02 256]|E (ARWR.US)

L[olZ=Al siRNAZ k|| E5 EC}

v AN Kk kkvc v SHERI} Boomberg, #ANA)  107.6 ©
e 82.7% v HAUFII (10% 202) 58.9 =k2{

iiyieal) 222 BBBE 92 ARO-MAPT, k[ M= Tf{Ct)

109 149 g=sfo]e] ARO-MAPT 1/2a% 7741 Aol A mslFAtz
CSF™ R Hdf -73% 9 370€¥ FoF 74 &9l AAIEF siRNA |
29| ¥ Mg ANH AT AT H29II=et fARE TIR™ HE AHgS
£ 282 ARC(EA-siIRNA HADZ 7|t Hd ARO-MAPT %7]
gzstoln] Ao Z4 HA F1E Al HER AJARJA 55 71t
TfR 2|ZtER siRNA &MY 4351H 42 Eof 8t 3=
ARO-MAPT 105¥@HAgt FoF & 904) 715 2.1 / 6.4 / 12.8mg/kgoll
A CSF B} =40 / =69 / =73%(vs. 91F +16%) At &3 o|£H3
T B7] 18] FoF 74 &)1 Y Bl H57F ASOQI HpeloAl/
ofo]o YA tf2tgAll 24F9] CSF B -50~-65% & TolFAR &
A Azket BAga) BofF 2aL (7o YokdE 945 2 99 A

IR QY At golFApt HEAW FARD HAR e BE Y
< 127 9A. ARO-MAPT9} 22 Z3HE< 114 ARO-SNCA(
HFE]2), ARO-HTT(AHIED 2 AR TR 28oh= 2824 OASIS-
CNSE &% Aga Ax} 7]t OASIS-CNSE U] SHEA 8ol oA
H|9ED} Dual-siRNA ME7|Y: 427 HE A 2128 H|0|E] 27|
4&7] vk ALK7(22]F0] 85 WAAH -14%) 34 dlole 370, At
<= H87H 302 A & Azetel=, 109 24/=24 ALKT 11.6%2
2] L/O= Hlupn} 4] =2 Aol A ALK7 714 ¢ &4 =9 E=A. 9
¥ Dual-siRNALZ 423 DIMER-PAZ EZ FA 94 442 &9l
W v/ MASH EFl Dual-siRNA 37 Al £ 712 A% Add) 32

124 24 2024 2025 2006F  2027F  2028F
D4 (01eka) 4 829 466 297 689
SO (ML) (601) 98 (472) (679) (490)
GAOLRLE: (%) (16,927.1) 19 (1014 @89 (712
EPS (22) (500 (001) (337  @481)  (316)
PER (£H) - - - - -
ROE (%) (2625 (05 (752 (1675  (24)
PER (¢H) 3.

[ O]

17.2 222 413 39280
36.2 -

EV/EBITDA (Hf)
Zt2: Bloomberg, ASHEAIZH

jri=3

(2 218t Premier 2| M|

20264 108 22

[Alf/HI0]2]
=43 ave

B< sh.yun@shinhan.com
HYE azae

K my.eom@shinhan.com

S&P500 Al (pt) 7,712.6
AZEEY (M) 83
SUHAI (D) 1357
SeTAHIE (%) 96.3
523 |17t (23) 95.5
52Z Z[A7} (=2 36.7
3= (%)

BlackRock Institutional Trust 94
Avoro Capital Advisors LLC 8.0
FAUAE (%) M 3M 12M YTD
Hrh (11.4) (17.8) 532 (11.3)
AJTH (12.2) (214) 386 (239

Ft
(-1Y=0) ~om—OfZREE
200 S&P500 2|2
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100
50
0 4=
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ARO-MAPT 24+ 1A(AROMAPT-SC-1001) CIXFQI: 24201 5! X7] LX3j0|0f X} Ciak
&

Cohort A1 (2.1 mg
ay 1: N

/kg ARO-MAPT) (n=8)
Singl at Da o LP

o

B Part 1A NHV (6 Active : 2 Placebo)
I Part 1B NHV (6 Active : 2 Placebo)
[ Part2 AD Patients (12 Active : 4 Placebo)

[ Cohort A2 (2.1 mg/kg ARO-MAPT, D1/8/15)
Load e (Day 1. 8, 15]

©

@ All Healthy Volunteer Cohorts Fully Enrolled

8 Cohort A3b (Low dose ARO-MAPT) [n=g) &

3a (6.4 mg/kg ARO-MAPT, D1/8/15) (n=8)
e (Day 1. 8, 15)

Cohort B3 (Low dose ARO-MAPT) (n=16)

Cohort Ada (12.

