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Orug Discovery Partners
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fkRin{Ax (SBI Biotechtth5EA)

20164, B REKREGHREISBI-96741(cDU\T. SBI BiotechtkiAi&tt&
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XpDC : Plasmacytoid dendritic cell (RzE#liatxiEAAT)
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AEDACR (American College of Rheumatology) convergencelcT.
pDC%IENELERFEIEEY (Anti-BDCA2 mAb) O
SLE/CLEEEZXWHRELEPh. 2GR ERESNE

(3yYOwa KIRIN

ABSTRACT NUMBER: 0935 « ACR Convergence 2020

Efficacy and Safety Results from a Phase 2, Randomized, Double-Blind Trial of
BI1B059, an Anti-Blood Dendritic Cell Antigen 2 Antibody, in SLE

Richard Furie', Ronald van Vollenhoven?, Kenneth Kalunian®, Sandra Navarra®, Juanita Romero-Diaz®, Victoria Werth®,

Xiaobi Huang”, Hua Carroll®, Adam Meyers’, Cristina Musselli’, Catherine Barbey”® and Nathalie Franchimont’, 'Zucker
School of Medicine at Hofstra/Northwell, Great Neck, NY, ?Department of Rheumatology, Amsterdam Rheumatology
and Immunelogy Center, Amsterdam, Netherlands, *University of California San Diego, La Jolla, CA, *“University of
Santo Tomas, Manila, Philippines, fInstituto Nacional de Ciencias Medicas y Nutricion Salvador Zubiran, Mexico City,
Mexico, “University of Pennsylvania and the Michael |. Crescenz VA Medical Center, Philadelphia, PA, "Biogen,
Cambridge, MA, ®Biogen, Cambridge, *Biogen, Baar, Switzerland

Background/Purpose: Type | interferons (IFN-I), inflammatory mediators principally
produced by plasmacytoid dendritic cells (pDCs), components of the innate immune
system, have been implicated in the...

=N

ABSTRACT NUMBER: 0986 » ACR Convergence 2020

BIIB059, a Humanized Monoclonal Antibody Targeting Blood Dendritic Cell Antigen
2 on Plasmacytoid Dendritic Cells, Shows Dose-Related Efficacy in a Phase 2 Study in
Participants with Active Cutaneous Lupus Erythematosus

Victoria Werth', Richard Furie? Juanita Romero-Diaz?, Sandra Navarra®, Kenneth Kalunian®, Ronald van Vollenhoven®,
Filippa Nyberg’, Benjamin Kaffenberger®, Saira Sheikh®, Goran Radunovic'®, Xiaobi Huang'", Hua Carroll’?, Francois
Gaudreault'?, Adam Meyers'", Catherine Barbey™, Cristina Musselli'" and Nathalie Franchimont', "University of
Pennsylvania and the Michael J. Crescenz VA Medical Center, Philadelphia, PA, 2Zucker School of Medicine at
Hofstra/Morthwell, Great Neck, NY, 3Instituto Nacional de Ciencias Medicas y Nutricion Salvador Zubiran, Mexico City,
Mexico, *University of Santo Tomas, Manila, Philippines, *University of California San Diego, La Jolla, CA, ®Department
of Rheumatology, Amsterdam Rheumatology and Immunology Center, Amsterdam, Netherlands, "Karolinska
University Hospital, Stockholm, Sweden, 80hio State University, Columbus, OH, “Division of Rheumatology, Allergy and
Immunalegy, University of Morth Carclina, Chapel Hill, NC, "institute of Rheumatology, University of Belgrade,
Belgrade, Serbia, "'Biogen, Cambridge, M4, “Biogen, Cambridge, “Biogen, Baar, Switzerland
Background/Purpose: No approved targeted therapies have been developed for
cutaneous lupus erythematosus (CLE), a disfiguring autoimmune disease that severely
impairs quality of life.1 BIIBO59 is...

188 : ACR convergence 2020 Abstract

v pDCH'SLE/CLEZST B REEEDFREAKRICEASULTNS

v pDCZIRR)ELTaFRIC I FHIF R EITOTVSD

© Kyowa Kirin Co., Ltd.
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ME-401 : Bl iREMIEZE 23 RELIETI—X 1 balBRDFER

B A : PRSI L BME-40 1 BIBIE R 2UYES TT L OB RS @

Daily dosing x2 cycles X1D 3\,'2ék Nx%tvl:lggak;;y
Cycles 1 and 2 Intermittent Schedule on Cycles 23

B EFDRHLVREER

. . No. Evaluable (0] 2{}
o
FL 36

30 (83%) Diarrhea or colitis

Adverse Event of
Special Interest (AESI)

