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(doig) (o) (MelE)  (ole) () (%) (6h) (8h) G %) (%
2024 28 17 20 18 913 4 17.7 4.0 15.8 26.9 0.0
2025 2 -7 -10 -7 -429 gkl NA 13.2 NA -10.4 0.0
2026F 10 -2 3 -1 124 =4 514.9 14.9 NA 2.9 0.0
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<2 APB-R3 OIEL| T2 IO|Z2fQl 7 2|4HY

2031F 2032F 2033F 2034F 2035F 2040F 2044F 2045F

o= Mol
ol (212) 267,917 269,077 270,221 271,351 272,464 | 277,657 281,883 282,870
0|= OtET| &zt
9) 21,433 21,526 21,618 21,708 21,797 22,213 22,551 22,630
2S5 A
(x2) 8,573 8,610 8,647 8,683 8,719 8,885 9,020 9,052
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o 3,086 3,100 3,113 3,126 3,226 3,376 3,428 3,440
B2HAH)
APB-R3 2EE 0% 1% 2% 3% 4% 9% 13%
APB-R3 {4}
st (@) 0 30,998 62,259 93,779 129,039 303,868 | 445,601
APB-R3 AD 0|2
of 204 (s oreral) 0 1,085 2,179 3,282 4,516 10,635 15,596 10,917
APB-R3 AD ex
0= ojzol 0 54 218 656 903 3,191 4,679 3,275

- Zz
AP_B R3 AD 3 0 1,139 2,397 3,939 5,420 13,826 20,275 14,192
O &Y
olol=gstol2 0 114 240 394 542 1,383 2,027 1,419
2E| (orere)) ' ' '
ool 2ufol 0 154 324 532 732 1,867 2,737 1,916
2oE|(4of%) ' ' '
&olA4~(10%) 0.6 0.5 0.5 0.4 04 0.2 0.2 0
PV(HE) 0 77 147 219 267 412 412 262
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g3EE 40%
APB-R3
THO|Z 201 J13| 1,905
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s2f4(2)
Z%E_z%
f N 16,182 16,254 16,324 16,393 16,462 16,785 17,021 17,081
24(2)

N
éPB Al A 7t 6,068 6,095 6,122 6,148 6,173 6,294 6,383 6,405
sh2p(3)
APB-A1 &S 0% 5% 10% 15% 20% 45% 60%
APB-A1 &}
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APB-A1 AD O|=
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APB-R3: SIJHIES o ol IKY B X|SHE 30|

HY g S FEAI|= 9IRS 22 HYUS O1=IL-18
[L-182 APdHY(innate immunity) ¥} 2-8HH(adaptive immunity) Z4te]] FHLISHA|
55 A= 2K Co-stimulatory factor) 2 AW HAGES-S FZEA7|= Sk

1 o=2

o A
= T
A5t WkS AA(decision—maker)HAlE EotA|TE AA T RS SE

o] izl WA WY ¥he-S FEAF7] A Sde A
F3p7| whzell |9 whgo] 7Hg 73
ZRI tAA| I} PAVIA|IAN = ZH|E, I o] Alo]EZIRlo] Hadiths A
TE AT WA s e o2 AJTAIE, A, AN Pro-TL-18 4
Hz ofn] whEolAA vhz B4gekd 4 ol dilshal Sl JHi= AR

NE Activation
Th Activation
M Activation
Inflammation
¥ iFpy
ILI-R

2}2: MDPI, HCjx=
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A, A, FRPGARA e EIA8AE 2 HEA GE(PAMP)OTLE
U A7t 88 A2(DAMP)E st f1diles AE Aoidd AAE S 112
s QlEEhugo] 8ok, CaslolRhs Tl 7I91E 2/dsXInt. S-dohd Tl 7}
7 Pro-1L-189] 2] FES Zehfi [L-180] =11, 9% [L-182 A|FEahe Skl Al
I o Wy UE [L-182 FHo] Sl NKAIE, diiME, T AlZ 5 HAA 2
[L-18 =8l 2gste] Z4242] BAM|IESC] ARRIE7IR] WES SFA7IA drt

2> B9 MEO| 58 SEAPI= 118

G

IL-3 IL-18Ra 3l IL-18RB

This inhibitory s favorable for
cancer microemdronment (TME),

| Antlcancer (1-18 mimile)
SH-485232
DR-13

Histamine @
TTE

This inhibitony is 1
useful for treating : "—'4/
allergic conditions '

like Asthma.

treating Autoimmune copditions
associated with MAS,

/ l l \ This. Inhibitery is  useful  for

2 P (IL-18BP mimic}

®e @e TV M Tadekiniga

IgE IL-4, IL-5, IFNy, TNFa DC 55:;:?2:36
IL-9, IL-13 I1-18BPAN-EH

At=: MDPI, dt2 53

ChEE g A 23} o] wiE 9 etE el ARy SAVIAIE SOl Pro-
IL-18& mj2] s Agsledt. o] miEel 7ie Fdold vz & Akadt A=5el=
AEL Hfo= WEEo] fYo] A Qe M WY HeS SHAZE & Atk ol2

