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Modified from: Torti, S. V. et al., Nat Rev Cancer, 2013
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Type of cancer Type of evidence
Non-small-cell lung cancer Cell culture, animal models and epidemiological
Breast cancer Cell culture, animal models, human tissue
studies and epidemiological
Renal cell carcinoma Cell culture and animal models
Hepatocellular cancer Cell culture, animal models and epidemiological
Oesophageal. h, digesti Human tissue studies, animal models and
and gastric cancer epidemiological
Colorectal cancer Cell culture, human tissue studies, animal
models and epidemiological
Prostate cancer Cell culture and epidemiological
ical cancers (leuk i Cell culture, animal models, epidemiological
Iymphomas and myeloma) and clinical case study
Mela Cell cult d animal model
rgprhils 23 CUTIND Nc ANDAS T Survival after surgery of ESCC patients:
Pancreatic cancer Cell culture, animal models and clinical trial Wada et al., Ann. Surg. Oncol., 2006
Bladder cancer Cell culture
Torti, S. V. et al., Nat Rev Cancer, 2013

30
Atdian Pariod (mo)

TfR1 = CD71: Transferrin receptor 1, Ki-67: One of the cell growth

marker protein, ESCC: Esophageal squamous cell carcinoma
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B 5% Escct PDX2EF) (EGFR+/TfR1+) 22
2000- « h=O4H)IIC200 mg/kg, 1:BREIC
""E Vehicle 1E;E$X4
E, 1500+ - BEShBMm3EE. 203
g ESMESY). EELRSERERDH5N
3 1000+ bk
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1. Esophageal squamous cell carcinoma
2. Patient-derived xenograft; ESCC PDX tumors were obtained from In-Vivo Science Inc.
3. EGFRIPAIEMORIFRELTHSNTS

ARSI TOBEMME L, TEMT — X TRNMLET,

PDX ETILTTR, CNIFEBEIABRKOY Y TILETIRICEBBELEZETLTTIINESL, 2
DY I A%EFAWTESCC, BERFLEEDNPAICHT2EEMEZTFMLI-E A, FHEL/-=ZDDE
TILWITNHEBWNEMMART AL E LT

FREEMICOVTE, W=V APLDOGLP ARICBEVWTESREETH S 200 2 U 7T Lsi—
FOUZLET, @WEE7 07 7ALLPHERINTEY, EGF L 72 —FhfEHDRITER &
LTHoNTEY FTRESEZRH T, BEELEHIITDONELATL I, BMIZOWVWTIEE
BREEICEVWTROoNF LIcH, BRArOREUDH L LD TLT,

D& 5 IT KK2260 WIEERARRER ICE W T2 BHORIERAZIGIL Rh' s, EshaRiETEL 2L
EFRHT I ENATEE Lz, 5. KK2260 IZ EGF Lt 72 —25RBT 2P AZTRIC, FH
TEDTENVNSLFETT,
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Modified from: Immunity, Volume 39, Issue 1, 2013, 1-10
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KK2269 gIEJ>tJ'h EpCAME RBIEE DF

KK2269 s
BiRMERa R

EpCAM expression (mRNA)

mp» €— Colonca
i <€— Stomach ca.

R
@ <€— Thyroid ca.
wmseo € Lungca.

g €= Ovarian ca

i ‘
b XD <€— Pancreatic ca.
I TR
<.\] ! SRS <€— Prostate ca.
3 3 BV
v/ y O

RN TR { & ; - FHRE:
Ei. &ML - HRISEETHRE : o Ph1DFHRH ATE
B CDAOLEpCAM R EIBSICIBMETBTLT, BEIE = | e
EORRMICHUTCDAOPI-A NEMLERIE = | oo
" AEBREOTELAFR(SBOREBREE | S e
{£)oNEEZzEIET i