By treatment group Diarrhea 2 (3.5%)
monotherapy 17 13 (76%) Colitis 2 (3.5%)
Combo with rituximab 19 17 (89%) Rash, all types 1(1.8%)

CLL/SLL 9 8 (89%) ALT/AST elevation 1(1.8%)

By treatment group Stomatitis 0
ME-401 monotherapy 3 3 (100%) Pneumonia/Infectious pneumonitis 0*
ME-401 + rituximab 6 5 (83%) Non-Infectious pneumonitis 1(1.8%)

EEkIESECED. BLRINBRUVBIRRIFBEREERUE

* 1 patient with grade 5 COVID-19 pneumonia in Cycle 15.
1 cycle: 28 days, ORR: £&%h3, FL: 24> /A&, CLL/SLL: 24>/ VR MR /2> ) Bk > ) CiE
© Kyowa Kirin Co., Ltd. 21
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ME-401 : B¥%/MaltORERIEY Y EXDFEY YN EREZ
MELIEIT—A2 TIDAL*RER - @

B HERE | DREB2MD2ERReZ TR/ et DB > ) (IEX (X
WiFEY Y NEEE

B 8% 1 ME-401 [E8SSEC L SHEAFNE

Daily dosing x2 cycles X1D \?vlelz)ék Nx%txggigy
Cycles 1 and 2 Intermittent Schedule on Cycles 23

BIFRAEMIEN : 18041

ABRSRNEE : KE. XM, A7, E5E. 575

FEFAMIAE : £F3h=F

KRETOREFGEDOLHDEZRRIMEREL T, KEEREERBMEL FE

* TIDAL (Trials of PI3K DeltA in Non-Hodgkin’s Lymphoma)

© Kyowa Kirin Co., Ltd. 22
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ME-401 : B%/MaltORRIEEBHMATEIERI U NIEE
ERRELETI—-X2 KO2iER - @

B HERE D RKEB2RIDEE B EZITICBR /a0 IR E Bl ket
IERSFVUIE*

B 8% 1 ME-401 [E8SSEC L SHEAFNE

Daily dosing x2 cycles X1D :"L)ék Nx%txgz?gy
Cycles 1 and 2 Intermittent Schedule on Cycles 23

BIFAESIZL : 6041

JABRSEMEE : BA

FEFAMIAE : £F3h=F

AERPRERDFE T 12, A DARFEAGEER(CR I IR ZITOTE

*/IND> CERTEU>JCRE, U ) VRZEHERZ > JCRE.
IIT AN —ARI04907Y) > MfE%BR<

© Kyowa Kirin Co., Ltd. 23
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KHK7791 (tenapanor) 3YOWa KIRIN
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ERERF (REH)
1. U2 OFERIRINFR IS SRR O BhfEnx
2. TFINJ)=IUHNHE3ZBEEL. FNDA (Na+) OIRIRZHINEITS
3. EIRFC, HRRROTONY (H+) EBENEFITD
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Ph.2atBRT Y/ UHIE (BHA UGS, tIDE&X)

E .y . KHK7791 or
Bl YiskE
21 ¥ =[:a]
. v BRITEYY MR TEETH3TED
H 571z
= | v Yy MAESEEEET3REICHU
r’%_ U T, ARREAT BT E DR LD
/| A
ASN | ~
ﬁi U M5EY = KHK7791 or
S 10.0- ¢ B
1 v BEECIZERTERVTYAYR=—ZD
5 e
5 = _
%F P v BERLOHBICLZHNROMESR
550 e KHK7791
=l
EDTA 7.07 v BRE&FHINEVNEVNSISTHEENUE.
Fess A8 BIfEERHSEINE X 3 AU MDA

v IRRESEORBVEEENICRY

VYIRS RN ICRHE

© Kyowa Kirin Co., Ltd. 26
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KHK7791 : Ph2iftig (UYREBENSOTBZRER) FHr> o oo oan

ClinicalTrials.gov Identifier: NCT03831607

B MRSEAETRORY Y MAiEEE N REVLIFERHERFY S IR E X R

AOV-=>0 IR i% SR U IRESE
92 & 83 % 674 + KHK7791

SIREAE g1l =i AR
Mm5EY R : 3.5-7.0 mg/dL (3 i8fE) (26 ER)
Mz VieE EZ=HA ST4ihHA
(mg/dL) e ©e 00 00 .
KHK7791 O
7.0 g
UVIRER i UUREEOHE ;
-3 0 (&) 26

n FEFMAE : 26:BROUYIRERES LUKHK779 1 DHBHEN . NA—A351H5
30%{R T ULIEHEREDEIS

© Kyowa Kirin Co., Ltd. 27
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KHK7791 : Ph2itE8 (UYIREZNSOLIEZRIR) ©E SRS

m FEHRIEH

- R P value [95%{SHEXR]