7] SJ3l AlEE ofFE W IL-180] 7FY WA = Zlo] IL-189] 7|5-& Akl IL-
18 Binding Protein(IL-18BP)°]c}.
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[L-18BP F2 7ol ARFele), IL-180] Hulei AL, SfAE, SR A
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185 IL-18BP7} 208 AL B2 Az [L-180] WE= 2t SA] Xper:.
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B IFN
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« Epithelial Cells
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Epigenetic Regulation in Cells
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CH4AY SiA JHeZ01 |1-18 EFZI Io|Z 20l &5t
71 oo 2ol THEFAL T2 HE2E oAl TEY 28 £0 42
QIokzH EASI: -33% \Y
EV E hIL-18BP + Ph e '
AP(;?R? / etk / e ;8 AD,UC | 2% 22 | VGA1/0:22.9% | Smajkg(2a 4,
IL-18BP P - (12 %, n=70) SC 7 o
=335 _
Tadekinig alfa | AB2 Bio rhiL-18BP HLH Phase 3 SC # 38/ (80
160mQ)
anti-IL-18 mean EASI: -80%,
Camoteskimab Apollo mAb AD Phase 2a EASI-75: 65%, IV(2a &), SC
Therapeutics (pH-sensitive = VIGA 0/1: 60% 24k oy
antibody) (32 %, n=62)
. IV: 12 & EASI 7iM IV 2mg/kg
. GSK1070806 . . ti-IL-18 Phase 2b !
antiiL-1g | 2RO Glaxosithiine | 27 AD | o mey | 2457 RS (1),
g 2o | (h=24) SC2b A
. vIGA0/1 (16 F): IV IV 10mg/kg
-IL-18 Ph 2
CMK-389 Novartis ant AD %€ 2 14.7% /SC11.8% / | EE SC300mg
mAb g )
Placebo 0% (n=71) g4wk

242 : 2t A SRS

A2 AEE2N [L-18 B momeRle I £71] 71 0= LAt shub= APB-R3¢9}
22 [L-18BP frApAlo]w, Tk shb= 11-18 Bl TEEakAjolct IL-18 7l eh9] A4S
ol dAmI Ash= epitopeo] thE7] wizol IL-18R e ©|H IL-18R gofl A=izog 4
dretet. 18)7] diiRe] ] Hohwot At f-go] xjo|7h Wk o] qlok et IL-
18BP GARdle] A9 Aol [L-18BPS} XA og Eosly] wjie] [L-189] IL-18R1
binding site?} IL.-18RAP binding site 55 *pctslr] whzo] L-187ke] At Heter} &t

go] Sl
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z

g IL-18BP RAPIS) % et B4 21t 2] whee] 24 HRele] Zuan
Feleler, St @A) APB-R37} ARSI 9l 839 obEr] HRdst Py thadel
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6> IL-18BP FAIAIRF IL-18 EFZL &A|Q| IL-182t2| ZATH0f|A{2| XI0|H

IL-18BP

IL-18/IL-18BP complex

IL-18R 8
= IL~18Rnr

e

r":'i-.

II-_\_E .h_-'
Anti-IL- IER,E @ > 0§ @

antibody

4 |

MyD88-dependent

NF-x B activation

Zt=2: frontier, SICHZISH

APB-R3&= 20249 640 mls 4] APHHY/E5 23 A HpoleHQl oyF
(Evommune)ol] & AR 6,5509¢, Al 207999] 22 7jzold =itk A4
EVO30leleh= melmeRlgor ofey midS 25508 432 I 22 24E
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ofem mMEAL 54 AN(Bet IR (Filagerin, FLG) #734F E¥0] 5) Tx 2744
Q7] 24 9 vAHA] Fo] B2 2ol ool WAYsk= mF A (Skin barrier) ] 2
SollA ARFEITE Q] mF e diFEe] oF e Hohd 4 Al Aol 2
ol Q= T AHol A% o ke Apdsr] Folr] wizol HiE P9 MR
(Keratinocyte) 2 @go] osHA Hr.

2T o U Qe Se A Aede AAS B9 AR(TSLP, -
25, 1L-33) Alg Agick oloh FAlo] AT el nle] Aitsle] A8k G Pro-
L-18& T 71912 Wet [L-182 WISl AZ Wlo2 Wiehl Tk Z-IyAE}
Bt AR Q] 8 ReEe de2y] B thas] Sl WAVt St
w3, o7l IL-180] HolAIRIA] Mo} AlmSo] BAZo L-4%} IL-138 2e Ao]srt
2 W) AARi

—=

rO

A7) OIED| IIEF U 2HH0|M 1-18 242

Allergens
i o Skin barrier
1 Epidermis dysfu nctaon

....!'.. ""~. 5
— e
T e e L $eo 2 ool
-__J. 999
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8099 &@
1 E IL-18—o @@999 -s
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/
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\ Basophil IL-|13
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SkinlLC2 PR S i '
Circu,atian @ Basophil
e ®
=== Eosmophll
Dysfunctional b
NKcells 4 A C l .
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APB-R3 O[EI] Q4 204 Zik: O 2 §, O FQ FOI2 QAISH Q14 2
IL-188 of=m H2Q PN B AES o] JReb 28] he] 93
z270) 9] B 75l lEk A2 APB-R3S] oben] TR 9 240l T
ABAS Bt SUT 5 ol 7FsHS Btk W 2ol 109 okEn] Y
PSS hIOT APB-RIE BUFAE 5 23] Sml/kg §F& FORAOM, FOF ¥ 12

% AN oS TR

<E8> EVO-301(APB-R3) OFET| 4t 2a%t CIAIQ!

