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Rocatinlimab &7 DGR ER

HORIZON: placebo-controlled monotherapy rocatinlimab (N = 726)
IGNITE: placebo-controlled monotherapy evaluating two rocatinlimab doses (N = 769)

SHUTTLE: placebo-controlled trial evaluating two rocatinlimab doses with topical therapy (N = 746)

VOYAGER: placebo-controlled trial assessing vaccine antibody response while on rocatinlimab (N = 221)

ASTRO: 52-week trial evaluating two rocatinlimab doses (N = 500)

ORBIT: 52-week adolescent open-label trial (N = 187)

ASCEND: maintenance trial with re-randomized withdrawal & extension cohorts (N = 2,200)

OUTPOST: 52-week open label trial of self-administered rocatinlimab (N = 100)

Phase 3 trial in prurigo nodularis

- Adult
5 E Moderate to Severe
0 , ATOPIC DERMATITIS
§ Phase 3
2:. e Adolescent
Adult &
Adolescent
PRURIGO NODULARIS
Adult &
Phase 3 Adolescent
ASTHMA Adult &
Adolescent

Phase 2 trial in moderate-to-severe asthma

7 NE—TERZREHP3 ROCKETO'OY S AICI A fEEFIEFER ., IR T HERPRER D ST

© Kyowa Kirin Co., Ltd.
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ROCKET HORIZON KBRFH1>

HiFl (24:8)
ROCKET ASCEND

N =543 Rocatinlimab Dose 1 Q4W Long-term
+ loading dose at W2 Maintenance Trial

Safety
- Follow-Up

N =726
>
N = 183
_—
' )
Week 0 Week 2
(Baseline) (Loading Dose)

Week 24
(Primary Endpoint)

FERBEIRESE

« 18mA L. PEENSEIEDT FE— R E R

« VIGA-AD 3 Ffz(d 4

- EASI > 16

- BSA = 10%

- BE7HEOEENMHDNRS > 4

« SHRAITEO> bO-IVABE. EMFRRAEREZSD

AERT UM U (CHIFEEEREIR

LA+ 1—-BERBEICU TR

o LAF1-BRAERUEREIFFLEELRIBT

o 7hE—MRBXRICHITIEENRLAF1-BEMEBINCES. HFTEEREHLE (14
HUTOILFIRXTOA RERS)

=hil o

« VIGA-AD 3 & VIGA-AD 4

- BR X EERO7STHEE X 20otiE; (Row)

8

Q4W = every 4 weeks; W2 = week 2; VIGA-AD = Validated Investigator Global Assessment for Atopic Dermatitis;
EASI = Eczema Area and Severity Index; BSA = body surface area; NRS = numerical rating scale; RoW = rest of world.

© Kyowa Kirin Co., Ltd.
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ROCKET HORIZON : fa5R#l=

mEEFHHIEA : ERK
® VIGA-AD™ 0/11H\ DR=R51 I h52R1 > ML LD :
rocatinlimab 19.3% vs. 'S5t 6.6% (12.8%®MZ%. p<0.001)
® EASI-752:

rocatinlimab 32.8% vs. 75t 13.7% (19.1%®0z%=. p<0.001)
® rIGA 0/13:

rocatinlimab 16.4% vs. 75t/ 4.9% (11.5%®MZ%. p<0.001)
B FEREIREHAIERS : £ T3EM
BZ2MUIJ0J771€)) : P2biiiké RS

validated Investigator Global Assessment for Atopic Dermatitis X170 (R2U) Ffeld1 (FEFRU)
Eczema Area and Severity Index (EASI) 217 DR—Z54 H5D75% DK TF
FOBHAERERICEIENERE . N=ZF/ NS0 2RA > MA LD 27RUTVIGA-AD ZJ70%ERK S 228 BLKEDIMNHRE TEIHIHDOANMFIE I DIRETVIGA-AD X7 1%EM I DIEEL TERSND

16:BEFROVIGA 0/18&LUEASI-75, 241BRFRDEASI-90) 0. #FENRS (Numerical Rating Scale) 7 N4 REXDRERAT —)l. REFEBFENZQOLIHEER (DLQL)  FO7 N -HREXD
BEEZAI7HLUEEDT M - E A OEREEZTT