30% FA 71.6% (48/67) <0.001 [59.3, 82.0]
B 1ASEHOVYIRGER1 RS TRE m M5V YEEDHE
(6%/B) ‘syspim el (moay  NpEarat
16 ] = 1B A TR DZEAL 6 -
o 14.7 s 5 5 !
5 -11.7 8% | a 5.2 mg/dL 4.7 mg/dL

16 (-79.6%) 5
8 4.5
3.0 & 4
3.5

3

o N B O

I
I
i
|
0

0 () 26 2 (i8) 26

H7ZDWERE(CH VT A—A51 VIFELEATY YIRS R DARETEEIH 30% U LA U

© Kyowa Kirin Co., Ltd. 28
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KHK7791 : Ph2itiR (HAIASREEARER) FY1>

B MBERETROEY Y MAEEEZNREVEKHKZ779105 0 HH—EGIR5 Y AL
ISt HE N ER R

1st washoutHf M HA 2nd washoutHf
=X 31E 635 3iE &
<€ > <€ ><€ >
KHK7791 5 mg BID >
UREE| S KHK7791 10 mg BID -
% {&m | washout | A >
AU ;
o — B = KHK7791 30 mg BID >
2| ® ® I
e KHK7791 30 mgi#ii BID >
75tk BID >
) 1:1:1:1:1
SixEA O iEEEEN : 3155

(REf%) MmiFYVIRE : 3.5-6.0 mg/dL . .
(ABHR) MiEUEE : 6.0-9.9 mg/dLHOBAHREN51.0 mg/dUd bigpn S EESHERE : 2005

m FEFMIAE : FH5RE6AROIMBTYYIREDISHIIRIEICNISE(LE

© Kyowa Kirin Co., Ltd. 29



KHK7791 : Ph2atiR (HAIASERIEMHERSR) R

m FEHIEH

(3yYOwa KIRIN

ISt KHK7791 KHK7791 KHK7791 KHK7791
5 mg 10 mg 30 mg 30 mgi#hiRk
N=41 N=42 N=41 N=42 N=41
MeanxSD 0.6x+1.6 -0.9+1.7 -1.4+1.5 -1.9+1.2 -2.0+1.1
Week 6 !Vledian 0.4 -1.0 -1.5 -2.1 -2.0
B EEZ(LE (mg/dL) |_Difference - -1.6 -2.0 -2.6 -2.6
95% Cl - [-2.3,-0.9] [-2.7,-1.3] [-3.2,-2.0] [-3.2,-2.0]
p-value - <0.001 <0.001 <0.001 <0.001

m E{EA. PILH

IS5tk KHK7791 KHK7791 KHK7791 KH K779‘1
5 mg 10 mg 30 mg 30 mgi#hi
N=41 N=42 N=41 N=42 N=41
\| % N % \| % \| % \| %
glYER 7 (17.1) 22 (52.4) 28 (68.3) 32 (76.2) 28 (68.3)
[EBREE] 5 (12.2) 22 (52.4) 28 (68.3) 32 (76.2) 28 (68.3)
THi 4 (9.8) 21 (50.0) 27 (65.9) 32 (76.2) 27 (65.9)
. BE 4 21 25 28 24
S T 0 0 2 4 3
5E 0 0 0 0 0

KHK7791(DJ'StRICHUTERRINBYVEEETERAZRU.
HAS&ENICmBY Yy EEZETEEE

© Kyowa Kirin Co., Ltd. 30



KHK7791: Ph2ifié (UYIREELOHMRER) 7oy oo

B MBERETROEY Y MAEEEZNREVEKHKZ779105 0 HH—EGIR5 Y AL
'St BY > IRE SRR HER

EHA 5 HA
=K 31E M 63E[H]
<€ >
KHK7791 30 mg#hi BID
1S SER
= UVIREE | S e
i = =45
2 i &% A
fe 75t BID
+ USSR
1:1
BiRESE & HEE%EN : OhtEN
(=53, ARHR) MIBYYEEE : 6.1-9.9 mg/dL * EEEFWIRE : 402

m FEFMIAE : FH5RE6AROIMBTYYIREDISHIIRIEICNISE(LE

© Kyowa Kirin Co., Ltd. 31



KHK7791 : Ph2iti& (UVIREREOHAEER) ER
FEFHMIAR., miBV>i=

(GYOWaKIRIN

EH1RS14ZmME (3.5~6.0 mg/dL)