*EpCAM: R7#fiiRiEE 4> 7/Epithelial Cell Adhesion Molecule, FRZHEEDY—H—9F

6 1 ¢ & 8 0o % oww
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KK2269 ; EpCAM expression (mRNA)
7S HEm AR
L «ampe €— Colonca
) R <€— Stomach ca.
m @ <€— Thyroid ca.
5 csmmpee €— Lungca.
» fmw <€— Ovarian ca
b ! HERD €— Pancreatic ca.
R <€— Prostate ca.
- v/
IS RNTHERD 9 T
=i, B RS ESETHE Ph1D3I5H AME
EpCAM(+)
HAARRS 7
£ hmoDC* 9% 0% o =
FE7=30 65 OEARHARICTL
400 o ” 400 ", ” i
gie - O DAOPI=ARELTHRE
| %m ?’m — L THRE u:m,.- https://www.cbioportal.org/
W 3 z“” » mo—— cBioPortal
) gf: gf: —e— KK2269 j pv—————
% im gvuo --0-- Control Ig lv;m.;\ sf:
;2 2o —o— MEGA CD4oL '
*"oor 01 1 10 001 01 1 10 FrioDE: M s daTd e 2
Antibody concentration [pg/mL] Antiiacy ednceniration jiymi] moBEHoog/=-daiva A Bt REEM koo oo FASIZ) g + 1)
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FLCTHYFEFEA,
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KK2269 : JFERFREBR CHESS SN BRI IEE B2 1%

e | == Control m B
=5 G | e— by IEE9 - KKQOURESTOIEERS TR
T z P e %nam&rﬁrmaizz 1 BRI
i e SEFMHEEREN NI (FH)
. uco4o_ﬂ_igngyuxmm§ 2 n T2
 POLBISEAEL n B 1 7 7 o BZOAFIUCHNT200 mg/kg (GLP:RERS
L ok 7 e T FF B 52)ET. sVEETOI7/ VN HEREN
KK2269 (i.v.) 1 1% ays 1
EABIERATE
% . ’C°”tr°' # Kk2269 " o KHz269+DTX FEBRRREBRICHE VT, SRR
S - o . , REZ2MUHNMIZAIHETHIL
£- &2
3

Days Days Days
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G, #) 2:8E%Y o FHNTEREOESREAZD oNE LT, INIEVWHIETI7F D &S
2. MESREOERICL2EERIEE " T —X1LEEXTHEY £T,

—hH. BEICO2FTFLTCEFEHZ7ATFILOGLP BRI WT, a5 THh5H 2002 Y05
LX—=FO7 T LFEFTCEVWEEETO7 7 AILDERINE LT,

ZD&HITKK2269 IFIEERRABRICE W T, TMEBMNR L M OMIAREETH D L HER WL
¥ L7
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{EFFUER L DHATE M2 FEE

1w [ EETEREROEIHCEE )
2. [EE DR (ICD*) 12
- EEREREOML :.p stk
- RERBMIORL
° . Vital co-stimulatory
3. mﬁmﬂﬂ@ﬂi’%/\d)ﬁﬁ DC CD80/86 fafto.rs for T cell
. JEMHE 2
- IESHROEGAH 2 cagg 007
4. KK2269D{FRRE . - m . -
(BB — R M Ra D 521E) § % :" . i
10 o i . 8%
/ \ ‘g ';é'ih:t' g° [_“s'jr—réf .
KK2269 | Raze i Eqwa £
ey PIRIP . PIMRE.
2 o il Y g
KK2269(c&h \\\ ,//
R BEEEE
&=z L =
- & B D “Laensruno {LFRE + KK22690D> 7S — %182
\ \E e EE@E'&{L’.‘ / ERPRRBR COPOCHUSZHIET

19 © Kyowa Kirin Co., Ltd *: Immunogenic cell death, SEFMHHHRSE

12725, FEZFEIUHRATOYF P -2 ZBNMLELED. ZDAXAAZXLIZOWTIEGHRAW:
LET,

FTHIBOMUFEEEICLY . BAMED ICD, ThbbRBERIEMPBEEZEL. EEMIE, &
BRI T RERBYAMEHINET, IniCLY . BRBROBEE~DEBIMEES N
9,

FIEFETBNMLE L7 L SIS0 KK2269 13fEE & PR 2 3289 5 & £ IC & » TERE) 9 % CD40
TIAZRPTTOT, LFFEELOHAOER, B L ERMROEEN —BHER {IThMN.
KK2269 DIFzfeEd 2 & EZXTHY £7,

RBRICIDOADZZALIEEERNICHETRINTEY LT, EORISRLET LD ITbFEELRL
KK2269 2L £ 9 & BERNORRKMEROBEELEEH (IR INTEY £7,

D& S BIEBRTRINIALFEER L KK2269 D> F ¥ —% SHFRL X TERARRICENT
HRLTEWY £7,

REGULGENT £, &R ZOEMARWIZNA AR T 4 v THAEICOWTOTBNIZUAE &
)£,
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Life-changing B {fi{ED#EI Bl H (CmFERD#H

® KHK4951 (PhiitB#z®R. Ph2tErilE)
® HSC-GT (Orchard Therapeutics#t)

20 © Kyowa Kirin Co., Ltd.