Adults with Moderate-to-Severe Atopic Dermatitis (N = 70)
Randomized, Double-Blind, Parallel Group, Placebo-Controlled Trial AD Population

- EASI 216
+ VIGA =3
+ BSAz10%

Primary Endpoint
+ Percent change from EASI at
Week 12 (Bayesian)

EV0301: 5 mglkg IV

End of Trial

Pharmacokinetics

Screening
Randomization
2 Active : 1 PBO

8L w2 w4 ws wi2 Target Engagement

Dosing Dosing
day day

212: Evommune, JCIZISH

Ao A okEN] WRGL ROz S1sle] Y ANRAST v IHE of o e
FoF 0} ok G0 of A HIUE fIAS NP Famsh AES 12F A
=

Zof|412] APB-R3 FokitolA] of&n] 1 F55%(Eczema Area and Severity Index, EASI)

847} Baseline T 55% FA3h00, SIoF 242 ekhA 33% Pasick

oF 24 33% FASI H TAae AR oy m2y 12} X8A2 Aol AHeks H
o] Q= FUAES} fARE £Fott Hul opat RUAES] A9 F 23] mslFAtR

600mg §5& % 82] FORY 165 Aol Wi, APB-R3E HPFAE ¥ 2212 SOty

o=
1270 AR Zlelck, 4§ H22E Fo) §3 FORRNE SRt ROAES
oot SIS BT 4 9 Ao A

Lol Afo) | WCixtEH" 53
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<219> EVO-301(APB-R3) OtEL| QA 254k @5 H|1 (Placebo-Adjusted Improvement in EASI)

45 -

30 -

Placebo-Adjusted %
Improvement
from Baseline in EASI

# Doses:

35

33

34

EVO301 Dupixent®
EVO301-AD001 SOLO 1
Phase 2a Phase 3
12 week 16 week
N=70 N=671
5 mgfkg IV
2 8

Dupixent® Ebglyss™ Ebglyss™ Adbry® Adbry® Nemluvio®
SOLO 2 ADVOCATE 1 ADVOCATE 2 ECZTRA 1 ECZTRA 2 Phase 2a
Phase 3 Phase 3 Phase 3 Phase 3 Phase 3 12 week

16 week 16 week 16 week 16 week 16 week N=264
N=708 N=424 N=427 N=802 N=794 2 mglkg QW4

500 mg WO, W2 500 mg WO, W2 300 mg @2W 300 mg Q2W

250 mg Q2W 250 mg Q2W |

8 8 8 8 8 3

T
Dose-Optimized Products

2t2: Evommune, LIRS

<HS5)> APB-R3 OIET| A4 2a¢ oHY
IGA 0/1 EASI-75
olorEy PEL 2H-AIY
SRR | g | RAR | S%R
EVO301 ADO0O01 5mg/kg IV, W12, 2 3| 22.9% 0.0% o|=7H
Dupixent SOLO1 300mg Q2W, W16 38.0% 10.0% 51.0% 15.0%
Dupixent SOLO2 300mg Q2W, W16 36.0% 8.0% 44.0% 12.0%
Ebglyss ADvocate1 250mg Q2W, W16 431% 12.7% 58.8% 16.2%
Ebglyss ADvocate2 250mg Q2W, W16 33.2% 10.8% 52.1% 18.1%
Adbry ECZTRA1 300mg Q2W, W16 15.8% 7.1% 25.0% 12.7%
Adbry ECZTRA2 300mg Q2W, W16 22.2% 10.9% 33.2% 11.4%
Az Zb A}, SCHRISH
<HO6) APB-R3 OIET| 24 234 wadd 2t
EVO301 2ot ek 2 p-value
Week 4 -41% -18% -23% <0.01
Week 8 -50% -16% -34% <0.01
Week 12 -55% -22% -33% <0.01

At2: Evommune, SCHISH
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<2111 VIGA Response 0/1 EE k2| H|Z

Week 0 Week2 Week4

Week 8
0 1

Week 12

-22

3

£ 254

@

(=2

=

2

o -30

@

g

g -50 -

<

R -50

*

—8— Placebo —@— EVO301
i Dosed at Weeks 0 and 4 *p<0.01

-75 4

-22

24 -

—®— Placebo —@— EVO301

20 - T Dosed at Weeks 0 and 4

vIGA Response
o

T
Week 0

1
Week 4

®

Week 8

[ ]

Week 12

2t&: Evommune, LIRS

R AT glofrrct o

OFZ ]
Zuigo] FAgL
ST Qe 4

H AaAse

&= WaH,

& BT 3

212 Evommune, SICHAIS2

o BAg Wgg
) Fels el FUAES] AR Ageolels 2 FoF S| 20%
o] FellA] 25%°) P} e
Jtolot, APB-R39] 22l A=
1’0}}:7] [q]_\:,'_oﬂ o]:o _Q_E]: EakoﬂE :LZJZ%_E Z]-.Q_
4} AIe B8} APB-R3E 9%

