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Amyloid-p antibody : DMT(Disease-modifying therapy) &

= 2023 7E, Leqgembi (‘&3 Lecanemab) FDA &¢I
- O|MER| 9] A2t 2HH 3} — Disease modifying therapy
- 1874 (=week 79) 2 CDR-SB PBO-LEC difference 2 0.45(95% C.1; 0.23,0.67, p<0.0001), &f 27.1% & Rl £ 2™
- &, ApoE €4 Homozygotes 2t210f| A= PBO-LEC overlap (244 04 X)
- Mo = Rol0[or A RIgH £& JHM0|E S, 24F 7, EMA A5t CHMP= OFAEEQ1 45 M
- =3 point. ARIA E 2 ARIAH 222

CLARITY AD - CDR-SB at 18month CDR-SB in ApoE ¢4 Homozygotes (FAS+) : Largely Overlap
0.00 - 0.00
0.25 - 0,25 1
0.50 0.50
@ I gﬂﬁ *
g% 075 %2 879 =T1]
E F il c “q‘; .E
& o (= 3E o0 =
@ = 100 = E 3 A
3 g g 5
s = B E 425 =
WE 125- o g8
58 = z =
< \
1.50
1.50 —
1,75
1.75
i . . . . I':I |:3 2'7 39 513 &85 7'9
o 13 @ \‘l:\a‘r9 k: 53 85 IS Placebo n=132 128 126 MTJZ?'EKS 121 115 117
Placebo n=a75 849 828 mes\e s 779 767 757 Lecanemab (=136 13 12t 122 122 mr T
Lacanamab n=859 824 798 779 765 738 714
242 FDA, DSEAIZH 2| M2 MEf 242 FDA, DSEAIEH 2| M| 4lE]
2 Primary endpoint CDR-SB at 18m Z2t2} 2 Primary endpoint CDR-SB at 18m Z2t3t
Z: CDR-SB=Clinical Dementia Rating-Sum of Boxes, FAS: Full Analyses Set, ARIA: amyloid- Z: CDR-SB=Clinical Dementia Rating-Sum of Boxes, FAS: Full Analyses Set, ARIA: amyloid-
related imaging abnormalities related imaging abnormalities
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HEF A2 TR Bd

Amyloid-p antibody : DMT(Disease-modifying therapy) &

= ARIA 2280 2 QI5t Z 3740| AP Al 2

CLARITY AD; Legembi £0{ Z20{| A L2t ||
£35| Homozygote 22} 2f 45%0{ A ARIA 2+ LM
© 23| 22510|H BIAO| 2F9.6%

= NOAC(ex. OFHA) =&

ApoE4 Homozygote At HIE

55|, tPA/S{LIE S| HH&alA| &

=0 ARIA-E, H 228

SIA0IM ARIAZ Q18HA
HojlAM MEHC 2 BiZebA S

YRSI0|HE F2 = S0 AHIA LY, NOACEE At L= 2
ApoE 8712} typedi| (2 Legembi ARIA H2H2 SHME

EARIA ®mARIA-E ®ARIA-H
45%

9% 9%

4% 4%

Non-carriers Heterozygote Homozygote

EPBO mLEC
26.3%

Infusion related ARIA-E ARIA-H

reaction

Headache

Zt2: FDA, CLARITY AD, DSEZE3 2| M 2| MIE]
= PBO=placebo, LEC=lecanemab

Zt=Z: FDA, CLARITY AD, DSEASH 2| M 2|4IE
! PBO=placebo, LEC=lecanemab
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Amyloid-p antibody : DMT(Disease-modifying therapy) &

= ARIA B2t — |52 0] nfjZoH

T/|o ="

- Amyloid-4 antibody =

o

A efficacy validation &tz Usability”F Of£0| 2172101 3

o

I

0

D

=

S

- ARIA E&E22 (1) SRR Aot (apora szistAsh (2) B0 X | 717H2] A St (zamyloid A Al Eek 20 (3) 22 22| EH QM (=MRI monitoring 22, 2,3,4, 72t infusion 012)

S AL 2O Aete 2 248

- 0]0f| Legembi %! Kisunla §2] 2031 7|2 Of& consensuse= 24 $3.4bn 2! $1.8bn2.2 Al 37| CHE| A[SHEQ1 22 B

- oI OM= 0| Hi|E S| Of oA 1Al - ARIA B2{E olfA

T O

—

Legembi/Kisunla Of& 50| 2! 22t

($mn)
4,000

mKisunla ®Legembi

3,445

3,000

2,000

1,000

2023 2024 2025 2026F 2027F 2028F 2029F 2030F 2031F

Kisunla Label

WARNING: AMYLOID RELATED IMAGING ABNORMALITIES
See full prescribing information for complete boxed warning.

Monoclonal antibodies directed against aggregated forms of beta
amyloid, including KISUNLA, can cause amyloid related imaging
abnormalities (ARIA), as ARIA with edema (ARIA-E) and ARIA
with hemosiderin deposition (ARIA-H). ARIA is usually
asymptomatic, although serious and life-threatening events can
occur. ARIA can be fatal. Serious intracerebral hemorrhages

>1 cm have occurred in patients treated with this class of
medications. ARIA-E can cause focal neurologic deficits that can
mimic ischemic stroke. (5.1, 6.1)

ApoE £4 Homozygotes
Patients treated with this class of medications, including
KISUNLA, who are ApoE £4 homozygotes have a higher
incidence of ARIA, including symptomatic and serious ARIA,
compared to heterozygotes and noncarriers. Testing for ApoE
£4 status should be performed prior to initiation of treatment
to inform the risk of developing ARIA. Prior to testing, the risk
of ARIA across genotypes and implications of genetic testing
results should be discussed with patients. (5.1)
Consider the benefit for the treatment of Alzheimer's disease and
risk of ARIA when deciding to treat with KISUNLA. (5.1, 14)

Consider stopping dosing with KISUNLA based on reduction of amyloid plaques to minimal levels on amyloid PET
imaging. In Study 1 and Study 2, dosing was stopped based on a reduction of amyloid levels below predefined thresholds

on PET imaging [see Clinical Studies (14)].