RIZ Life-changing 7 ffifE D HTA LRI E (CE T 7B Y A D—D & L T, KHKA951 DIREF T

DEH & TRV LET,

JQyowa KIRIN

KHK4951: tivozanibsaiRHl

B BRI (dtivozanib SUERMECRDIEEE IS5 HRIZUR D FVEGFRIBEA!
m EHBENNEHRMEZEE (nAMD*!) ZXREVPh1HERZIR T

J Ophthalmol.
2015,;2015:820605.

. REOMERECLOEHNEEERI. 55
LU T

- BR : ST RN SOVEGE 2 | =t

. EFAEEEY ) A e ki
BP9 : K205 A F0-/UL : $116055A =

*1: neovascular Age-related Macular Degeneration
*2: Vascular endothelial Growth Factor, [fl E ARz HBRaEFBE T

B RTaRENE | MVEGFROHF&iXst

FREENFESVEREDOLY. IFRENRABTRITED
HEINEINTVD

Lancet 2012; 379: 1728-38

21 ©Kyowa Kirin Co., Ltd

FEFE THRE L7 KHK4951 I2o W T, O THIEZ TN L £,

18



ARK7OXT MMIBEMES % tivozanib &9 2 SERZI T, tivozanib [3EWF F—HEFIRE & @A
FAESEMAHT 5, YHEHAIE L -ESFD VEGF L& 74 —FfREXITY, FEE, BHEMEGET
M. nAMD 3R E L7 —X 1 HBEKRTLTWET,

NAMD 2B R MEFNEICL > T, BEEFHOEWUINEE =T, BOHNELIETTSEEET

¥, RRIGEREOMEEL, > D VEGF EEATH Y. EREEEBEEHIENTIFH 20 A, 7O =N
ILTIE1I60 BAERoNTHEY £7,

B DEEREEIE. F1LVEGF BOHEFENTIHTHY . TNIZEBEENATUVVEEREDI-OHIC, JE
BENLEEEDEIINEEINTEY £,

QYyowaKIRIN

FI)DVAZ =L e < BRFI 275

Y M RRBRIESUIZD
iR IRED RN SRR
500
KHK4951 Ciliary muscle i
) Comnea and E’
p anterior o 400
&
0 %E 300
o
% 200
5
mX
- ;‘\_6( 100
Vireous .
0
J Ophthalmol. 2015;2015:820605. (—&BEZ) FIOVZA)AE  FEFIDURAIAE
= AREH mBREH

FIIURFIAEITICELD, BRI T HStivozanibZ R (CEEIREPHREEAXE

22 © Kyowa Kirin Co., Ltd

KHK4951 (3, BELH TH 5 tivozanib DF/ 7 ) ZZILERFIEBY £F, ADT T 7ICEHR
LLTHYETH. T v bIC tivozanib & SERES L7, 7/ 7 U ZAZIULEERL TUW R WA
BlOEENLBBEFICLERE LT, EA0F/ 7 U 2 &L L7z KHKA951 1, ZhERMICHE SR
2D tivozanib ZEIREICKETE S LT RH L L7,

T D& 512 KHK4951 15807 VEGF L 74 —[EEM L. &V VEGF L 72 —FRMEHF T
% tivozanib #+/ 7 U X Z AL LT- REREF TH V) . BIRF~DOFHWEFXEMEICE Y. nAMD
~DBENENPRETES SOL T FEEZTBY £,
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Ph1iRB&T Y 1>

Tivozanib
eye drops
Cohortl1 R ~@ < —>
Single dose . 1< : Follow-up period
HVs 10« >
Placebo
eye drops
Day 1

Day 23

SE77CIBAEERBR P S

Healthy volunteers in cohorts 1 and 2

Inclusion criteria

Primary objective

Safety and tolerability (TEAEs)

Other objectives

*  Pharmacokinetics
(serum tivozanib concentration)
« Exploratory efficacy (CST, BCVA)

Follow-up period

Cohort2 R < Tivozanib eye drops, tid, 21 days

Multiple doses , .
HVs 1:1

Placebo eye drops, tid, 21 days

—>

Cohort 3

Multiple doses

Tivozanib eye drops, tid, 21 days

Follow-up period
—ee

nAMD patients H
Day 1

Day 22

BCVA: best corrected visual acuity; CST: central subfield thickness;
HVs: healthy volunteers; R: randomization; TEAE: treatment-emergent adverse event; tid: three times a day.

23 © Kyowa Kirin Co., Ltd.