EERE SIS
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OX403 YV FINGE : THIBEIC KBAAERADDIBRERZRRICESE S

o s _ From 2023 AAD annual Meeting 2023
* BB RUIREALT 17-21 March 2023 % —EBERZE

FELE e . S\ Z ARl SEIEAL
------- LTOX40LERIHL3
o e e . PRE —
X T - REONUTHEERS
« FEHVBEDTEH TCR/MHCHEE/ERICLDT
° .- EmbEEE 000 - {—TTHRASEIEALL . —i8
Langerhanscell -7 4(COX40ZFEIR 4>
ouscunooosssmmee . .
__________ OX40-OX40LABE/ERIICES
—————— OX403 9 HIURE(E T RO o
" | | N— PRASEIEAEL. THIRLOILIE, A s o>
MHC -.—[] &--—OXd4oL : %7, b, TITHT— e e ' o (L
GRS : 2R ! Thé?ég;&zﬁi);sﬁﬁ
Na'l'veTceII. .-____-!-______I w i N
I : T2 cell o e N i
\ o | OX40SIFIBZD TRIC |
° HBVT. ADEHDREER :
I oxa0 - Y v ’( . -------------- Th2ififa(3 RAERVADD "'E TJ17A—-THIRBICXT TS
I ook ' e e OX403FIURE (S, XE
T.22 _,O mesi > e —-THIRAD AR EFEL
! ® . .} S ADDIBPEL(C 51511

h —_— _— —_— _— —_— _— —_— _— —_— _— —_—
AD=atopic dermatitis; MHC=major histocompatibility complex; OX40=0X40 receptor; OX40L=0X40 ligand; TCR=T-cell receptor; T,=T helper cell.
1. Furue M, et al. J Clin Med. 2021;10:2578. 2. Guttman-Yassky E, et al. Semin Cutan Med Surg. 2017;36:100-103. 3. Croft M, et al. Immunol Rev. 2009;229:173-191. 4. Magee CN, et al. Am J Transplant. 2012;12:2588-2600. 5. Goronzy JJ, et al. Arthritis
Res Ther. 2008;10(suppl 1):S3. 6. Mascarelli DE, et al. Front Cell Dev Biol. 2021;9:692982. 7. Krohn IK, et al. Allergy. 2022;77:827-842. 8. De Bruyn Carlier T, et al. J Autoimmun. 2021;120:1026345. 9. Kumar S, et al. Int J Mol Sci. 2019;20:2159. 10. Fu Y, et
al. Acta Pharm Sin B. 2020;10:414-433.11. Chen L, et al. Cell Mol Immunol. 2020;17:64-75.
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OX40 :/0‘1-) b{EE . T,%m ﬂﬂ‘{ >} \“5 >ZE§( From 2023 AAD annual Meeting 2023

17-21 March 2023 Z—EfehZ

® : Cytokines

Resting T-cell

. ) (OX40- T cell)
-
. i/

= =

Naive T cell

OX40 I F IVmiZEZENUITHlRR DB LIS LD,

mRETHRIEMETI I TV —HEED FHESN., THIRRDL > Pathogenic T-cell > B
NF2ANELS (OX40+ T cell) {Ox60- cell)

7 NE— R RE X 2 ST RIEHREDRANRRED—D
EERE. BL. BLVEBOFHEICHS
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Rocatinlimab Rebalances T-cells by Targeting OX40 Receptor

T-cell Imbalance T-cell Rebalance

Driven by increased activity and number of pathogenic T-
cells

Achieved by inhibition and reduction of pathogenic T-cells

D, Pathogenic

.~ Tcel Rocatinlimatb
4 rebalances

pathogenic T-cells

s . ~
3 N _,- Resting T-cell % Rocatinimab -

Proinflammatory
Cytokines

* T-cell imbalance is a root cause of inflammatory disease

e Atopic dermatitis is driven in part by the proliferation of pathogenic T-cells

* Rocatinlimab has the potential to inhibit and reduce pathogenic T-cells across
heterogeneous patient types by targeting OX40 inhibitor

© Kyowa Kirin Co., Ltd.
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| P3  ee— . HORIZON !