3

At&: Globaldata, DSTEAFSH 2| M2|4lE At2: FDA, DSEAISH 2| M2|4lE
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BBB shuttle2| ZHQd Lz}

= ARIA 228 2l 7|4 7Hd : k[= 2t LY Vascular amyloid2te| AetatH0A 2| B F&
- Roche?| ARIA B2 2t 7|14 71, "3 2 LY Vascular amyloid®t Amyloid-4 antibody Z&HHH0IA S E& Q8
- Gantenerumab2 =2 ARIA incidence (ex. ARIA-E € 24.9%, ARIA-H 2 23.7% &)

- Trontinemab (=Gantenerumab-TfR BBB shuttle) 2 &7| 40 2 2 ARIA 222 2Hl 10|

ARIA £2+82 44 7|4 74

Incidence of ARIA with standard anti-Af mAbs is likely due Low ARIA incidence with Brainshuttle™ anti-A[ mAb may
to early target engagement with vascular amyloid be due to less target engagement with vascular amyloid
CSF (subarachnoid space) CSF (subarachnoid spaco)

g ” »

o Ry ‘ Gha limitans Gba imitans
Binding to vascutsr A P CNS entry .’k

amyloid leads to .& via the blood- Choroid

inflammation, 888 CSF barrier plexus

Chorold
plexus

leakage and ARIA
% % ¥ | 348 s %*5
CSF g Scoptery @
::BBB) Y Mﬂogbo around & J (888) ’0
amyloid plaque 3‘,. .’
Y/ [/ % * : g/ / % ﬁ :
anttAB mAb  Perivascular  Cerebral amyloid anmsadonr Astrocyte at Brainshuttie™  Peri fanwiold By
macrophage  angiopathy (CAA) neurovascular antAS mAD ma:mhm -y R b Rtk

unit gt

2tZ: Roche, DSEAEH 2| MZ|MIE]
DS INVESTMENT & SECURITIES 7
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BBB shuttleQ| 2R A 23}

= Trontinemab, 2f 5% 0|2fe| &l7| Mo 2 S22 ARIA 2418 S
- Roche®| Trontinemab2 &-0tH 20| = 24| Gantenerumab0i| TfR BBB shuttle2 &2t Delivery optimization Z| 24|
- BBB shuttle 22510, k| 22 plaqued| 22t4 0 2 ZelotttH ARIA 2482 2= 4= US A0[2t= 7HE AlA|
- Trontinemab Y4 34 Brainshuttle-AD study; (1) 4%t 25 % (2) 2 5% O[T &l7|Ho 2 U2 ARIA 248 S
- 251 BaselineW|MEE CLUAIZZ0|E) Adj. Hat 282 2F91%
- ARIA-E; 1.8mpk 3.9%(3/76), 3.6mpk 1.4%(1/73) % ARIA-H; 1.8mpk 6.6% (5/76), 3.6mpk 2.7%(2/73)

Wi

Trontinemab vs. Gantenerumab Amyloid-B antibody ARIA ZHHE H|

EARIA-E  ®ARIA-H (microhemorrhage) ®ARIA-H (superficial siderosis)

24.9%
Antibody 23.7%
previously known

as gantenerumab \

el Brain shuttle 3.9%.3,9%

149"

0.0%

ALZHEIMER’'S 3.6mpk 510mg 17.5mg/mL 10mpk
RESEARCH UK [ trontinemab gantenerumab| donanemab lecanemab
22 alzheimer's research uk, DSEAIEZA 2| M 2| AHlE] AtZ: FDA, Z+ AL, gantenerumab GRADUATE-1 YAt DSERIZH 2| A x| AlE]

DS INVESTMENT & SECURITIES 8
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BBB shuttlel| M U5}

= Ol 2B0IAM 71 ZESt 2| 2 A2 Trontinemab £2F 1Y
- Rochez A Il S2I Early symptomatic AD L& TRONTIER-1,2 F HE =, Preclinical AD it A4 3402 2
- 7|2 SOrUZ0|= &4 CHE| ARIA Z4E0| 25| 2 safety profile2 Preclinical ADOJA] 0|2 283 2
- Legembi, Preclinical AD CHA of|ef 2&F 34 AHEAD 3-45 study 21 &
120249108 R S5 2=, 2162 (Y 4.1F) follow up B2 — =3lf ~ 2027'A & interim data =2 M (full data 2028-2029)

- Preclinical ADO| A 2O Z0|EH|EF PoC /U= Al, Trontinemab?l 7tx| 3 H| £2t=! Xat

0t

=& Al

lob

Trontinemab 24} of| A Preclinical AD &} £~= Early Symptomatic E-Afe| 2k 28|
[m]
(mn%) Prevalence 2032
Preventing or delaying disease progression for as long as possible 500
415
Early Symptomatic AD
e Modursto  ADDemtle 400 |

Mild AI? AD Dementia pe——

MCI B
St f
u.’;’,',f Preclinical AD /w_/
300

Treatment Delay / Prevent Delay [ Slow Symptom management [ Slow 240
objectives symptom onset progression progression

TRONTIER 1 200

Study
TRONTIER 2
Phase lll pc AD 100 ¢
0
Early AD Preclinical AD
AtZ: Roche, DSEASH 2| M| HIE] At2: Eisai, DSEAISH 2| M| AlE
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o

7 2 HEH) Eli Lilly2] Remternetug

= 12| anchor 2| N3pG-ApB EtZi, 2L} tE amyloid clearance S &
- U 145 418 S 108 (2 24.4%) 0llA ARIA 4
- 20263 3¢, Eli Lilly2| Remternetug 214t 34 TRAILRUNNER-ALZ 12| top-line data 57H 14