Ph1iBRT Y1 >

Single dose }

Cohort 1, HVs

Step 2: 1.0 w/v%, 1 drop
Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

Step 4: 1.0 w/v%, rops
White, with NLO

Step 5: 2.0 w/v%, 1 drop
Japanese, with NLO

24 ©Kyowa Kirin Co., Ltd.

E77RIEAERRRFS

Day 43

*  Age > 20 to < 50 years
*  Visual acuity > 20/20

Exclusion criteria

*  Current illness requiring treatment
*  Current or history of dry eye

Patients with nAMD* in cohort 3

Inclusion criteria

* CST = 300 um
* BCVA score = 23 letters

Exclusion criteria

* Glaucoma, ischemic optic neuropathy,
retinitis pigmentosa

treated patients were enrolled.

ZIhold. RF 10 BICHEESNAE 77 B BRERERFROERABRI oHFBEL T, 72—
ABROMERE -8B RN LET,

RARIZERMD LEDIT S D ORERMANDEERES, BERANDRERS, £ L TAERAD
NAMD BEIANDRE®RSE., INH=203F— A ol->TEY FL T, REXRSEIZ1H3
Fix5% 21 BEEEL £ L7, TEHHBERRIREM EBRETT,

Multiple doses (tid) for 21 days

Cohort 2, HVs }

Step 2: 1.0 w/v%, 1 drop
Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

Step 4: 1.0 w/v%, 2 drops
Japanese, without NLO

Step 5: 1.0 w/v%, 2 drops
White, with NLO

Step 6: 2.0y
Japanese,

Cohort 3, nAMD patients

Step 1: 0.5 w/v%, 1 drop
Japanese, with NLO

Step 2: 1.0 w/v%, 1 drop
Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

I steps for those without NLO

I steps for white subjects

I Steps for 2.0 w/v% formulation

NLO: nasolacrimal duct occlusion or
eyelid closure

QGYOWaKIRIN

* Both treatment-naive and previously anti-VEGF

Jyowa KIRIN

20



FZbolRLELEZESY, Eah—bOFTIRARALBA, BREEFIOEE, REME.
N LERES L 2EREEZRLTVWETH, INBE2I7L—T2IFLELT, ZNENDTIL—
7% Step LA TTHMZEIT->THY £9,

AHBRTIE, KHK4951 O SRR 5 HROEGBRLZERT 2 22BN E LT, RIRRS5EICRSE
BEB., WhwBBEZHRI RS NLO &, F7-13Fk. ¥ 72 C20MEZ L THEY XTIIN
EH, REERSHO—FTIE, REATINODUELZ TRICEETERVWEEIAN VWS I L %
BELELT, RROZEM) X7z Hiid 2 EHM T, £IFEFVE L7 NLO, 7 IEFHEROL

BEZEMLAL Step HHETEHMBL THY £9,

o
Ph1iE% 2% ZAYOWwa KIRIN

Tivozanib (tid), HVs

Tivozanib (tid), nAMD patients

Step 1

Jpn nAMD
Any TEAE or ocular AE in the study eye with* ith* patients
0.5 w/v% | 1. o | 1. o Total

1 drop (n = 28)

(429) 4 (40.0) 5 (45.5 12 (42.9)

Any TEAE, n (%) 2 (16.7)
Death, other serious, 0
or other significant
Eye disorders, n (%) 1 (8.3)
Punctate keratitis 1 (8.3)
Eye irritation
Foreign body sensation in eyes 0
Vision blurred 0
Eye pruritus 0
0
0
0

(100.0) (66.7) (83.3) 28 (77.8)
0 0 0
(100.0)

(100.0)

(50.0)
(50.0)
(16.7)

(14.3) 4 (40.0)
(10.0)
(20.0)

(27.3)
(27.3)

(28.6)
(14.3)
(7.1)

o

a
]
3
3

(66.7) 1

(16.7) 0

(16.7) 0

1 (16.7)
0 (10.0)
0 (10.0)
0

(3.6)

0 0 0 0 0 0 0 0 1 (10.0) 0 1 (3.6)

TEAE: any adverse event (AE) that occurred or worsened in the period between lhe first administration of the study drug and the end of the study; death: any AE with an outcome of ‘fatal’; other serious: serious AEs other
than death; other significant: ious AEs leading to wit of the i i product. *With i duct occlusion or eyelid closure. T Without nasolacrimal duct occlusion or eyelid closure. Jpn: Japanese.

AR CORNZEEREEESHL. HVsEnAMDERESAM TORREREFERHHNIBH O

25 © Kyowa Kirin Co., Ltd.