P3  — "ROCKET SHUTTLE
G e P —
rocatinlimab VTR R P3 N ORBIT

P3 A — VOYAGER

P3 ASCEND

P3 OUTPOST
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SMBHMENF (AML) BELADCRITIRR

BRECH T ARAARMRMAZ (FFEK) VREBCIBEYSEMARRIEIESE BB MARMRO SR HIE
BIRDBRDRE : BRERDFL, BISEFESELAICBRI ST —AhS0)
BI/EDEIRE R ZaMBE MR (LSC) NERAICABIEFL. N EaFREROBFROERIRILECTST
BREDHEBZSNTNS

COBFE/HSAMLOEBESADLUIBKERTHI2.275 A EHERE

ADCHFIR5R

CD33-ADCHEIHENTED ., CD33HIEFEFHMABICEFREIRLTVWSIIENS, ERRBREBINEREE RO
EDTHAMLOFFEFEAFEIEEMBREIDICELEFOTVS

(J. Adv. Pract. Oncol. 2019;10(1):68-82.; Blood. 2018;132(11):1125-1133.; Leukemia. 2019
Jan;33(1):64-74.; Trends in Pharmacological Sciences, 2024;45(5):430-448.)

15 © Kyowa Kirin Co., Ltd.



16

JsyowaKIRIN

KK2845 — B%/M#aAMLZXREUILADC HFEREE

Galectin-9
(TIM-3UA>YR)

BmE#ka (LSC)

TIM-3(+) M- w .
FAABRIEN D FIRRZ NN KFE L SEhE,
TIM-3%ZEE ||» )

TIM-3IFAMLOLSCH & U SFEkifi Az (3 FEIR
950, IEEREmERMARCEFERULRL. &

WHIREIRMZRY (Kikushige Y et. al., Cell 1» | ?'?‘H it
iEMmesifE (HSC) BEE SHEE e

©

* BB AE(REY '

Modified from: Kikushige Y et. al., Cell Stem Cell, 2015 AM L{ﬁﬂ]ﬂﬂd)iﬁﬁﬁ

Stem Cell, 2010)

TIM-3(XAMLOFAE. LSCODIFGEHEFTF.
MDS*HSAMLADERICE SIS
(Kikushige Y et. al., Cell Stem Cell, 2015)

TIM-3(-)

TIM-339F)

) 4
WntiEg

AMLOaFERET H5BFRIGIEREEDOMmIIZBEIEUT
TIM-3%Z#REVUIEADCORFEICEF

© Kyowa Kirin Co., Ltd.
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KK2845*H§ 13-16 June 2024

Green : KK2845-Alexa488
Red :Lysosome

HHRRADATE(LDIRF Blue : Nuclear

On ice 37°C-2h

N Anti-TIM-3#i&

i 1 RENIKK2845L51VYY—-ANN—SULTVWSEFR

- BNDF : TIM-3 SitHlslok#zEIEd
« RMO—-R:SG3199 LEMmFIICEFRATNTVSPBD SLWIRZRIE

17 © Kyowa Kirin Co., Ltd.
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From European Hematology Association (EHA) Ic
13-16 June 2024 YYOowa KIRIN

MACAML R & IE S M EH AR (399 S il e i 1 54

KK28453X([3CD33-ADC

120 - ot
rd N\ Nl el KK2845

* Normal CD34+

(o)
o

AMLEBEEBR (EELPNEEPS

IEE S MEFRIBRHAR(C
MIdmLWEEE

HAEER [%]*

BREHAT CD34+ =ik

20 N ~
b amrgs —] *~ CD33-ADC
0 | | | Normal CD34+
#FAHCAMLEHAS IEE & MmeEFEIBRAHA 1 10 100 1000 ng/mL
O R-E S R il (PO e P =g = e = ] *RALEOT M- L ORI = 100% EUTARSHE

KK2845(3CD33-ADCLLIERU TRV R £ &FREE DR ZRUE

© Kyowa Kirin Co., Ltd.



In vivo JREE/E il

AMLfiRE¥kCMK11-5 (TIM-3E51¥) YORETI
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Non-treatment
1750

1500
1250
1000
750
500
250 —— = sy ST){nm /kg

k Control-ADC

'1\1

KK2845

Tumor volume (mm?)

14 Days *: p<0.05

From European Hematology Association (EHA) Ic
13-16 June 2024 WYOWa KIRIN

AMLifil@tkKasumi-3 (TIM-3E51%) YORAETI

500 - Non-treatment

N
al
o

400 +
350
300 -
250
200 -
150 @
100 -
50 -

0

Venetoclax
+Azacitidine

KK2845

Tumor volume (mm?)