- 20| Hels BY J2/8Y/F7] 21432 Solf ARIA 2418 mangement A= &

; H, Cmax 232 S5f ARIA 2482 S2[H2H Legembi SCo| M2F2 AINTIRUZ (=systemic exposure &A|7+ OF')
ARIA £21820] 2012 £ A2 51 FHSILH= 20| A2 HEA Al
Remternetug &4 14 ARIA LS Legembi SC &4+ A3} (Clarity AD OLE)

ARIA-E mARIA-H ARIA-E are Explained by Lecanemab Exposure and are Independent

50 0% of Route of Administration

NON-CARRIER HETEROZYGOUS HOMOZYGOUS
100 100

=}
S

o
=]

80 80

@
=}

60 60

IS
=}

40 40

20 20///
I = _ NS o

0 3 6 9 12 15 18 0o 3 6 9 12 15 18 o 3 6 9 12 15 18
Time (Month)

25.0% 25.0% 24.4%

N
=]

=)
=)

16.7% 17.1%

Predicated ARIA-E Incidence Rate (%)
[Median and 95% Prediction Interval]

8.3%8.3%

250mg 700mg 1400mg 2800mg Total

REGIMEN: LEC10-BW

500 mg Weekly SC Al

« ARIA-E incidence following a 500 mg SC initiation dose is expected to be similar to that
of LEC10-BW, regardless of ApoE4 status

At=: Eli Lilly, DSEAISH 2| M2 HIE Al&Z: Eisai, DSEAESH 2| M2 HIE
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o
[=LH] BBB shuttle M5 X}, 0f|0|H|¥H[0O| 2

= IGF1R O0|5&A|E St BBB shuttle, Grabody B
IGF1R receptor= 2}0]| (L= 2otE Hap/t 12 Rab52f low colocalization (=Penetration 1 & Recycling &Decomposition | )

OFA] 2MH; 0142 224 222 H 1 AR Q2. ABL301 FIH QIAH

A A L4~5F OFAA] SO (A|EZL TRAE SAD 2k 3.6%, MAD 2 5.7%. B=TEAE Grade 1,2)

2025 2719| BBBEHE 7[=0[4 A& : GSK(25.04) 2 Eli Lilly (25.11)
202544 48, GSKEH7[&0|4 Upfront 38.5mn IR E, & AH|2fF 2.06bn TH2E AICF A Z, siRNA/ASO 52 Cifet BE2|E| CNS ERY (amyloid, tau x)
2025 11, EliLilly 8 7|£0[4 Upfront $40mn, 2 A kg $2.6bn A2 A& : CNS =42 Ef2!

ABL301, Yef10llM CSF St A 2Hd US

@ a-syn Targeting Mono + Bispecific Ab PD Therapeutics — Comparison of Global Key Player’s Ph 1 Clinical Trial Data

bio Clockey 7 Biogen 2

ABL301 (SAR446159)

US Ph1

a-syn x IGF1R
SAD' SAD' 100, 300, 1,000,
SAD' MAD?
0.3 ~ 30mg/kg 1~ 135mg/kg, 3,000, 6,000mg, IV
Dosage 7sepdoseescalaton 3 step dose escalation QIM, IV QaW, IV & 3x100mg, SC
256 235 240 266 298
74%(4/56) 5.7% (2/35)
icebo)
TRAE? 13.3% 17.6% Headache 2.4%

Follow-up trial

sanofi alone
57.1% (20/35) Headache 15.3%
Back pain 7.1%
PDPH 5.9%
etc.

Headache 6.7%

TEAE*
(Primary endpoint) Nausea 6.7% 60.4%

Neutropenia 6.7%

Trestment reted

y s )
sl l N/A NA 20% NA
2Gr 3 TEAE*
. N/A NA NA NA

]

Al 0f|O|B|WB0|2, DSTEAISH 2| AM2|IE

IGF1R2 Rab52} colocalization &2 —

o ELS

| TR | High colocalization with Rab5'
E E
§
2 o
) x
l' Recycling or decomposition  “# Penetration | |‘ Recycling or decomposition | * Penetration t

AL&: 0j|0[H|WHI0| 2, AAIC2025, DSEALSH 2| M|4lE
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02. Tau target 2t =}

12
Tau, Amyloid 0|2 {H5| 71 Qo DMT target
= Amyloid-8 antibody2| 31
- LOIUZ0|E HIEF el = 2 A £ 5 AAANZ F, 2 2ilt= Gls
- Symptom onset 0|2 £0{ A| Amyloid clearancedl|= =151 tau aggregation 2! neuro-degeneration= Al 22

- Tau burdenO| QIR|7 |5 Ao} 712 =2 A2tEtA U= (tau’t LHSZHO|ANAM A& (heo-cortex) 2 SR AT Q1|7 | = A5}

- OFH20|= £2{0| tau spreading 0F7| : Amyloid= disease trigger. Tau’} Disease progression driverz 7t
- Tau targetingO| 2143 DMTZ 0]|0{& 7542 0435] 7|th &

Amyloid Z2t3 @M — Tau tangles @M — QI2|7|5 {5} OlUZ0|=E £22 Tau spreadingS 0}7| (=212|7|54|5})

and tau prog

'.
o = .
Lateral
.é.. 0‘
K] +*
E o
: ;
r] » Soluble Tau
Soluble .
Y . -] 2 .
5 Amyfoid , (ptautd, 217) ‘Cognition
AB42/40)2 « : Natural
% e U’.' Amyloid [/ Curve
a Plagques Jr Tau
(PET) Tangles
K
Detection ol
threshold ¥ i
o / —/
" !
* 4 B e

Normal =20 years -15 years -6 years mci  Mid Severe
AD AD

Symptom enset

Zt2: Eisai, DSEAIZH 2| A z|MlE] Zt2: Long & Holtzman, Cell, 2019, DSEASH 2| M 2|4l
Z: Z2M2 tau aggregation, 58*—'18 O} 20| EH|E} accumulation
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(1) Tau epitope, '"7|22| N-terminal epitope= AE5IA| &