5
0
5
3
3
1 (16.7)
0
0
0
0
0

o/ ol Foll Ve Feyl eyl e ! ol Nes | ey
© © © © B B A O O O O

3
3
0
0
0
0
0
0
0

= = = O © © N A ®

ZEMFHEORERN. Zhbolichl £7,

FTEEICEILZIEEERIZ. CoXRDEBYREOHONTEY ETIINEDL, 2@F2@BL L TH
BRPIEICER L) BREEFRIIZOONEFTATL,

BOBEERE L TRRKEARAC., BORFEAROoNE LA, WInb I L—F1hn
2 LBETIRGLS, HORAENTHY . WEFLEICESERTREHY FEATL .

FEEKRA. BAANAMD BEIAOWTNICEEEL TH, HABRPIEICOBASZ LS HEE
BEEEREROONT, ZEUTO77ALICEEELTH, BEMAL nAMD B2E X A DR
THELRELRDOoNGLh 222 en b, HE 7 —X1RBRICHE £ L Tl KHK4051 D REFA
DRMEMIERSINZEHMTLTHY £,
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Qyowa KIRIN

Ph1atB% misPEEYIRE

Cohort 2, HVs' * Healthy volunteers Cohort 3, NAMD patients
Step 1 —e— Step 4 Step 1
+— Step 2 —e— Step 5 Step 2
100 l - Steh 3 ——Step6 100 S Siep3
= P I Mean + SD c Mean + SD
L 2
E l : £
c ! c
g 104g % x g 10
5 —~ S
o< | Sa
2E 1§ 1 o E
SE W §E
2 133 E
[ [
2] 2]
0.1 0.1
15 T . T 1 T T T T 1
Day1 Day8 Day 16 Day 22 Day 43 Day1 Day8 Day15 Day22 Day 43

tivozanib®F A MEERE (3 A SAFH (CIENN
HVséENnAMDEE A T AT EEE(CEEERE RSN H o

26 © Kyowa Kirin Co., Ltd.

Rix, MBEBFOEYEEICKY £9,

CHbOIIREESEETo-RBERAD IR —F 2. NAMD BEXAOIAR—F 3, TOZOO K
— bOWEBREOMBETIEYEEDT — 2% R LTHEY ET,

SS712HYFETLOIC. WEFNOOFKR— MIBEELTH KHKABL BRI HDTH Y 9
tivozanib IMEFRE (. AEEKENICEML. F7-E#FEHKAL nAMD 2E XA L DOE T, ME
hEYEEICEEAEIIROONEHEATL .

22



Qyowa KIRIN

KHK4951 Ph1BRFERELD

« JERRIPIE(COORPBISREEBHERREZBHSNBHORL
- BERA-BA. BEBA-nAMDEESADBTRLEIDI7MVICEHERE
FEBHSNEHOK

« FEMEHREREGASMKFNICERUEL
« fERRAEA -nAMDEESADRDIMFEREMENBRICERE R ZEFBHENEH O
7-:

+ BRENRBEHEFMICOVTEFEZRAE

Ph1GERT/SNLHERZET R, Ph2iERDRIEZRE

27 © Kyowa Kirin Co., Ltd.

LED#HREAFEDIDON, THLDRXTA FIZkKY £9,

7x—X1HBICHEZTF L TIE, KHKA9S1 O BIFRBBRUENRD b, LUEORFEAERT 5 L
TOEZEU Lt T4 hLR YR TIERDLoNFEATLT,

F/SEORBRTIIBEEICOWTHLIHEZEML THY £ INIEH < £ THERENZE
THhYFELT, TEMEEBICHIEEL TEY £HEA,

CORICDEFLTEHANTHRETLE LD, ZOLD BEMEFMERLICHEL TOWEWLI L
ZEFZAFELT REZRMETEHY FTUINES, RBIEEFRNGARICET 2REKIFELER S
F TV ZEICLE LT, EFRIEITBTEAVEDD, 207 —X 1R THE LN
BRIIRS T4 T7RBBIOTLEZDT, RTOKX7 ME7 2 —X2DREEZREWNZLE LT,
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PEPRAEBIZAE (Diabetic Macular Edema, DME)
X Ph2dDBRERIERRILA

B FEPRARHARREDSHHECL T, BIMIECLDESE :
SOEMMENEEIN, BHOTMIEC TR N
IMET

B ANEEBROFRREEVTVEGFI'ES (.

m ERLAREEN \‘&/

o EX : #1147 A J0-/UL : $913075A N
m RATIAREE e e e

PY }RVEGFE\ Z?D’r h@ﬁﬁ?'fﬂ?}f%ﬁﬂ(iﬁﬂp@]’f)jﬁ) u.ac.jp/patient/question/index3.html

o SRINFE (FHFHFil. L—Y—8K)

RTAEEFVIThESEENE SEHDEVEEEIROSNTVS

28 © Kyowa Kirin Co., Ltd.