Loading dose (Day 1. 8,

. @
g Cohort B4 (Mid dose ARO-MAPT) (n=1¢)

™ Cohort Asb (High dose ARO-MAPT) [n=5)

M Cohort B5 (High dose ARO-MAPT) (n=16)

*dose represents total conjugate dose
€J arrowhead & N

33

2t2: 3lAF A42(2026.10), ASHEAISH

ARO-MAPT 24201 T4 8% CSF EL o} 40~73% %A
CSF Tau — Part 1a (all subjects)

o ]
o 40
w
£ 207 ~ Placebo
e_ 1 _ 2.1 mglkg ARO-MAPT-SC
47 (Days 1, 8, 15)
S 4 ool .. 6.4 mg/kg ARO-MAPT-SC
is (Days 1, 8, 15)
22 0] 12.8 mg/kg ARO-MAPT-SC
= E (Days 1, 8, 15)
8 607 .. 12.8 mg/kg ARO-MAPT-SC
I’ (Days 1, 15)
» -801
O
-1001
£ & & o
Sl
Visit

242: 3|AL 212(2026.10), AISHERIZH

ARO-MAPT 5113 4219 BS(SAE), A2t 3! A2 S 02

_ . Placebo | ARO-MAPT Part 1A | ARO-MAPT Part 18
SHGHGEISISIE
N=15 N=30 N=12;
( ) ( ) ( ) (+) ARO-MAPT was well

Overall tolerated in normal

Any TEAEs. n (%) 8(53.3) 27 (90.0) 10 (83.3) healthy volunteers.
Serious TEAES, n (%) 0(0.0) 0(0.0) 0(0.0) « Most TEAEs were
Deaths, n (%) 0 (0.0) 0 (0.0) 0 (0.0) Grade 1 (mild)

o oA e 0(0.0) 0(0.0) 0(0.0) « No serious TEAEs
Reported in >10% of the Study Participants * No TEAEs led to
Injection site reaction, n (%) 1(6.7) 6 (20.0) 3(25.0) study or study drug

Vessel puncture site discontfinuation

e o} 0(0.0) 4(13.3) 3(25.0)

Upper respiratory tract 0100) 50167) 20167) (& No persistent anemia or
IS eninl(Z) neurobehavioral AEs.
Back pain, n (%) 1(6.7) 5(16.7) 0 (0.0)

Headache, n (%) 2(13.3) & (20.0) 4(33.3)

A2 B|AF 2k2(2026.10), AISHEAIEH

2 216t Premier 21X 16 | QATHEXISHA
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ARO-MAPT 24t 1/2ad =2t A1}k L|SIFEAIR KLY EF: X
CSF(kx|24) EI Z[CH -73% A2 247 FA O|AQ] &5 =20

109 149 2= ARO-MAPT(ER A GAxel MAPT B4l siRNA)
o Q4 1/22% 7791 AFHPART 1) 27hFct 10522HEAe £k 90 %)
71% CSF & Br$7} 2.1mg/kg(33] £2P) 40%, 6.4mg/kg(33] F2PH 69% 2
12.8mg/kg(23] TP 73% #aoH Yok +16%= 2 AXE HIt

A9 e g o249l B s 02 el B {4 AR
stol 271 18] 52 W 1819] %o 3712 710 4 A Sk

ARO-MAPT £2 CSF Ef2 ¥t} 40~73% X
Loading Dose of ARO-MAPT Achieved Individual CSF tau reduction
of Up to 85% with Mean Reduction of Up to 73% at Day 105,
Duration Supports Dosing Every 3 Months
CSF t-tau: Part 1A, Loading Dose Only

CSF Tau — Part 1a (all subjects)

- Placebo

- 2.1 mg/kg ARO-MAPT-SC
(Days 1, 8, 15)

. 6.4 mglkg ARO-MAPT-SC
(Days 1, 8, 15)
12.8 mg/kg ARO-MAPT-SC
(Days 1, 8, 15)

.. 12.8 mg/kg ARO-MAPT-SC
(Days 1, 15)