(2) Modality, 'extracellular tau &= A{5{=

= ?'_"Ef
on
og
Ij o

7¥Al: (1) Tau epitope or (2) Modality

A (ex. JNJ2| Posdinemab, Genentech®| Semorinemab, Roche/UCB2| Bepranemab &)

Sl OLt, cognitive 7441 AlTH

FO M, MTBR epitope0| Tau aggregationO|Z tangles spread AA|0f| &1+’

EZE0MH, intracellular target0| 7Hs8t RHE|E|Z YT EQ'

Tau target 4 ATH AR
4=4 7| Modality UMAIHY Phase 23t
Etalanetu e Antibody (anti-MTBR tau, 273-291, Tau SpreadE &2t H2
(=E2814)g Eisai/Biogen 296-3143)( DIAN-TU Tau NexGen 2 =3 Ejinterim%g}aglﬁﬁl
BMS-986446 antibody ) 07 AftE | = 24
(=PRX005) BMS/Prothena (anti-MTBR tau R1-3 L) TargetTau-1 2 2027 ME| Z An 7|y
. antibody 220l Phase 1 0|F QHd A 24|t S5t A AL Z Phase 1b
PNTOO1 Pinteon (mid region tau. 231) NCT04677829 1b oo ey 2ot
ucs ~ CTAD2024: tau &2 £3} A|24 &0l
(Bfgrcasn()e1rga7t)) *Roche TH=Li4 ?I(I]tg?rglynal tau, 235-250) TOGETHER 2a  cognitive 744 =§g )
0|££(2024.10) ' Roche IFEL{4] O|E (2024.10)
LUAF87908 Lundbeck Antibody (396-404) NCT04149860 1 Phase 1 & 0|F A 2ISH Alah 222 HE QIS
Posdinemab antibody L= AlTIH O =C|
(cINI-63733657) & (mid region tau. 217) AUTONOMY 2b 20254 Phase 2b AT{ Y E¢t
. Genentech antibody cognitive endpoint 7H4 215, IO 8100 mg dosed| Mk efficacy S-S
Semorinemab / AC Immune (N-terminal tau,6-23) TAURIEL 2 extracellular tau binding A&, 7Hef SE&H 2 Roche Z}4F Bt
. antibody cognitive decline slowing &1} gl
Gosuranemab Biogen (N-terminal tau, 8-19) TANGO 2 CSF tau, 244 S0l Jjor Zct BA
L misfolded tau conformational epito } AT JHEF Z=C}
Zagotenemab Eli Lilly pe (mid-region. 7-9. 312-342) PERISCOPE-ALZ 2 primary endpoint &Ij, 7§ S ¢
] clinical efficacy Q= Ay
Tilavonemab Abbvie ?,[l‘tifrglynal tau. 25-30) NCT02880956 2 tau binding A2
: PSP 2 AD trial 25 ATy
Atz 2t Ab, DSEASH 2| M 2[4l

DS INVESTMENT & SECURITIES 14




02. Tau target T2 B3}

Tau, Amyloid 0| {H3| 71 KUt DMT target

= N-terminal 0jjA] MTBR tauz target epitope 0| &
- 7|2 Bepranemab, Semorinemab &2 {& N-terminal taug EH2!

- A 7HE, 'N-terminal p-taue= EFR QA8 marker2 early stage signature. Tau aggregation structure core®! MTBR A5 HQ'

- Tau pathology : tau @I4fst & =2 — aggregation — NFT (neuro—-fibrillary tangle) ¥ — propagation(spreading)
- Extracellular SZt0llA MTBR-tau (*microtubule binding region) & capture & 4<%, propagationa A5t & UCH= 7H |7 |

- Eisai®| EtalanetugZt 7 9 anti-MTBR tau. Leqgembi H& 24t 2/34H(Study 202. NCT06602258. 90H ChH4H) Z3t =0 2 L HE of| &

=

— — H
Tau tangleso{l= MTBRO| coreZ 22 MTBR Capture= tau spreading 4|
Anti-MTBR tau antibody Etalanetug (E2814)
MTBR tau
propagating species -
Insoluble tau profiling by mass-spectrometry AD tau i ¢ structure by Croo.EMT? .: prw g — B WS ' \
[‘-* au filament structure by Cryo- \ Y Y g,
1 O control Microtubules- q - o Etalanetug
: binding region i |1 a4 i }
1 Very mild to moderate AD (MTER) 35 Presynaptic cell Synaptic cleft Postsynaptic cell
1 Severe AD H
.
3 ‘ Enzymatic 5 to and Tau PET Enzymatic
2 |r c'“")ﬂ(“ °"1 p-tau217 | MTBR-tau243 cleavage 3
: Tanglescore | v angles core
E. - 299| " S i mmmC . N-:E-X)-‘_ T
[ 1] 2 % ; v ./‘ ] -
.% H h Fl l_ ﬂ » : St Etalanetug § o] mw ¥ Etalanetug
° It .l i & o MTBR-tau243
& é e ] J 3
ﬁ . - ﬁ, r.ﬂ . Fitzpatrick et al_ Nature 2017 CSF p-tau217: E 0 CSF MTBR-tau243:
gﬂ p 98y ![ § 'fﬁ = P QT alg . i N i ) i * Hyperphosphorylation marker associated L oo » Afragment shed from tau tangles
Yo % B0 0 f= Etalanetug is a unique investigational with both Amyloid-PET and Tau-PET N | = sociation with Tau-PET
E z g g % E E E E E E % é § therapeutic antibody targeﬁng the tau species « Signature of early stage in tau pathology -
EL L L LN '\ hich constitutes a core of tau tangles in AD Gontribution: [l Amyios [l teu
Y'Y eatanetin
Crenms |
2 Tau aggregation markers
Tau hyper-phosphorylation marker
Etalanetug is expected to reduce these biomarkers with greater effect on MTBR-tau243
2tZ: Eisai, DSEALSH 2| M| HIE A2 Eisai, DSFAISH 2| MR|E]
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02. Tau target