ZIT, 7x—R2holERARZRET SERBHEIDEEICOVWTIRBNLET,

CNISHERFMERIEEDAGHEL L T, ®MEICL Y ERBOEMMENEE s N, BHIISZED
AL THRAMMETTHHEEBTT, nAMD LU ZDHEREICH VEGF BBBELTWWE T,

REPABEBEMIEARNTH 14 FA. 20 —NILTHI130 AAESNTHY £9, BITEAEEIL.
PIEY ZHELHEREEDOSVWERIOETFENES Y. BRROA 77 v FFEMivL -V —akL s
DARIFENAA T, ZTD=HIZ, BEEDEWEEENRKOOLNTEY £,
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KHK4951 Ph2:i5% i 2

(MAEE) BAR KE. TN, BE
(MWAEE) 20264Q1
+ nAMD 180% DME 1504

+ ETDRS*RAORICIDAEURSIBIERT (BCVA)DAR—ZTA ZH5153F L iR

* Drug: KHK4951
KHK4951 eye drop for 44(nAMD)/36(DME) weeks until end of the trial

« Drug: Aflibercept Injection
Intravitreal injection (IVT) of aflibercept will be given as specified in the protocol

1. Clinical Trials.gov ID: NCT06116890 (nAMD), NCT06116916 (DME); jRCTRRERFAZ. A5 1EE S : jJRCT2031230401 (nAMD), jRCT2031230400
(DME) 2. Clinical Trials.goviG#?Study Completion (Estimated); 3. Early Treatment Diabetic Retinopathy Study

29 © Kyowa Kirin Co., Ltd

ZHOMNKHKAB1 D7t —X 2 KBOBEICKY £9,

MR & b ICHBREREIIBRA, KB, BE. BLUF-RbIFUT7ZFELTEY., HABRRTIE

2006 F 7 7 —R M A—R—%FELTVWET,

E T BHEREHIE nAMD H* 180 4. DME A 150 EOFE Y., T EFMEB I RS DEBEIFE
ABCVAIZDOWT, R=XATA VT IS XFULEDETER->THEY 9, KHKA9B1 s
ICEVELT, TOBCVAN B XFEUHETI2REIADENENRDTLZEA2EAFLTH Y
9,

¥, AARII3IEEODKREED T — LA L - EEHMARTHY £ LT, KHKL951, BLW
TAY =T EEDONHBTERES LT, AW LET,

BLEAY KHK4951 I2DWT D THRMC Y £97,
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QGYOWaKIRIN

Life-changing B {fi{ED#EI Bl H (CmFERD#H

® KHK4951 (PhiitEaftsR. Ph2stEsillE)
® HSC-GT (Orchard Therapeuticstt)

30 © Kyowa Kirin Co., Ltd.

WF:HEEFLTLT&Y, 10 A5 HICBUNAZRFK L £ L7 Orchard Therapeutics +DRET 5

By, SMEFMREL FaRRM e/ @I OWTITRBMWELET,

QGYOwaKIRIN
= = 728 . *
Emﬁmﬂﬂﬂﬁ lnﬁ (HSC GT ) *Hematopoietic Stem Cell Gene Therapy
BROEHD
EnRdE aET
o i ]
N o FIR ;
‘ - . } susnm
EEFEA \ 2
st €
FFasI+5-4k @)
E#3R o
BoER —

090
ERADHS5WAEFRICEGEFEXIETICEN BIEE

| ratur s: Alessia Capotondo, Rita Milaz; 0 Salvalore Politi, Angelo Quattrini, Alessio Palini, Tiziana Plati, Stefan M ndro Nons, Clelia di
and nacrophages

efer ,Le
o, Eu uger o Montini, Lui ,u lessandre Bﬂ 'PHAS 8o pl mber 11 7012109(37;1501315073 hitps Jidoi qmmn; 1205953109 Tis
ht ooenedy and functions, Si and Annette Pluddemann, BMC Biology 2017 1553, 29 June 2017

31 ©Kyowa Kirin Co., Ltd

FL®IC, EmEFMiEETAE HSC-GT oftE%Z ZHAL £7,
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SEMEHEIEEICERMICHEEL., S FIFAaMmIKMpIcoMbd sz et bMpgacd, HSC-GT
IFZOEMBMIEZERYEL T, HEEEOEEENOERTFEZEAL. TNEZHERNICRT I &%
BEMeELT0WES,