S} —]O

ofg el g oA 9

A} A0 R Mol 3 2] SoiZ cFgeld,

(H7) APB-R3 OLEI| QAL DaAt OFK A

oVgellAd

FHAL, o H=AE A
Aukel Bt ofjet Bt Bakgo] P
o gk, thih, A4 712 59

BAT Aot 2bd:

e T}

EVO301 Placebo Total
N=48 N=22 N=70
Ol JBtE(AE) 1 A 0|4 H& &t 30 (62.5%) 16 (72.7%) 46 (65.7%)
A= oA Oy 1A Ol 38 &4} 5(10.4%) 3(13.6%) 8 (11.4%)
22 o2 SH/ES olgtts 38 &t 0 0 0
O|¢fErS 22 QISh Aldd ST 0 0 0
5% Z1} et o] S
de 4 10 (20.8%) 4(18.2%) 14 (20.0%)
Ot=m| m|&H(flare) 10 (20.8%) 9 (40.9%) 19 (27.1%)
Fe 8 (16.7%) 3(13.6%) 11 (15.7%)
HII&ZE 4 (8.3%) 0 4 (5.7%)
HO|HAY A7 U 3(6.3%) 2(9.1%) 5(7.1%)
oA 22 3(6.3%) 1 (4.5%) 4 (5.7%)
m=zz 3(6.3%) 0 3 (4.3%)

At&: Evommune, SICHzISH
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IL-4 E= IL-13 ER2! X|ZRISQ S-SR X5L +~ AUS 7t578

71E A delzr] 9 7S A Bhe(Th2)oll wul=ls -4} [L-135 B
ah= gHE0] ditkrolnt, 7] wiEe] [IL-49} IL-130] xufjFo]z] oke ghAgefA= o}
Er] mido] Az 2H=R] et AAR FrHES] A4 A7 dlolsE HH 1-2d
Aole]l FHHIE] HESsIA] ¢he ekl vlEo] 40% +E2= Wehal Qi

it
X

<a&12> IQVIA Health Plan Claims G|O|E1E 7[8te 2 § FI|ME H[Etg &2} HlE

100 —
90+
80 —
70 —
60

50 —

30— _——
20_ /
10—

UL S I N U T ) S R O R TR AL IO L L L
012 3456 7 8 9101121314 151617 181920212223 24

Number of Months From Index Date

Cumulative Probability of
Non-Response, %

— Azathioprine — Dupilumab — Mycophenolate
- Cyclosporine = Methotrexate

b2 Nature: Adv Ther (2022), SiCHR IS

T3 20199 109712 SoAES] SaAT A oS thE 22719] =5 welRAst
o] MEW RUAE A o] Xz ZH 24 AHAQl 7IERl EASI-758 2/deHA
Z3 ] Hlgo] 40.2%= Wehal Stk FHAIE H[ERS-o] et flof disfiAe T
os| g7l vb glovt, X Pds] AE|T glom Th2 €jof Th17/Th22, 1.-22, 1L.-18

5 T2 9% %0 93 9ol /¥ e e TR gk

AR 97 BYEe HH, ofEn] IEHES yol, o1F, ARl kjlo] LRl Uil o
o] webd 2stEls W AT 2] wizel ofen mEy Fgete] Fa il o
Al geid o] T FUAIES] ¢ dHlEr] 9 7AE dies s SAstEE Th &
oM F= WESE 149 IL-138 Apdohe 7ot I57] el Th 274°] F4

2 27d d9o] ohd Aeolle f/dol AlRrE 7heAdol e o= WeHn:
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<OE13) OfET| ME EIYE =2 Ay 2/40| 20!
g $)
A
(, Pediatric AD Adult EA AD Senile AD
Th2 44 Th2 444 ThZ #
Tho # Th22 444 Th22 4
Th17 4 Th17 4 Thi7 44
FLG = | Th1 44 Th1 $44
3 : FLG ¥+ ELG ==
c
European American AD
Extrinsic AD  Intrinsic AD o t44 gsian AD
z == - Th22 $4¢ the 154
IgE 444 | IgE 4 7 4 Tha2 $44
Th2 444 |  Thi7 44 :E; tt Thi7 $4
3| metals 4 | 4 Thi
-~ 1 FLG ==
African AD
thz 144
Th2z 44
THI7 ==
Thi ==
FLG $4

2t2: JACI 2025, SCiRIEH

ok 94 ARGk A} o] IL-180 WY ¥4 ARk 4187} ofd ojmst W

L S |

4

o] &fo) | HCHxLEH" 57
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35535 OIET LR URIS 3 Advanced Therapy MEd HIFL X4 57t
20199 oFEH TFFoIA] FIHES AU o] A5HOR Advanced Therapy ]
28450] Z7Rick ol et ofn) 1HA PAE F Advanced TherapyS Aleiehs 3t
Apso] Hjzo] A4HoR Srleka gl FAITL olelt Al g A4 How wa
s, AHOIAE ofefst iglo] FHaEly oIt ol % APB-R37F RIS 4 Gl Al