Tau, Amyloid 0| {35

= Modality, intracellular target0| 7ts5t 2E2|E|2 2 EQ
- Extracellular TargetO| 5
- O|0f| AZ A}
- BIIBO80= 2|22| Tau ASO R 24|, MAPT pre-messenger RNA &
- BIIBO80 ==& @It 248 CELIA 2 =

9

_>r‘_

=l antibody+ intracellular tau0il CHSH {2
2 RNA & &9t J2H tF:
25 Soff tau ™

Zi=

HEHRI Al AHAIS 2}

2ol 4 2rH X3t (in JPM conference 2026)

O

4 (extra/intra-cellular 28 Z

I-A)

-1

— intracellular

24 1EH
(==

PoC i A4l

- BIIBO802 2023 Phase 1b0{|A| tau-PET {4 20!

|. H20] tau target2 7|44 O 2 ARIA free 2!

' G3 OlAI—Ol

248 YRR S

BIIBO8O efficacy in Phase 1b - 2= HH0f|A tau-PET Z+4&

=/ L — o
[A] Tau PET during MAD period MAPTy, Placebo MAPTg, Placebo Placebo
Medial temporal composite Temporal composite Parietal composite Cingulate composite Frontal composite Occipital composite groups (N= group (N= groups (N= group (N= groups (N= group (N=
04
@ 34) 12) 34) 12) 12)
= 02 2
3 . 5o 3 . o6 e N . "
= ? ° - 0 . P g > :‘ 2 E 3 o Number of patients with event (%)
e e - - B S— - SE—
= ) _\ & o o T @ - © - “ ;l Any AE (%) 21(62) 5(42) 11(32) 4(33) 0 0
RS s = | ¥
E Any serious AE 0 0 0 2 (16.7) 0 0
£ -04
5 Post-LP 13 (38) 1(8) 2(6) 3(25) 0 0
06
= headache®
2 084
2 Procedural pain 4 (12) 1(8) 3(9) 0 0 0
104
Musculoskeletal 3 (9) 0 1(3) 0 0 0
Placebo Placebo Placebo I Placebo Placebo Placebo b f
cohortD  cohortD  cohort C cohortD  cohortD  cohortC cohortD  cohort D cohort € cohortD  coho D cohortC cohortD  cohortD  cohort € cohortD  cohortD  cohort C pain
(n=4) (n=6) (n=3) (n=4) (n=6) (n=3) (n=4) (n=6) (n=3) (n=4) (n=6) (n=3) (n=4) (n=6) (n=3) (n=4) (n=6) (n=3)
Vomiting 4(12) 0 0 0 0 0
[ B Tau PET during MAD and LTE periods ) ) : : ) ) Back pain 2(6) 1(8) 13 0 0 0
Medial temporal composite Temporal composite Parietal composite Cingulate composite Frontal composite Occipital composite
04
g Confusional state 2 (6) 0 1(3) 0 0 0
02
g - H 4 Contusion 1(3) 0 2(6) 0 0 0
% o P8 ﬁ O Diarrhea 2(6) 0 1(3) 0 0 0
% 02 | o
2 o o ° o T 3 Dizziness 3(9) 1(8) 0 0 0 0
5 04 ° ° I ]
-] q & | o ° Fatigue 3(9) 0 0 0 0 0
EFY) M 3 L ¢ |
< : Myalgia 2.(6) 1(8) 1(3) 0 0 0
£-08
2 Nasopharyngitis 3 (9) 2(17) 0 0 0 0
10 L
. . . . . Nausea 3(9) 0 0 0 0 0
Placebo Placebo Intervention Placebo  Intervention Intervention Placebo  Intervention Intervention Placebo Placebo Intervention
hort D hort D hort ¢ hort O hort O hort C hort D hort D cohort € hort O hort B hort € hort D hort D cohort € hort O hortD  cohort C inni
e e e TR 4 SV i Sy ) Tinnitus 3 0 0 0 0 0
. . . = 5
AtZ: JAMA neurol. 2023 Dec 1:80(12):1344-1352., DSEASH 2| M| HIE]
= = J— o= -— | -—
Z: Cohort D(F&HH)=Placebo —115mg every 12 wks(N=2), Cohort D(Z£24H)=115mg every 12wks — 115mg every 12wks(N=8), Cohort C(HF4)=60mg every 4wks — 60mg every 12wks(N=2)

T AR |SAHG| 2E F¥S

o =

= & neo-cortex

cortex —frontal cortex®, cingulate cortex=

HHO

282 temporal cortex, parietal cortex, frontal cortex. tau spread&
early signal2 9| A

Sl0|6F L o
ol e AS

entorhinal cortex—hippocampus—cingulate cortex —temporal cortex —parietal
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02. Tau target T2 B3}

[2LH] anti Tau-MTBR k4| ADEL-YO1, AHeII|/Q A T EH /O JHet 55

= Epitope ZI'E2}E S5lf best-in—class =&
- ADEL-YO01, Tau ack280 antibody

- 7hd Y 2510|H 2EEYO| Sipl2 K280 #11]2] acetyl2f. K280 HO| &

M tau HZ 22

- K2802 Z&5t= 6712 M 275VQIINK2802 MTBR - tau aggregatlon01| 2ofot= S motif S ot — 01F 21 neutralize

- 20253 128, LA TEI/OFE-2 Sanofi T4 Upfront $80mn, &

A%tE $1.04bn, 2EE| 2T = AR 4= EE9[ L/O A< A2

- CTAD20250{1A 21245t AQI LA Phase 1a Zt 2, 3Kk LHA Phase 1b(=Part 2) 23 &

ADEL-YO01 7 22|

el 2 BABR LA
1 441

pro-aggregation IV()l 1N [ vor VYK]
(AK280)