D& ICEETFREEINT-MEIZ. hofhTEE, v 707 7—2 THilE. Bfilgkhs, 2o
MOFRICRT LI BRI FIFAMEBMERICHEWN -LET, LT, Ik L7zfEA
FOIFIERGIIOTML. EALTEGFZRIRTHHDTT,

IRTE. Orchard Therapeutics #£ TlE. HEARNDOERED 2 DB T IBEICEEAAOND, TA4Y
V—LEE WS BEFREBICH LT, ABMEIGAL, BEBIAZBETDZEICHRIILTWE
ER

JQyowa KIRIN

HSC-GT 80514 F1—>

Orchard Therapeutics Supply Chain

Lentiviral Vector  |Ricay . . :
@ Manufacturing h Drug Product Manufacturing (Cell Processing) @ Local Treatment of Patient
.a= :a PN RS
¢ * T;';TEF:ZH Collect cells from
i T O 4 maaang 4 2

facility
Manufacture Genetically
gene-specific —> modify HSPCs

lentiviral vector ., With lentiviral
' vector

Ciyagreseive Transport

i@ "-.| ’ = ’ cryopreserved ’ ’ Thaw and
@ ana cerfy product to Condltlomng infuse product

HSPC product hospital

: Orchard Therapeutics plc 1FA%

32 © Kyowa Kirin Co., Ltd.

ZDRTA FiF, ZoEMBHEECTEEZEDS VO REZRLTWET,

FTAEAO, BEIADCIMBRBFMIEZREIRT 2& A0 0thEY £9, RELZMRBISMEE Y O
TRV E—ICBERI N, EOFMEAMLLIZRIC, LYy FUAILARS Z—2BVTGREERN
DEETFHEEANLLET, BIEFEZEALEMBMEIE. & LICRETEESANFOEE
MRS ELONE T,

—H T, BEIAFIOLSICHBINAHRZZITIANSHOFILEZZITT. £ LTEWE
BIFeE8ALIESDENHERROBIEZRITSHDTT,
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Orchard Therapeutics # T3, REBBINEGTFEARDL Y FIA LIRS & —DElE
(EAISRLTVWREZATITVEY, ) . TheZ0—ED 7Ot %M LT, BICEUNT
ARERT, ZOBRZzBESAICRELTEY £7,

(’vowa KIRIN
BADFU U — N

Potential to Treat Multi-System Neurometabolic Diseases via Cross-Correction

0 o Blood vessels
. ™
>

\\f \ y o)
= "(o H(o H (C— "(o f'(e = {\e - ) (e
V Distribution throughout brain Blood-brain barrier

s . Gene modified microglia
A «§ cell expresses enzyme Defecti
efective neuron

Enzyme uptake by neuronal cells
to potentially correct underlying
genetic cause of disease

Engraftment in CNS as
microglial-like cells

33 ©Kyowa Kirin Co., Ltd : Orchard Therapeutics plc A%

LW T, 2D HSC-GT DR TH DUA~ADT U /NY —(CDWTITHBAVZLETS,

MIRDEEY 2T 2BROERICHT 28K LT, ERLEEEZF BReL /X778

LTERETHBRHREELHY £, LHaLAas s, MICITMERFOYMEDABZITZHIRYT %

HMERIFIE WS DA H > T BRLVANIBZMPITRE L TH, WAICIE T2 ICED A WE

BOHY £7T, 207cH, BEBRFETIIEDLD o PIREREESZ 218K TS A VLEED
HY), BESADQOLIFWELICKELREDORMZALTEY £7,

—AT WRICHZ 70707 WS kR, SmERICRR S 2MRTH Y. T ORI
ERMERFY, 77 v F7LA N TZ@BL T, BRICA>TWCZEATEET, §4abhb
EMFHREICERTFEEATNIE. 22 oM LICBREANORICAYVAKR ZAnIoAT Y
TEMEINSMAOMIRE LT, ERICENOBRZMNICHE LRI A TEES,

IhIC& Y. EMBMERFAETIE. R OMBICR > TWRIREREOHEZERRT 5
ENTEDHDTY,
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Libmeldy® (OTL-200, atidarsagene autotemcel)

B BRMARESZMII(— (Metachromatic Leukodystrophy, MLD)
o EIEHOEREPIRHRRER :
o SEENLAEL RANMAL N SUEN OAREFMICKDNS Gl BT | FDARERRME | o
o EEMITEIRAENSSETIEL!