Tt A ZRihe 2L ol

aj=oll A Optum HE 4 7152 7|5E02 20159 395 € 2021'd 297HA] of&x] mjE
e F Ao N EE T2 WHE0] ofF A=E AHP=A] 24 a2
AR FHAE 87} o]dofk= AEAQ] HAAAAIE A= 359 HlIFo] 90%
- ey FAEZE 87 2017900k FHAIES AEeh 2] HiFo] 71.6%%.21,

491 HAAAAES A= 0] HIE-2 30% mRte = F43ch

¥@ Mt o2
o

0
i
=

A ol 3Exel 2019¢0e FHRIES A didgWos AHsks ko] HFo
83.6%% Sdi=|lom WEAQ HAAHAE Heole A9 WF2 10% 5= 4
2. EoF FUAHE 37 A9l 20158 9] HloleE HY Hgols AAXRE AEd &
AEk W0 olFREE A2E WA e WS vIFe] g4 solvhe Ae 2%
T et ol WEARI "R Aol 2EHR| ohs ksl ditkehs 2 o

gt

=]
@

a4y RLIME 57t OJd MAR|=Z 2 Alfet g2l AD $AE2| 2|24 & BIF(2015~2016)

Total Patients: 319

AZA = Azathioprine; CsA = Cyclosporine; MMF = Mycophenolate; MTX = Methotrexate; Sys GC = Systemic glucorticoids

MTX + Sys GC: 10.2% .

o

MTX: ZT%I Ne treatment: 41.4%
No treatment: 52.1%

MIMF: 16% ‘m‘ MMF; 14.2%

365

No treatment: 62.4%

. ~ -
N S

. LS MMF: 11.3%

! : 4 BN
Csh 19.1% .. WTX: 13.9% b N
: B WA % 77 MMF 0%

MTX: 10.6% l

S e Csh: 7.3%. TN B, Others
MMF + Sys GC: 9.?’%. # A o

S ; g
P L SHEGC 7.3% i O
- | :

Sys Gc:&:.%' 2 wrx: 7.6%

= consan Il : ~ T sectanll
MIF + Sys GC: 3.3% el

= 7 x X Sys G 2.8% .
Gther 3 MY ¥ 575 6C::3.6% I

T +Sys GE: 2.8% == g Csnc o
Other ==
: Other
AZA: 7.5% , AZD:3.6%
g AzA 4% AZA + 5y5.GC: 2.5% wem =
; AZA+Sys GC: 1.6% mm
AZA +5y5 GC: 6.6%. AZA +Sys GC: 3.3% I AZAZ39%

CsA + Sys GC: 0.8% =

A& HHS, Stix S
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<15 wIME 57t Ol HAR|= 2Z Alfet g0l AD SRIE2| =4 18 HIS (2017~2018)

o
(@]
o i 2
i 0
©
©
Oupilumab: 66.2%
Dupilumab 62.1% pfhimal: o< Dupillmab: 60.8% Dupilumab: 54.4%
©
© ) :
wn - = a
o _ Dupilurak + Sys GC: 2%
"5 qui\/umab +5ys 6GC: 3.2% ©AZA + 5ys 6C: 0.2% =
= Dupilumab + Sys GC: 8.5% e > Hitietinetie o5 S s
o " No freatment; 15.5% s - o P,
T , Pt - . /L Notreatment: 34.7%
[ csh 5.6% [ s - Dupilumab + Sys 66 21% v e e
el s el Other = NI e : :
; S s Lt — P - B
MTX.BJ%I B A2 Sy 6C: 2.5% i . MiX:3% .
MTX + S5GC 2:2% s A s Ik 4.8% B o A MTX + Sys GC: 0.49% e P Sys G 3%
e | T o MME: 2,25 L Tx: 45 I Other s
? 5y8 GC: 1A% MIMF: 1:7% MMF: 1.5% =
Other =
; AZA:2 A% = CsA: 0.4% e AZA: 0.55% =
MME + Sys GC: 2:2% ms ATA+5y5 GE- 08w AZA: 1.9% wm - MIMF + Sys GC: 0.2% ==
ALY - MIMF + Sys GC: 06% = WMINIF + Sys GC: 0.6% =t CsA: 0.2% mm
AzA= ; Gk = Cyclosporine; MMF = MTX= . Svs GC = Systemic glucorticoids

A& HHS, StixS#

16y RLIME 57t 2 ol HLRE AF AlRfeE 921 AD Brt=2| 2|=A| A8k BIF (2019~2020)