JBC 2007,282:31755

epitope 2IH3}2 3§ tau antibody}e| AfHsI =2

a N 313-322 o
1 a5 74 m 151 44 275 WE 3w 69 a1
mE = - -
_ —h - T
Y A N
antibody A antibody B — anlibﬁd
. y O
(15-22) (235-246) (299-303/362-368)
antibody C
(275-acK280-286)
d 125 o 6
’g 100 o =
4 ! u -
g 75 g =} i }...
§ - G g - 156 ]
£ 50 4 -« antbodyA oy 2 antibody A
A~ antbody B E: 2 9 ansibody B
£ 25 { -= ammooyc T o == auibody C
-» antbody D -® antbody D
o T T T T T L 0 T T T T T T
01 1 10 100 1000 10000 0.0001 0001 001 01 1 5
antbody (ug'mL) antibogy (ug/mL)

At2: Adel, DSEASH 2| M 2| MEH

2f§_: Molecular neurodegeneration volum19 article number 76, DSEASH 2| M 2| MIE
Z: antibody A= 1Ml tau antibody, antibody B=bepranemab(UCB), antibody C=ADEL-
Y01 (AZTE/OIE), antibody D=etalanetug(Eisai) & &4
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- 0142 049 27| T4, BBB shuttle SAE 7| QST H0[0] BT 24
- SEAE A 2,001 CNSE 2 Y22 AHAl, siRNA 72 CNS IO | Z2f0l Zd=H st 2 F
2020 28, HIE-S A & 7S 820 CNS S-S+ HO[0f 2t

HA (Vect-Horus), VECTrans BBB 2212 HS] (Novo, lonis, RadioMedix 1 =& 2f0|MA A2 % Z2)

- 7|FE22l(Key2Brain AB) 2t 7|87t 2 7|e = Uad A A2, TR B2l VHH(AJHIEHQ!) BBBME EE ER

||'|

O

BBB SWZL| LEHE, (NS HZ AE S CNS Z2{0]| A M2} A 2l THA

coanive | 49 ( i 3;2’;?; li: Jﬁiiﬁggﬁﬁiigg%l B Effective Dose Range and Sustained Efficacy of OliX's CNS Platform

Alzheimer's Disease
m o @ 5 I | BN £ It CNS ZZ|ofMe] RFEXH| 3! 37HE o| A x| szt 2ol

——- —-— Peevr

.,__um,vm Newedspanaraticn
%— s .. ey Mee = S K|BXHS 2 ME 9 £ BH|A EX) 2

vices Dose range finding study (Rat IT, Day 14) Duration of action study (Rat IT, 0.9 mag)
E J ‘\:z‘..‘b.,m Ehelo, HIZE = 8 Ujo] THAE SEK|(Tau,
ey shad l y furtion _Al==30n0ll =7 -
1 vm.m "‘i ........ .“~,___) a Alﬂaalhl)oun_ ﬁ;}?l’ 31:: :Eg :‘z; :g:‘:;m
[ —— e . ¢
Parkinson's Disease @~ = __.--- > o L 92 B —e-soncas
= siRNA9} Es|5(BBB) BHS /g2 AS & B:l By ol
2h=ol 2|2 H2kg KIZ: RNAQ] HIE U BH 513 a: = o
2 -
27 BBB MW|& S 53 & KON HYS I EE iz i
0 o >
° Spnalcord  Hippocampus Cortex SHiaum ¢ 14 2@ 42 S5 70 B4 95 12 12 14D 154 163
Days afier Treatment

0.075 w01 m0.3 w05 w5 w12 mg

CHNS ZE0jI4 Rol@ FHAHEH o6 21T £0 5 3 0| 42| 3 K& 7|7H el

A2 224, DSEAIEH 2| M| AE] A2 222, DSEAEH 2 M| MIE]
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03-1. Gene regulation

ApoE4, 75 2% 9

MA™ Risk for AD

= 7|&9| ASO/siRNA #1410 2 Targeting0| {22 Gene XA ZQ
- ApoE= 2997 OFO| = AtO & TLAJE| 2|21 281 CHINA - CNSOflM Z2{ AHIZO| £ U2 7|55k T Thi
- £ 3712 CH-RHAF : ApoE2(£5) / ApoE3(E) / ApoE4 (Risk)
- APOE £4; OL20|E 22 t, tau QL) MEEHEAYY, BBB breakdown—&2 T2 brain R —neuro-degeneration Z3!
- &, ApoE |FHAR= T 2702 T B[ Hat0l| 2fek 210 (ex. 112aa/158aa - ApoE2 Cys/Cys, ApoE3 Cys/Arg, ApoE4 Arg/Arg) = gene 7|Et
knockdown St= A9 ASO/sIRNA &2 0| HA| 42

2 HIHE
ApoE genotype Of| (12 YHE
003
&
22 o0
O
e=
23
i :
22 om
Ho
=4
0
30
W c4/ed
€3/ed
o8 €3/e3
EB‘ 20
5 5 Caucasians
2o (clinical)
Q3
£
i -
& I Aincans
—_—
Nigeria Tunisia Iran Korea Japan France MNorway cﬂums.ang

Apo

APOE 4/4-female
APOE 4/4-male
—— APOE 3/4-f
= APOE 3/4-m
— APOE 3/3-f
= APOE 3/3-m

Neurotoxicity

E42| AD it

(®)

Nampm o=l

71

Neuromflammatlon

At2: Nature 2014, CNS drug 2016, DSEAIEH 2| M2 AHIE

. FT ) )
i? APOE4 Mltuchor.1dnal
v —— dysfunctional
us r f"_*
Japanese
R
NRER 7
NRER a
e
Tau iﬂl'ﬂ‘ni_
aggregation v dep05|t|on/
I Synaptic deficits clearance
. r &D
H,ﬁg;ics Brazil  Chile
ZI2: Lexeo therapeutics, DSEASH 2| M 2| AIE
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03-1. Gene regulation