(mean + SE)
B8

CSF t-tau: % Change from SCR

A1 8F7(12.8mglkg) Y F:0|: 7 HUGA EIS ZA, T} 85%
CSF Tau — Aba individual trajectories

- Placebo
- Active

CSF t-tau: % Change from SCR

2 21t Premier 21 M| CIEAIS A
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o[l AW} o FaT o= 7IE AL FAR} FARE CSF B JAIE T
siEAlR BAT] el vl @Al/ofe] 21 A0) exslolm g5 MAPT
E}7l ASO tlghdAle <A} 2Ato A 344} tjAF CSF EFS-E A4k -50 ~ —65%
AAI5FH ARO-MAPT(AZF tjAr —40 ~ -73%)9} AR 58 HolH)

FPN

Hehae dg ke oA Frold AHLH60mg, W] 15)NA ADAS-
Cog(@=aiolm Q17 H) 42% A% £62 DAGIH et oo A 2
A5 Gagct et fehiAe 154 A% CDR-SBQARAR)IY £
olz/o] SHRIE7] 99k ADCS-ADL(IAMIEAE) SoAE 2 ao] ¥

=72 ek

ol B oAl AAY] FRFETE UF &2 A& o] ¥gler FAFC
otz BA AZo| ¢stA o|FAAL grofrh Wi ZE ARO-MAPTO] %
| &=stold iy 23t o 83 ol

CIZH4 Q4 24 ADAS-Cog 42% %91, J2{Lt ADCS-ADL 23} R, CDR-SB 8% 9|Z4 0|55 5 o

il

a
[e]
=

N

Reducing tau leads to cognitive benefits in AD with AR still present

Improved: Cognitive function {ADAS cog): 42% s\owng d d itive decli
educed cognitive decline

No effect on functional decline
Lowest dose most effective
Dose-related side effects: confusion &
falls (~1 week post injection)

Tau PET (SUVR)

e 0214 Placebo Study treatment
Diranersen 60 mg Q24W ¥ administration

Diranersen 115 mg Q24W
Diranersen 115 mg Q12W

thHie
.

——
-
—he
-

o ——

0.0

SRS S ——

Diranersen Ph2 (Celia) results presented at AAIC 2026

ZtZ: BA} 24Z(2026.10), ASHERIEH

CSE ERS- oAl Blistel ARO-MAPTE: 779l thaf 40~73% <A, tlehd
A PR A 50~65% AR AR Tkl SIS W Aol e @

AuHole £9I2 BT 4 QAo HAT T4 glol HARE Hsle] 24
@ A foRE [ARoo] 753 ARO-MAPTS] 2 Mol 992 pehech

18 | QUUEXE
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YobE oo ozaich 89 259 AL 7|2 42w (A7NA SAEAZEsH
HzQ) /\}D} g 2o 2ot T 04 AT o8 (Loading dose)S 2~3
3] Fopdh2 PART 1AG0%)7 /i S E AE=Fo= o7k PART 1B(127%)
Ay EAE HBE 2ol 2] Sk AR FAEE fARE kS dr

7P RISl R FaR8-2 A 9] HES(PART 1A 20%, PART 1B 25%)
gt ISEOIMH. I Qo T, AE 4 ¥ 5ol A

A FDA <<l E*ZO}OW A A=A HAFARGE 71E, SAE 14%, AP

6.9%), 71<=2HSAE 17.4%, A1, 1.9%, £ T 13.1%) ]
44 -9t EQF BBB ME w2 FAlM BEEE ARIACH =
G o= A ottt

j_
w "
H“
T e
2
_a
oha
_\1
i

Aol A 25

U
UAH TF 9 G 5 ABA ol §EEo] igit= 2 ug S Aol
ARO-MAPT HE8: M2Iot BXFE(SAE), A% X k|2 FTH 02
ARO-MAPT Demonstrates a Favorable Safety Profile

N of Subjects with Treatment-Emergent AEs

~/ ARO-MAPT was well

Overall tolemted in normal

Any TEAEs, n (%) 8 (53.3) 27 (90.0) 10 (83.3) healthy volunteers.