180

365

Dupilumab: 72.8% Dupilumab: 63.9%
Dupilumab: 56%

foc} Dupilumab: 77 8%
un
C"l. -
% e Bpilomab s S GG oo - L R
2 o S -
€ = Z - S
2 N treatment; 17% SRS S ;
© - 7 No treatment: 26.2% . Notreatment: 36%
o i « el
w Dupilumab + 5ys 6¢:5.8% [l = Do lumab S5 GC 0% e > - : s -
ko) ot = oA 139w - Dupilumab + CsA; 0:4% v v g Sys GC: 165w
12 CsAr32% e R LR up X =
. < o MTX: 2.4% Fns, Y5 6C: Tidhmm L S
MTX:4.9% i g Other - s CoA: 0.8 mmr— . 5 MTX: 1.6%
Bt S i S5 6C: 0.8 mmr— ; g MTRE2:2% * = MTK# Sys GG 0% s
MTX + 5y5 GC:T8% 2 MITX + Sys GC: 0.6% = - e S
MME: 3.6% B . MMET7% = ) AZAI 5% - 2 MMF: 1.6% ==
- Upadacitribs 0,19 s R ATAT02%
SORR e AZA:02% = L MVIF + Sy GC DA% MMF + Sy GC: 0.4%
MMEs Syso e  MIMF + Sys GC: 0,35 Upadacitifib: 0.1% w Upadacitinib: 0.1% s
AZA= i CsA=0 ine; MMF = MTX = SysGC= orticoid:

22 HHS), HCiE

3t FIRIE &7F ol% 1A} Agg AXsAE AHsks 0] 4= 2015 ofH]
201990l §AsHA 7ok e & & Ak ol 840l =2 ABA| TR 7|2
+ NS AEehr] o &AEe] X wE o gol AEstal glon, Aidx=w 5o
M A5 HAAAA7} oPd Advanced Therapys Agioh= $AFE9] H|Fo] S7IdtaL
Arh= Z4e FRld & ek of2f3t A= ofEr] mR #t ofet A XmA ARl

4
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Q17> otEm| ojRH L 4/MofA Advanced Therapy A2 0]

25
Where We are Today
28 in the AD Market
o
@ 15 1
w
Q
3
o 10
=]
5
0 ————

Y Y2 Y3 Y4 Y5 Y6 Y7 YB YO YIO Y11 YI2Z Y13 Y4 YI5 Y6 YIT Y8 Y9 Y20 Y2
Year After Market Entry of First Advanced Therapy

I Dupixent (IL-4 / 1L-13)

I Adbry (IL-13)

M Rinvoq (JAK1)

[0 Ebglyss (IL-13)
Nemluvio (IL-31)
Other

I Skyrizi (IL-23)

I Tremiya (1L-23)

I stelara (IL-12/11-23)

I Cosentyx (IL-17A)

I Taltz (IL-17A)

I Bimzelx (IL-17A / IL-17F)
Humira (TNFa)
Enbrel (TNFa)
Remicade (TNFa)
Otezla (PDE4)

[ other

Atopic
Dermatitis

Mod-to-Sev
Patients = 13M 1

Psoriasis

Mod-to-Sev
Patients = 1.4M 2

22 Evommune, SICHRISZ
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CHS) 3| £OIEl OFET| 2|2A| 33
o= 42 WAL EFZ =5
Dupixent dupilumab Sanofi/Regeneron IL-4Ra (IL-4, IL-13) Biologic
Adbry tralokinumab LEO Pharma IL-13 Biologic
Ebglyss lebrikizumab Eli Lilly IL-13 Biologic
Nemluvio nemolizumab Galderma IL-31Ra Biologic
Rinvoqg upadacitinib AbbVie JAK1 Small molecule
Cibingo abrocitinib Pfizer JAK1 Small molecule
Opzelura ruxolitinib Incyte JAK1/2 Topical
Vtama tapinarof Organon AhR Topical
2= EP, Slchatsd
<2218) Af=I| Dupixent OFET Ojz: ey <2%19> Y2tol2| Ebglyss i XY
(heres) = Dupixent (AD) 17,999 (HorEe) u Ebglyss
18,000 - 3,000 - 2,800
12,000 A 2,000 A
6,000 1,000 -
0 A 0 4
2021 2023 2025 2027F 2029F 2031F 2021 2023 2025 2027F 2029F 2031F
A& EP, SICHR|SH Al EP, SICH2 IS
<32320> 2|2 mot Adbry O Y <3221 ZEio Nemluvio 04 Y
(HOrE) m Adbry Esh=a)] mNemluvio
800 | 694 3,000 - 2,652
600 A
2,000 A
400 A
1,000 4
200 A
0 0 -
2021 2023 2025 2027F 2029F 2031F 2021 2023 2025 2027F 2029F 2031F

A2 6P, Sl

A= EP, SIS

4

Lol xfo) | HLYAIFH" 61
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<(J&l22> O§2H| Rinvoq OIEI| Of= XY