ApoE4, 7175 =0t QXA Risk for AD

= Lexeo therapeutics, ApoE2 41O 2 APoE 4 S HE Soll &} A4
- ApOEZ" QHFM O 2 ok =510|H H& g1} B

- ApoE2/4 O &g} 20N E2 LHE FAARS] 740] B4 FHARS| Rl et RS dMAZITH= £

|-_|_
I
I
i}
=2
1o
N

- LX1001: AAVrh.10h APOE?2, serotype rh.10 AAV gene transfer vector expressing the cDNA coding for human APOE?2

- Z 159 CHAF QJAF 1/24F RIS OM, 20243 10 4 21t 2 H 0|F 2HHSt cardiac gene therapy SIALZ ASL= &

LX1001 construct Ct ApoE2 1195 BRI M Tau-PET ZA &5 &0l
AAVrh10.hAPOE2
Tau PET — Regional SUVR
6-Month (n=6]
Medial Temporal Temporal Parietal Cingulate Frontal Occipital
M Eg 3“ “ -T! -J.L-F “:F— Cu!_!
E o ) 0z Y T 2
Cohort 3 outlier (wth z o = o (e o
highest APOE2 expresslonj
| LX1001 Construct —————— e 12 Month sz
months; 12-month PET data 02 oxf 0z I 0z 02
not collected for this patient g ,  Chmetyet
CAG APOE2 gene — = é 00 -T—w“”“m= o-:‘-T— 00 I — 00 00 ]'
é 0.2 0.2 0.2 Q. 0.2 .
E
Ubiquitous promoter APOE2 cDNA Rabbit B-globin B Gohonta(Moo) M con
(full length gene) polyA
AtZ: Lexeo therapeutics, DSEASH 2| A =] MIE ZtZ: Lexeo therapeutics, DSEAIZH 2| M| MIE
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03-1. Gene regulation

ApoE4, 77 Z&Eot @ A Risk for AD

= Lexeo therapeutics, ApoE2 &IO Z APoE 4 e o=t 24|

LX1001 P1/24 A3

I 52-Week Follow-up

o] o] o] o]
6] Cohort 1 6] Cohort 2 6_-|] Cohort 3 6—-|] Cohort 4
R e S R S
1.4x10"° vg/ml CSF 4,4x10'° vg/ml CSF 1.4x10"" vg/ml CSF
5.7x10"? Total VGs 1.8x10"? Total VGs 5.7x10" Total VGs 1.4x10' Total VGs

arosa ot/ —esn— | Arosa et/ ren

5 150 10

’ ® Cohort 3 Outlier

2
»" Cohort 3 OQutlier 125
4 e
’
4
I
3
] 100
1
[
3 [}
75
2
50
1
25
Screening Day 1 Month3 Monthé Month 12 Screening Day1 Month3 Monthé Menth 12 Screening Day 1 Month 3 Month & Month 12
Screening Day 1 Month 3 Month 6 Month 12
Cohort 1 n=5 n=>5 n=2 n=2 n=1
=@~ Cohort 1 =@~ Cohort 2 =@~ Cohort 3 =@~ Cohort 4 Cohort 2 = =3 — n=4 =4
Cohort 3* n=2 n=2 n=2 n=2 n=2
Cohort 4 n=3 n=3 n=3 n=3 NA

*excludes Cohort 3 outlier

ZI2: Lexeo therapeutics, DSEAIZH 2| M| AlE
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03-1. Gene regulation

[ZLH] €A== A, RNA editing2 £t ApoE4— ApoE2 Tzt

= Trans-splicing ribozyme= &85t RNA editing

- AAV delivery 7[2F RNA editing@ 2 RNA

- YA YA E 02 SHHO|Z VA0 WESH= multi-editing0| 755HH target RNAG| A[¢H0] Gi&

- 42 Preclinical &4, 2028 IND enabiling =1

- in vivo Of|A] 28¢

- SOHEH L/O 24

2t M| ) 2 QU 25 B0l

—_

420{| 4 ApoE4—-ApoE2 Z4&H

APOE4 RNA

ApoE4 RNA — ApoE2 RNA &t

Trans-splicing ribozyme with therapeutic gene
7 im0 3'exon

(U

) )

Target site

Q) Therapeutic RNA
53

™ ¢ Ribozyme
e, %, 3¢ exon]

(

] | )
m\j Ribozyme

Cleavage of target site
P e, % 3'exon
)

‘@Ribozy
LN/ /8= \\\

l Ligation of therapeutic RNA
v ] )

Replacement of APOE4 with therapeutic gene

RZ-003, 24Xl L 20| OISt 2

2 TT -

A2 L2 8 A DSERSH 2| M2 ME

« RZ-003 Ra=& S0i0 214K LY

Invivoimaging
4.0x10%
3.0x10% = =

200304

Totalflux (p/s)

1.0x10%

RZALC3 Vehice
W ooy W oay2s

HE QTR Bt

A2 YA, DSEREH 2| M2 ME]
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03-2. Neuro-inflammation

Microglia(O| [0t M| ) =

Olst AMHAAS S ADC| next targetQ 2 =

= C}FSt Target@ 2 M2 6} U= Microglia 7S Ol &t
- Amyloid A7 0|0 = &It ZIZ4S 2|< — neuro-inflammation A3l 7|4 22
- I\/IicrogliaE(UOF'E'EOIE

plaque B4, (2) AIHA A7, (3) Tau spreading &2 2 THA| 810 21045t HAN|IZL

Microglia 2|2 &1 (1) TREM2 agonist, (2) EA| 24|, (3) Emerqing target(ex. PILRA antagonist,. SPP1. NLRP3 &)