- KK28450MHF:EIRMBIIEEIRIN RSOSSN
- AMLEZESEAETH B Venetoclax/AzacitidinelHEEFIICHNTE. KK2845(5 ()

miEZEsIR2RUIE
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ADCHHZEB FE kR
WAL > DFUAST x ADCHEMT IC KDY A - HEATE M R5 S AR T HT AN,

ERY R
s |mnE

FS52AL—-353F WIS —F

KK2845 2024 Q3 P1REA
ik ADC-2 JEERER - CMCRT—>
FES LTS 2025 Q4 P1RAtEFTE
B4 - 7Ry hsh
ADC-3 JEEGR - CMCRT—>
~MO—R-UYH— ADC-4 HTRAT—>
A=T04 IR—=3325EBEC & BI%diTHR%

® 7h7I7 LBM+Y > Dinidfiti e RXERULIERAR
o MMA&EH' A - BEATEIRBICTHU TERF N DH BN O— RELTEF D/ — hr— LB
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NAARS Ty I ERIBFREDE S

BRETURDHE %
2R, MHECXT I DPRFDE=E

EEAFAOIERNEIEE

REDEIRE, Bl{FAELEDRTT

T/70-FILuk (IgG) JNARRS T497404K (1)

Y
T/70-Fidk (IgG) A AR T84k (1)
FOZRRIFEEHRNESKIR

NAARS T4 IERE/ /0—-FIViniEDIRF 2T I d5e U THRFESNTVS
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REGULGENT™ Q& EE

=HYT : TRAIL-R2

ExpiCHO-ST™ IR L Ve —B 15 S f - P
. g
(transfectiont48HB) N
Titer (mg/L) 1800 P1gG T/P REGULGENT
T/P REGULGENT(N-
P/T REGULGENT (C-term) - 1600 / (N-term) (N-term)
1400 B
T/P REGULGENT (C-term) H .
I 1200
= 2 5 P/T REGULGENT
P/T REGULGENT (N-term) - £ 1000 W (N-term)
Q
£ 800 2
T/P REGULGENT (N-term) H
600
P IgG ., 400 T/P REGULGENT
(C-term)
200
TIgG — 0
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 100 200 300 400 500 5 P/T REGULGENT
ays (C-term)

WIThEIgGERISLAINDEVWEEEZRUE

25 © Kyowa Kirin Co., Ltd. Protein Science. 2024,;33:e5121.
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REGULGENT™ ¥4 - Z7E %
HMWS  High-molecular-weight species

4, 25, 40°C(C173\ﬁ 'f%%b\ HMWS (lﬁ%’ﬁs) EBJ:U‘LMWS (ﬁﬁ@%) D LMWS  Low-molecular-weight species
EINE%Z5 21890 M 574 —(CTEH

HMWS increase LMWS increase
- 40°C
P/T REGULGENT (C-term) 40°C P/T REGULGENT (C-term) S5
25C
4°C
T/P REGULGENT (C-term) 4°C T/P REGULGENT (C-term)
P/T REGULGENT (N-term) P/T REGULGENT (N-term)
T/P REGULGENT (N-term) T/P REGULGENT (N-term)
PlgG P lgG
TIgG TIgG
0.0 5.0 10.0 15.0 20.0 0.0 5.0 10.0 15.0 20.0
% %

REGULGENT™ (FIgGERIFLNINORIFRIE, SVWEEEZRUE

26 © Kyowa Kirin Co., Ltd. Protein Science. 2024,;33:e5121.
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EGFRFESEMI

KK2260
REGULGENT-N> K2

27 © Kyowa Kirin Co., Ltd
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HSC-GT

HSC-GT Xh=XA
Lenmeldy/Libmeldy
OTL-203 (ERZ)EABEREFER)
OTL-201 (PoCiRE&SEhtEHR)

28 © Kyowa Kirin Co., Ltd
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HSC-GT : MERBIEEDERCOIT, FV/(UE -BRODIEME T/OWaKRIN
RADHHAERI

‘ Gene modified HSPCs O
@) O 3 ;

e @/ ; — Gene-correct HSPC

= %‘ Blood vessel cell infusion collection

Migration across blood braln barrler -
Sisisic C L,
Blood Brain Barrier A CD34+ HSPC
selection
(= ] :
Distribution
throughout - Defective neuron and 4 q o

oligodendrocyte

brain ‘ /

Gene-modlf ed microglial

Busulfan
conditioning

cells express ARSA Transduction
cryopreservation,
and QC testing

1'_ )

"f ARSA uptake

by neurons and

‘l' :: - oligodendrocytes
- Engraftment in CNS as

microglial-like cells

29 © Kyowa Kirin Co., Ltd.
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Metachromatic Leukodystrophy (MLD) - JEEICGERABEREEE