7’5tk KHK7791
N=24 N=23
MeanxSD 0.1+1.5 -2.01+1.2
Yeek 6 D!\:feedclaannce 2 -31
&) iEEZE{LE (mg/dL ITTer - <.
RUYREEALE (mo/dL) 95% Cl : 2.9 -1.3]
p-value - <0.001
Week 6 % 37.5 87.0
BV R A RS IZERER (n/N) (9/24) (20/23)
BIVEF. th1EfH)
7S5tk KHK7791
\
=VER 2 (8.3) 16 (69.6)
[BIEIEE] 2 (8.3) 16 (69.6)
Tl 2 (8.3) 15 (65.2)
X [
T EE%EE 5 °
SIS = 0 0

KHK77910D LEBHES(CLD, ISTRICHTS

BRERIMBYYIEEET/ERAIRENSE

© Kyowa Kirin Co., Ltd.
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RTA 402 (Bardoxolone methyl)

Basal Redox Conditions

i "-'---f ;'__
~ Proteasome
LI
-

Nucleus P

Antioxidant and

- Lbﬂ Lﬁ'”‘bﬂ ifying Response
BABALAL “

EpRE/ARE

Changing Redox Conditions

Kanda H and Yamawaki K, Clinical and Experimental Nephrology 24:857-864, 2020

RTA 402 (Bardoxolone methyl) [FEE{EAM AIGERTHS

Keapl/Nrf2#2igZ /&1 LEES,

© Kyowa Kirin Co., Ltd. 34




) SYOWAKIRIN
RTA 402 : 7J)lik— MEIE8FBEBZWREVIECARDINAL Ph.3[cDWT

7I)Vik— MiEIREEE (S ?

VBIOS5—-4>a3. a4. aS#EOVWIT NI DEGCFERCERTIEAEC. AFTRIBEHRBR RV /NBIEHISE
BIRICERTE . EREGIT(X 108D 520K AT E(CKRIIBALR(GETIBEREEN TV REFT7IL
R— MEIRB$ 2 3hEE - HREVTEBEN TVWSAREEREELR L,

m BERE : 15761 (O'5theofl, SRET7H)

B XRES : 12~705%. eGFR 30~90 mL/min/1.73m?

m EEFEIAE (B%1E) : #5488RUM00BRRTDeGFRE{LE

m SERREIRFHERE : $5552iHKR V104852 CDeGFRE(LE (48R DAZERARIE)
m SEpEithis  KE. BA. B M

1 FF R4 SR RARY AEERARE 2 KRR RS AZERAE
: " l I | | I | : ] | : |
study study
drug drug
- TN

L T 1 L]
488 52 10058 1048

2FDHERABIN5E T . AF11A9H. Reatatt &b, 2FRHCHIFFERIFERINIE

https://clinicaltrials.gov/ct2/show/NCT03019185 + Shess H =/ \ZEL
https://www.reatapharma.com/wp-content/uploads/2019/11/20191112_RETA_YEAR_ONE_TOPLINE_RESULTS_FROM_PIVOTAL_CARDINAL_STUDY_Mgmt_Call.pdf 1 ﬂf Hiﬁfu %E(;H,Fﬂz 1 1 }?Eo)\ig‘al ta *§3 Q/;%‘EDR\ H W —C Aﬂs’%lﬁo
https://www.reatapharma.com/wp-content/uploads/2020/11/Reata_Third_Quarter_2020_Earnings_Call_Deck.pdf Egﬁ:l:'ﬁﬂjl— < E ° EEZ} EHIJ/A E:Hﬂﬁ]; ~ E v \axnﬁgﬁz o

© Kyowa Kirin Co., Ltd. 35
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RTA 402 : 7J)lik— MEIE8FBEBZWREVIECARDINAL Ph.3[cDWT

12 -
p=0.0005 p=0.023
10 -
E é Mean + SEM eGFR Change (mL/min/1.73 m?)
m -
&g 8- Endpoint Placebo Bard Difference
n E (Bard — Placebo)
2>
© g 6 _
o = Primary (ITT) 1.5 -0.811.6 7.7 £ 2.1 (p=0.0005)
Q2
§ P , Primary (mITT) -9.6%1.5 1.7+1.6  11.3 £ 2.2 (p<0.0001)
o+ b
% s Key Secondary (ITT) -8.81f1.4 -4511.4 4.3 £ 1.9 (p=0.023)
O 9
=
2 - ITT : Intent to treat
mITT : modified-ITT. #&FH P IEEN TR A ABF DeGFRIEZ BRI I AZAT
0 -
Primary Key Secondary
(Week 100) (Week 104)

B EOEEMEAR, SELEIRTHMEER. WIThEER,

Z2MEIOIT7MINOVWTERIFRERT SO,
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. Be the Best in Science (H4/IVATHIFZL)

\

Passion for Innovation (4 JA—>3>ADIBEA)
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