Serious TEAEs, n (%) 0(0.0) 0(0.0) 0(0.0) * Most TEAEs were

Deaths, n (%) 0 (0.0) 0 (0.0) 0(0.0) Grade 1 (mild)

Di tinuati

dus 10 TEAE, n (%) 00 00 00 * No serious TEAEs

Reported in >10% of the Study Participants « No TEAEs led to

Injection site reaction, n (%) 1(6.7) 6 (20.0) 3 (25.0) study or study drug
i discontinuation

g PGy e st 0 (0.0) 4(13.3) 3(25.0)

Upper respiratory fract 010.0) 5(167) 2(16.7) @ No persistent anemia or

infection, n (%) neurobehavioral AEs.

Back pain, n (%) 1(6.7) 5(16.7) 0 (0.0)

Headache, n (%) 2(13.3) 6 (20.0) 4 (33.3)

2t2: 3|AF 2}2(2026.10), AIGHEZISH

Ud 37hE ARO-MAPT Shzstolm g Asteldl CSF ek olAe} 37 &
$PET Wt 5 WAele] cht ofAel U3ol olek Hobh CDR-S3
ADAS-Cog 5 Z3lolr] S4 A ATONE fost Aupt vhom £7]~
W) SelF Aol Flol e 22 Szstelm] AAIA S0l ek

19 | QUUEXEH
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TRIM CNS E34&: {732 HOEE &

ARO-MAPTe] 285 siRNA HE Z34F TRIM CNS& TiR10] 2ot &
TECQL SiRNA ofgg F7= 2 Fxrh. HIw Yo o5 ddse
TR1& WAz BBBE 7o) AlZz Soi7ked], A AE vl 247 2ot
A2 §HORE FHAS FHT S ok FA: A

TRIM CNSE siRNAS wAsh= WA og thofpt HAglo] 2849 4 glo
@A) mpolzatel F m1&H ARO-SNCA(eHFEIA 1/0)9F ARO-HTT(AHY
e L/O)o]l A-&&3lct. o]#l ARO-MAPT ZAxg T oFzo] Al ¢4 2

72 A5 5 9 olfrh
TRIMCNS 2Z: TfR1 EF2I 2tE + HH + ZEHE SiRNA (E7] 19] |oHE0] &

2026'A 108 22%

Aty

FEYF X O 10H] 0]4)

Delivering siRNA Across the Blood Brain Barrier: CNS-Targeting

TRIM™ Platform via Subcutaneous Administration

TfR1-Targeting Ligand

Systemic Delivery Platform
Targeting the CNS

* Ligand-driven delivery

« Effective and durable reduction
in expression levels

* Convenient subcutaneous (SC)
administration (quarterly dosing)

* Favorable safety profile (rodent

and NHP >10x margin over
efficacious dose)

A2 3|AF 2k2(2026.10), AlISHEAIESH

Of2LS|= THo|Z2tol: ARO-MAPT, ARO-SNCA, ARO-HTT 25

TRIMCNS &

Therapeulic Area Fro-clinical [Phasel [ Phase2  [Phwse3 | ProductRighis
Plozasiran®
FCS, SHIG [0}
Zodasiran
ot el
Olpasiran
Olpasi AMGEN
G3K4532970 @
b

Cardiemelzbolle  aro-omer.pa . a

ARO-PNPLAZ
PAASH

@Mad

2

igal

ARO-INHBE
Aron —— (o]
e — [}
ARO-RA
ool B R [}
menan ARC-MMPT —— Goasein
Idlopaihic Fulmonary Fibioss bl
Fazirsi
Uver Ao e Disease e [
Reainss oas @
AROC-MAPT - a
FL R — ) novarTIs
rnsag-uuxq [T
$
Neuromuscular ARG-DM1 ‘M "
Kdyotonic Dys ooty Tyoe | » -
L) —— [
e A2 oamery
[RREEEE ] Lsneiorn
Frosi {
ARO-
o oo e—— | o}
er ARC-CFB a
Complement Medialed Disease
ﬂ orrowheod Tissue Targets [ Uver [ Lung Muscle @l Advose T NS
. = =| =
At=: 3|AF A42(2026.10), AMSHERSH
L. *
2 21t Premier 21 M| 120 | QMTEXISH
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ol Ao A 7Pg Fag BELS ARO-MAPTZF A4 FojQl mal5AHE-20]

= 34 FoiQl AR FARRE fARE Bee HolE ot 2oy A7 F
A At didud gt ofgo] HTHH MY Fadt M AiEe &
Eoj71x] grerhy B, AXR WAgh gAx AgAr Hoge B2
FRAANME 991 2= AAd 2249 AT Aol Fetsizle 2.