<223 310|Z} Cibingo Of& &

(sHorerEy) ®Rinvog(AD) (HOMEE) = Cibingo
2,000 - 800 -
1,660
576
1,500 A 600 A
1,000 - 400
500 - 200 A
0 o A
2021 2023 2025 2027F 2029F 2031F 2021 2023 2025 2027F 2029F 2031F
22 EP, JCHASH 2= EP, BCHAIS A
<H9) oAl OIET| I|EY ASS22 /{EEQ! mo|Zaefel o5t
M ZAx VIGA 0/1
oto| =zl JHELA 7|1 FoF ‘I_D:_+7:|E|J_} EASI-75 (F2H/¢12H) (=ot/2|oh) ot
39.1% /19.1% 225% /9.2% .
SCQ12W Kaposi
o ) - (COASTT) (W12) (COAST1) (W12)
=7 - 52U
Amlitelimab Sanofi OX40L (O;(|| 5205(2;:;9 )> Phase 3 40.5% /24.2% 257% /13.8% :AH ?
m K (COAST2) (W12) | (COAST2) (W12) =<
Tilrekimig Pfizer IL-a/1L- SC Q4W Phase 2 | 49.4% (ot 23)
13/TSLP : e
o Simcere 742% [ 34.4% 47 7% [/ 17.6%
Rademikibart IL-4Ra SC Q2w Phase 2
(Z2) ? (W16) (W16)
Rezﬁi?r:des' Nektar | IL-2/Treg | SC250mg Q2W | Phase2 | 42% /17% (W16) | 20% /8% (W16)
. ) 50.0% /26.3% 333% /9.4% S
Cendakimab BMS IL-13 SC 720mg QW Phase 2 (W16) (W16) AorA
. ASLAN /
Eblasakimab Zenyaku IL-13Ra1 SC 400mg QW Phase 1b | 69% / 15% (W8) 44% [/ 15%
22 2k AL BCHRAS A
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APB-A1: IGF-1R AtCTHH| Ol5% 29 {0 Ojoh

X HO! YAfofo| By CDAOL

ofolelilol 9 o] % A ol Talele APB-ALOR SlE T AlE Helo] weshe
CDA0LE Sl 71ziolct, SAjshe T A ERlo] WRIE CDAOLS BALE, 57414
W 53t AeA8ste] 92 Bo) vele BRSATI: dlo] B9 S19S 48
Gk, W, B ALESH gt B AIA ZAhs S0 ke Tl ek dge
sk 719} B ARE(Memory B cel)oh 57 9410] Solox Atelel Tk S A

A8H= HA A (Plasmablast), F2AAXE(Plasma cel) = EsI8HA =k,

SO AV AP AVIAIRLS] TR T Al 24eE e CD8O, CD86 &
o] ol entAE g XA FH T HE] B4l B HARIH, AASS |st
= dAAIE(Macrophages) 2 miAlokwA| E(microglia) ok EgsHH AHHASE Hst
AES0] TNF-a, [L-12,1L-6 5 9573 Al|E7IRle o Wol EofuiA| fheal 24 2}
8= Sttt

R 1o

:

il

<2124y CDAOL RfTHA| 7|

Adaptive immune cells

§ CD40
Innate immune cells & Non-immune cells

o

%\Anti-ClMOL
e = -\ﬂMicroglia
e
2 s Endothelial cells
A o,

' CDAOL

4
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2t&: Europe PMC, SICHRISH

<725 APB-A12| 2

o]XF CDA0LS Ayl A-gm o] FlslA Z-goto] Hos DARIA7]7] wizol
AP EgolA frge Bplog ol ghon] 7]Eol= 1At ant-CD40L 94| i
o] A&Eity. Tt 1A4d] anti-CD40L SHIS-S CD40Lo] T A% EH #al ol &
ol Y damof o] 57 thREo] off-Target F2-& FAI7F AL

Pame Y So] W BYsIEo] AhS STAA FBS B JRL S

ot 298] anti-CD40L FAlet Al =| gA|9] Fe 2] Eaus Az 24
717] 2ol 20l fle A AHiel 2 ol saEHA 25e A Hot olet
A= el 1A CD40L B2l @222 7ol S2=r:

oo 7] E|1 Gl CDAOL AHAES A FxoA] Aathe BA37|= Fo £
2 engineeringS B9 ¢S 9AY, Fo R ofof] AlAsh= Aoz 4 F4-8-2 ¢
Aslele AEEo] K3 Folth APB-A1-L anti-CD40L EdloflA] Fe HE-S AAsK= AT
WS ARgSE ek

18] lelA] Fe & AASHE FcRn =849k Aok 4= 7] wizol] AoflA wh
717} AoAle @/dol UEhdt olE shEshr] S13f EARe] SAFA EFE-S A831] Pl
A Fe B2 APASL 11 ZRfef ditrle] 2gtsls Fabgs 204 &Flel 2] Fe §lo]
= FcRn 849F 2gslo] 71& Aot 22 72 WIS 1218 4= A A,

Anti-CD40L Anti-CD40L

scFv scFv
Vi Vi
Vi

2z ofo|mstole, HcjE2
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ofefh WS APB-ALY] 4 laielH AFHlon, Wbk 1592 sielo] =ik
ol IgG G W] 3ol nA| FSAe, AN Fabe] W} B A
KL ) SAFA BehEo] AL Itk A2 UF Adolrk. Et Lol Az

Fe BE HAG 47 0902 Blo] o] QAR 943 A0 HRlslelck

o o

APB-A1L 20219 109 #inb= AefA 2=#(Lundbeck) ¥ $448mil(re} oF 5,400219)
THo] TlEold Ak AAPOH, Lu AG225158H= mlo|ZElelo @ i Folct, AR
APB-AlS TAPAPEZ(TED) S #8502 A 1bA} miea] Tl Sojzkom, 20261
69 ENDO UjZu]skslolld AH| o] et Ga4 HolHS WHEs Aog it &
3t 20261 3827] W 2442 T Ao dldEn, thiAs o 2] AEF 2 I
7|k

