS/LABAZERALTLWTCHIV M-IV ARNDEFEIRE B E

IRELGFEMRHV MG TE IR BB ERIRTZ D0 M PI7EL
IR EEH DR E

Phase 3
ERIAMEE: REIREZDERL it
mEREERIE B itk sE (FEV,) . lnREE1K (ACQ) HE{LE 2016 1Q
55T FE

"AiE-AE:30mg q4wk, 30mg q8wk , placebo
miF{HHARG: CALIMA (56 weeks) , SIROCCO (48 weeks)

AN FEEF1) 13 Global Phase3it5% (Windward Program) (e &R
PEHAETIAREAEIEAELTCALIMASERICS N
NEREITIEINDFRIV S —ELTSIROCCOE RIS
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WERET: 284
25<P<35mg/dL 44.4% - 81.8%
INT-001 study  INT-002 study 20 P maldl a4t 8oy
100 - ; : -
90 - Escalation Fxtension m>35to <= 4.5 mg/dL
80 - B> 2.5to<= 3.5 mg/dL

70 A
60 -
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40 -
30 A
20
10 |
0 - L

D0 026 07 DO D26 D7 D36 D7 D25 07 D25 D7 D25, 07 D25,D7 D25_D7 D25 D7 D25 D7 D25,D7 D25,D7 D25 D7 D15 D7 D25 D81

% of Serum Phosphorusinrange

A A A A 4 A A A A A A A A A
A KRN23dose Carpenter 70, 201 4EREBKHFES

INT-00255%( Extension study) Ic&l1dRKRN23ix 5 & 0MmiE)iREDE—/ELS.

HEHL LOBEICEVLWTHEME ) REICELEL,
IER EFRME(4.5 mg/dL)EBAZBEIIRBOShEH O,
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FEFNMAE  mMiFVREOHE. FERRORRKR

37—k 1:KRN23
AE-AR | 35F—bh2:KRN23
78—k 3:KRN23

mg/kg Q2W,
mg/kg Q2W,
mg/kg Q2W,

mg/kg Q4W
mg/kg Q4W
mg/kg Q4W

| BBEN | 308

K= KE, 1F¥FVR A58, TR

| BlARAAME l2014ﬂ56ﬁ~201 65 A

Q2 Week Cohort1: mg/kg
Group | Cohort2:  mg/kg |
n=15 | Cohort3:  mg/kg |

Q2 Week Dose Group

Titration Period

}%

Starting dose

Q4 Week | Cohort 1: mg,u"kg|
Group Cohort2:  mg/kg
n=15 | Cohort3:  mg/kg |

Treatment Period

-

16 weeks 48 Weeks
Q4 Week Dose Group
}_, Titration Period Treatment Period
16 weeks 48 Weeks

Starting dose

Clinical Trials. Gov ldentifer : NCT02163577

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64

Weeks ? | | |

=1 ] |

Efficacy and Safety

Interim Analysis

Final Efficacy and
Safety Analysis

| = OAE e~ 30 =i
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KRN23-001 KYOWA KIRIN
SRE B AXREREEEE) MEE<3H- - FRICEZNREL /25 155
;ﬂ Phase 1
MR BAXREFREEE) MEE<ERE - BIRILE
FRAMRE | AEERORRRKR
3sk—M1:KRN23 0.3 mg/kg SC single-dose
AR J4—p2:KRN23 0.6 mg/kg SC single-dose
37:—k3:KRN23 1.0 mg/kg SC single-dose
HBREH 158
K hieE B#. &E
il R A 20145F7HA ~2015%12A

Clinical Trials. Gov Identifer : NCT02181764
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