- TREMZ2; microglial state transition2| St 2EAr — &4

HA|; Microglia EA4| 25101 2/t Al

HAO[ M BE[RY S BT

7140|2=

Microglia2| Brain Health §2| 7|5

Maintain functional
oligodendrocytes
and myelination

Maintain healthy
neurons and synaptic
connections

Promote lipid processing Phagocytes misfolded

& cholesterol metabolism

MICROGLIA

Maintain immune tolerance
& resolve inflammation

Promote tissue repair of
vasculature & blood
brain barrier

Maintain functional astrocytes

proteins, cell & myelin debris

Zt2: Alector, DSEAIZH 2| A 2| MIE]

7ISH0I= AD 913 57t 24
71 — AD model B 1A AlA 7H5THRIZIZ0f

ok
©

TREM2 28 7|

DAPIO

J/K

mTORC2

TREM2

DAPIZ

LT

ottd

mTORC1

g @@@J

nucleus autophagic vesicles

microglia

At=Z: frontiers, DSEALSH 2| M2 ME
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03-2. Neuro-inflammation

TREM2, Sanofi?} $4xH| I+ MEFX}

= AbbvieQ| 2I{0] = =1, Et2l R2d2 0F2] 7|t == SfE)

- 20243 11€, Abbvie/Alector=TREM2 agonist ALO02 4f 24 INVOKE-2 AlTH & ; QIZ|7 |5 7HAM AT}

- Cf TREM2 EHIIO| ATHE 7HE= 22|, AbbvieZt 14F Al 271 0|5 ° 253 52, Sanofie= TREM?Z target 7|22 Vigil Neuroscience $470mnd| Q1=

(T, Neurology A[&Z0flA $470mn2 2 HIE-2 OfL|2k= 201 =2)

- 7H: (1) CNS RIE H|5HO 2 Target engagement? | 2261 IS 7hsA, (2) A2 ZI7|HAH NN 7HY benefitO] 590 7 |HAH 0= &4t

711 & =0l 4EotA| gF2 A0 HHERE 7tsd

- |9l asset VG-3927 (= SAR448851)2 &2t TREM2 agonist. 4 142 Z 2| O M 01! SanofiZt 4k 24 SU2 OFR! BHESH

AL002 &mj Af2jlof Chst 714

IP Injected ALOO2m' Has a IP Dosing of Leqembi® Shows
Variable Antibody Distribution Robust Plague Localization
. \ : ¥

S
- A 7, Jooum | - & 100um
B 75 Plaque [l ALOO2m' IgG IHC B A8 Plag B Legembi® IGg INC

STREM2 Trap? After injection of a mouse amyloidosis model
with AL002, immunohistochemistry suggested that the antibody
did not associate with plaque-adjacent cells (left). In contrast, the
anti-Af antibody, lecanemab, reached its target. [Courtesy of
Christian Mirescu, Vigil Neuroscience, 2025.]

T

F 8l

gjo

2t2Z: Vigil Neuroscience, DSEASH 2| A 2| AllE]
Z:Vigil2 OtL 20| = S2t3 FHO||AM Bl halo 22 0= &4l|7t sSTREM20]| 23] 0| MOt A|
I Jpy ob% N2lo| BHE £24|0f ZE5HR| 27| tRY Zol2ts 7+ A7)

VG-3927 dose0]| [tE sTREM2 in CSF B3} (in Phase 1)

20

§ Day 15
B o l
g
g
¥ -20 L L
g
£
40

3
g

Placebo 6mg 12mg 25mg 25mg SOmg

(=10} (n=6) (nab) (n=6) Elderly {m5*)
neb)
VG-3927 dose

ZtZ: Vigil Neuroscience, DSEAZH 2| M 2| MIE
2R BFEN 2
: TREM2 receptor activation A|, STREM2 £7} signal2 &0l G20 sTREM2= Al ZMZ2|

=
=
=
=

=& (neuronal hyperexcitability) = A4
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of|o|H| 0|2 (298380) FA[2| A & SHFI HE 0|

1212|E(%)

ANEA S SRR oo amamzomm)
2025-07-31 HERHY
2025-07-31 N/R
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Compliance Notice

S2j0|A U HETIE (BF 1274 27t S VIR

71 Are
O +20% Ol &fe| Fxj4=2l0| Ol 4| = B HIS2tth
Y -10% ~+10% O|L2] S2{0] oflsl= 22 Y B Exfo|H2 SIE FA8IZ0 ChEt o
o= -20% O[3} F751240| o ¢l = 2% HIZE4A
Exje|H g 712 2025.12.30
Ot e o
98.8% 0.6% 0.6%

Compliance Notice

= 24R0] 7IEl LIS 2442t 2010] 0|42 HEH5{) UHeistn LoD |510| Se5h i2O|LE 7HY S10| ANEIS S BIIBILICH
A2(3t 0Kt 2R U HBS BIEIOR 25 200\, DA HEH0|Lt 22
[fot 2 22 OfiE 3 POz N20| ZHEA} 20| e #2] Hela

[ -0

= Az 10| SHEAES 57| 2% YEASE SAHC=2 HALIUSLIC 2 A=0f +F=E HES GAL 2| MRHIE?
Z I

[
23 4 Q002 HUNR20HBESHA|Y| B2t] 8715 SAHA SARF AHAI0| TIEHE i5(0) 22
2ol ZYAR = ALSE 4 StELICE

il
i
i}

2 2425 YA HABRA DE ML YAl A0 OfES ZLOE HAle| S2| 90| 2|, HIE, 1%, K
- S ARE B B 7[R} ES AR AR AZ 3 ALIO| SELICE,

. SARO| ZHZR2 MY TIZ S YAIOIM 1% 014 BR5HD | QSLICE

- S2R0| 2UZS2 WY TIE S PAR ZARM SR Y TIPS HRARIF ER5HD AR QLI

© S A= FUZF0| oSt SlAts SALRE AIESIAL ZAOf RAR| ST
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