Demyelinating lysosomal storage disorder caused by arylsulfatase A (ARSA) deficiency and
subsequent accumulation of sulfatides in the CNS and PNS

4

Clinical Course of Early-Onset MLD MLD Global incidence:

-
=

-
-

-
-
-

e

-
-
s

Estimated
1in 100,000 live births2

Initial phase of
normal development

Rapid, Progressive
Loss of Motor and
Cognitive Skills Severe

Developmental Skill Acquisition

Neurological Disability

Age

MLD Classification

Early Onset (<7 yrs) Late Onset (27 yrs)

Late-infantile (LI) Early Juvenile (EJ) Late Juvenile (LJ) Adult Onset
Age of onset <30 mo > 30 mo to < 7yrs Tto <17 yrs 217 yrs
Genotype Typically 0/0 Typically 0/R Typically R/IR

ARSA Activity Estimated residual ARSA enzyme activity in vivo

1. Gieselmann V¥, Krageloh-Mann 1. Neuropediatrics. 2010;41(1):1-6. 2. Bonkowsky JL, et al. JAMA Netw Open. 2018;1(7).e185031.

30 © Kyowa Kirin Co., Ltd. From ASGCT 27th Annual Meeting, Baltimore, MD



Lenmeldy / Libmeldy

Results in Pre-Symptomatic Late Infanti

ARSA Activity in CSF* *Cerebrospinal fluid, IMEEER

Brain MRI Total Score

JsyowaKIRIN
le (PSLI) patients

Cognitive Performance Age Equivalent

81 %
® —#— || Matural History (n=22) 16 - :
= 2 - —#— PSLI: OTL-200 (n=18) 15 /
g r s e : -
= 0.5 £ I — © = :
E - E 251 £ 121 /’/
z 01251 = E 114 e .
Z e Arsa-cel E 20 | -g 10 4 " b \r-‘
; g
E 0.0313 Refzrence Range o E. a 2
g = 15 4 & a
0.0078 4 - ua £ g
_________________________________________________________________________________ & 151 g 2 | -&- Arsa-cel (n=18)
Ll S - ; ; : ; E 4. -8~ Natural History (n=23)
¢ 08 : : s 8 5 ] . g 3 (+/- 1 Normal SD)
o subjects at Bmegoirt Time Since Gene Therapy (Years) -'2-"5‘."’}-::‘— : a 7 - Age-Equivalent
Arsacel 391425 35 az 16 14 g o | ol e i
0 R e R S L
e R E R ; ETYea:S AR BR 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Motor and survival outcomes ge ( ) Chronological Age (Years)
Motor Impairment Free Survival (MFS) Overall Survival (0S)
Interval from birth to first occurrence of GMFC-MLD = 3* Interval from birth to death from any cause
(unable to walk with or without support) or death N —
HE (R BE12.19%)
s REREMFAE (FR1E6.664F. &xE12.195F) D
o0 o + .
o 80 o 801 — Arsa-cel %D% .
¢ 14 — NHx e \ AN =
¢ g : 7 s =30 A A
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MPS-IH - Disease snapshot
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Biochemical outcome after GT Standing & sitting kyphosis after GT

200- 1024 baseline +2 years +3 years +4 years
5 ' o 5129)
g 1504 & 5 256 "
3

= np 1284 - ULN (1-3yrs)
< SO 64 -+ ULN (>3yrs)
< 1001 G
[a a2 321
o - Hérﬁml (avg % g 161 T Ak ..
8 901 -+ LIN L= g
[ T U U 2 4.

0 -.--------‘.----.I ----- — — I- .“-.[‘---‘l ----- 1 2 T 1 1 1 L T 1 1 L] 1

0 6 121824303642 48 X4 0 6 1218 24 30 36 42 48 54
Months post GT Months post GT
Auxological parameters after GT
Growth charts males Growth charts females
140 140

E 120 £ 3nd
£ = | e 15th
z 100 i — 50th
5 5 ol g 85th
& s - .z 97th
g % _
[=] o WHO percentiles
11} m

T T T
40 60 80

Chronological age (months) Chronological age (months)

[Short stature defined as height -2 SDS]
33 © Kyowa Kirin Co., Ltd. From ASGCT 27th Annual Meeting, Baltimore, MD




(r’yowa KIRIN
OTL-201 — MPS-IIIA (SanfilippofiE{REfAR)

MPSIIIA - Disease snapshot
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Neurocognitive outcomes
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