Ref.) Orchard Therapeutics plc, Q2 2023 Financial Results and Webcast

Severe Motor Impairment Free Survival (sMFS
P ( ) https://ir.orchard-tx.com/static-files/9fed8b65-2fd9-491a-97¢c0-69bf6595c0c3

Interval from birth to first occurrence GMFC-MLD 2 5
(no locomotion and unable to sit) or death

MLD Represents a Significant Annual Global Market Opportunit
Treatment with OTL-200 resulted in statistically significant and clinically meaningful improvement & 9 PP )
in SMFS in the PSLI (p<0.001), PSEJ (p=0.042) and ESEJ (p<0.001) MLD subgroups compared to
disease natural history.

o - — o ¢ BEEAIALEOOTIEN 2507
A ORI AN T
UIBEDIRTOE) X Me& st UlLibmeldy* O 56 _HARE?

Best Pract Res Clin Endocrinol Metab 2015, 29: 261-73.
1 are outside of the company's control. The net price utilized
vally

Wolf NI. Metachror
il vary from jurisdi
urposes only and

© Kyowa Kirin Co, Ltd. 34

Z ORI UL T, BEIC Orchard Therapeutics fLIZBUNTERZETHB Y £9, I Libmeldy
EWVWDHDTYT, BEUREIAMATZ74 =, W3 TAYY —LFEEXNRE LIZAETT,

CORBTIIEREDBERINERE LW O, RELERE/HIENICER L, EEEEET
P, FICHRAR TP HIRER IC K A RAEREET 2R L £, REOKRIIILS2ELHY £9
M. B O6MCOVWETICHRE LTBEEDFRIITR T, AISET SEIICETLAYITHY
9, Libmeldy 32D LI HBEBEIAICH LT, EELELFEHEMAATEMEME % BEST
5HDTY,

EDT T 7d, RWEAKRBEDIGEDHRIEAZRLTEHE Y., I LT Libmeldy AY54E % #04
THIEHERLTWE ST 7T, BEOHBEATZDHEIIDLER>THY ., EIRAHZH]
ICREZFBT 2 EREZXZMBTHZENARAEINTULET,

AFNF 2020 FEICENTEBERE L, KED 3 BICIEKE FDA OEEERIHBT 2FET
T, CORBDER, BEHHNODEEIADORE. WERHIBOLAKZHLED D Z LICKY,
Libmeldy g2t oK L TWC EBFTCEE T,
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RS 1J'54>: OTL-203, OTL-201

OTL-203 OTL-201
B URIEE  AJZAEEIR (Hurlers®) B NSIEE | AJSHEEINASRY
o 4. FE. SIRACIE 4 DHLHE(CR S A T (F 3 MRS o N\SUEROBEICLZEEOPREHEREL B MAEIR
o FERFHAELI0BAILIA ; KEEZSDLOHDHIE T ® IMHSFIENIFIEL. RANEEEDK T, ITHIES. REEDTER
HERZII) -2 h e ZEUTILICED . BREEERFEELRV.
- B IREORAT—HA
o iﬁﬁ‘_—@XT—@X Neuropsychological Tests over Time ET_ L o
. - Cognitive Age-Equivalent Score (Overall) ® PoC 8% (Ph1/2) hEfTH
® NEJMICTPoC:RE&ND S ) : G it .
AR EE R ) o HAbF-EEART —INKEEGT - AR ESCTRREH
o PR ’
i B 7 - iy
HERZRIA T E § s/ MPSIIIA natural
b3 / = history (Shapiro
i a4 et al. 2016)
2 “# — 05001
* > — 05-002
i — 05-003
. — 05-004
LI 05-006
P S S e + DQ100
- T T T 1 il DQeo
Interim Proof-of-Concept (PoC) Study o 23 , 88 3 189
Results Published in NEJM Chronological Age (Months)
© Kyowa Kirin Co., Ltd. 1. Engl J Med 2021; 385:1929-1940 DOI: 10.1056/NEJMoa2106596; 2. https://ir.orchard-tx.com/static-files/4a97 2fea-c025-452e-83d6-5a79f0776046 35

Libmeldy (Zfe &, 2 FIOBEEIETHTT, WINd Libmeldy ERLCT7A4 VY —LFZERNRE L
-6 DT, BEENELIERIIELY ETH. Z0OREI VL7 7Ot X(E Libmeldy &3
BLTEY X,

OTL-203 13 L 2% HERE | B, Hurler BEXRE LB DTY, TOEREBTIE, F L WLFEAHEEE,

R, BREEEOEENENE S, A70X 7 MIBRARAR T POC ZBEICBIELTH Y., Z0fE
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