<HE10) 7§ 301 CD4O0L 0| Lol Gzt

o] mafol IHeAL Fe a2 2R N ey
Frexalimab Sanofi Fc silencing MS Phase 3
Dapirolizumab pegol UCB/Biogen Fc AlAH + PEG SLE Phase 3 4&
Tegoprubart Eledon Fc silencing SZ0[4 Phase 3 210l &
Dazodalibep Amgen HIZA| (Fc g18) SID Phase 2 845
APB-A1/Lu AG22515 AprilBio/Lundbeck Fc A7 +albumin Z& Fab TED Phase 2 21J0)¥
Letolizumab BMS Fc silencing ITP Phase 1/2
TNX-1500 Tonix Fc silencing sS04 Phase 2 2IQJoi|Y

2z P, BCRiEA
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Tepezza Amgen IV Q3W(8 &) Al (2020)
Veligrotug Viridian IV Q3W(5 3l) BLA Priority Review

IGF-1R Elegrobart Viridian SC Phase 3

Lonigutamab Alumis SC Phase 3

Linsitinib Sling Oral BID Phase 2b

Pacibekitug Novartis SC Phase 2b

e Satralizumab Roche SC Phase 3

CcDh40L APB-A1 /Lu AG22515 Lundbeck / AprilBio I\ Phase 1b
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CH12> i S0 L0HES O[22l Active TED 2HAF Chiel 4f B2t
ojoj 2ol Tepezza Veligrotug Elegrobart satralizumab APB-A1
(Pooled 7|=)
7|1 Anti-IGF-1R IgG Anti-IGF-1R IgG Anti-IGF-1R I1gG Anti-IL-6R 1gG Anti-CD40L
THEAL Amgen Viridian Viridian Roche AprilBio/Lundbeck
Zut 4B YHTH 34 34 34 34 b 4
Go-1: 131
N 41vs 42 75vs 38 44 vs 44 vs 44 GO-2: 127 15
=] IV Q3W x 83 IV Q3W x 53| SCQ4W / Q8W SC Q4w v
"It AA Week 24 Week 15 Week 24 Week 24 Week 24
HRES 24 B2 SOk 83% o 70% Q4W: 54% £k 50.9% .
B2 (>2mm) Q1% 10% 9|k 5% Q8W: 63% 9ok 26.8% 0127
9l 2%:73%p | $I9% 2 65%p 2/okL: 18% 919 2%:24.1%p
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H oEE UL 2l -0.53mm 2|9k -0.5mm Q8W:-2.50mm oS (5|>,|0~t__,L 9le)
QleF 2:-2.79mm | 2I9F 2F:-2.4mm 2|tz -0.8Tmm e
EOF 59% Foki: 64% Q4W: 57% EOr: 68.4% HA WM TR
CAS 0/1 24 ook 21% Slokz: 18% Q8W: 69% ot 43% 3.8(n=6)
2ok 2 38%p Q|oF 2Y: 46%p 9|z 50% ook 24:25.4%p )
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. s3] [¢)
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242 2t AL BCREA
<E13) I E01 PAPMoHIZ To|2lol Chronic TED SHAF Ot 44 23}
oo|=a2foly Tepezza Veligrotug Elegrobart
7|1 Anti-IGF-1R 1gG Anti-IGF-1R 1gG Anti-IGF-1R IgG
THEEAL Amgen Viridian Viridian
Zd UE YT 34 34 3y
N 42 vs 20 125vs 63 70 vs 68 vs 66
£0] IV Q3W x 8 3 IV Q3W x 5 3 SC QAW / Q8W
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EoF1:32% Q4AW: 44%
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<12428> ENDO 2026 Lu AG22515(APB-A1) 22 27}

ORF49-05 - Results from a Phase 1b Trial Evaluating CD40-Ligand
Blocker Lu AG22515 in Patients with Moderate-to-Severe Thyroid
Eye Disease

9 Monday, June 15,2026 @ 2:15PM-2:30PMcT @ Location: Room W184ABC

Oral Abstract Presenter(s)
Milo$ Zarkovié, Professor. MD, PhD
3;1 University of Belgrade

Belgrade, Serbia

Results: Interim data was based on 15 participants, of whom 6 have completed 24 weeks of Lu AG22515 treatment. In the trial
eye, the estimated mean CfB in Hertel-determined proptosis was —2.06 mm at Week 24. The absolute mean CfB in the CAS
score at Week 24 was —3.8 (n=6). All the 6 completers had a Gorman score 21 at baseline, of these 33% demonstrated 21 grade
improvement in diplopia. The geometric mean ratio of post-baseline to baseline TSH-R-Ab was reduced by an estimated 45% at
Week 24. No clinically relevant safety trends were observed.

Conclusion: Interim analyses demonstrated clinically meaningful reduction in proptosis and pharmacodynamic response to Lu
AG22515 in patients with moderate-to-severe, active TED. These data support the therapeutic potential of Lu AG22515 and the
CD40/CD40L pathway as a novel therapeutic target for TED. Final efficacy, PK/PD, and partial safety results from the ongoing
trial will be available and presented at ENDO 2026.
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