2= A GFF GAolA MAPT B2 mRNAS H47 F4 52 o
StAfste] AAES HlwRith A4 FAR= Thoracic Spinal Cord, Temporal
Cortex 5olA AAEo] ZIAT Caudate, Putamen 22 x| oA oA
o| mm|gi oLt fﬁﬂ?’\ﬂ:— £ 990l 124 At AAZ TR EVPZE
2t siRNAS] A4 = BAIEHS oet g9 7 527 127 225
A5 ASO= 94 —‘i@,oﬂﬁ Hyy} 75k ke Aoz MmEr}

BEF MAPTmRNA 0] Sl B4 HA2 ZANE) & M5 (Caudate, Putamen) %A O|O]

BBB Platform Achieves Uniformm Reduction Across the Brain | 8
IT, 15 mg, D1 SC, 3 x 3 mpk, qw:
Sac D85 D1,8,15
Sac D99
macsr @ Lenesine mpas w Lgmmia
1.50 o .
5 .
g 2

Thoracic T Caudat Thoracic Temporal Caudate Putamen
Spinal Cord Cortex Spinal Cord Cortex

A2: 3|AF A12(2026.10), AISHEAIZH

TIRT 2I2E SIRNAGH, SER)E Qo8 FU% AL vs. NS D158 ASO(Q, 9702 FUsHX| 42 2E

TfR1 BBB siRNA Delivery Platform Improves Homogeneity of Brain
Distribution versus IT Administered ASO (without a lumbar puncture)

TfR1-ligand Conjugated siRNA — NHPs Non-shuttled ASO — Humans

Figure 3. Whole body [*Zrj2r -DFO-BIIBO8O uptake across participants
w1 Wz )

=]

2

E

2

&

E

5

g

£ 0.86

g o7 3

3 0480 68047 I

§ o5 t.

&

=

<.»°\ o°¢§o°\§<,° »s‘ T \'b‘° < @& °‘\ "\? \\\‘6‘
I e &
«(ee “o R v.;’ @Q° &
N [ P—r— CT scans. S0V w1
Administration: Distribution: Capillary Network Administration: Distribution: CSF Flow
Iv/sC * Homogenous delivery LP * Heterogenous delivery
(location, location, location) « Lesser exposure

* Broad pharmacodynamic effect
+ Greater exposure

A2 3|AF A442(2026.10), AMEEAZH

Collins et al. CTAD 2025.

121 | QMEHEREA
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AT HAg 77k 21849] 7H& TRIM CNS7F 284 w310
ARO-SNCAS E3iA &l 20259 99 HbElA= AYA ot
ARO-SNCA= Alof i 2290d8(ia= 292l =qste 2
HAT ol ARO-MAPT A2 ARO-SNCAQ] 4 Aa3} opdA
7V A St wadith

ol N
¥ HU
2

N

)
do o
o flo I

rh

NEPHe WRME I =2 yd A7) S Al Hde SHE 2709
WIANEAL(CTAE &5 Folot. AFEPPde #at ozt HAAgh +3
Ao, WS 223 wElA S Jhse BRB0R Y Wrleln glo] o
St 285 & A FAHo|tt. TRIM CNS AZol 2 z7] &4 L/O 5
o sosta olojd % glo] HgHe| & F2 Wasjh A2 7 9 WY
SRNA 7o 714¢ 458 S99 3¢ A4 10209ei2e 497 oo
A4 A%S abg TRIM CNS] L/O 7H7} o 7=l AJgelc,
TRIMCNS BF A9: NZEH, FUEE, 20 Zof, BES X HINX| &7 7ks3 HE 22
Key Takeaways
@ A major scientific breakthrough: Clinically validated delivery across the blood-
brain barrier that overcomes central obstacles of CNS siRNA medicines
O Simple treatment: Subcutaneous administration eliminates the need for spinal
injections, making treatment more practical for large patient populations
A platform with expansive potential: The technology could support an entire
pipeline targeting neurodegenerative diseases, psychiatric conditions, sleep
disorders, migraine, obesity, and other neurclogical conditions
ARO-MAPT is a candidate with substantial potential: Tau reduction could be an
Wy important treatment for Alzheimer's disease and, nearer-term, a powerful
treatment for multiple primary fauvopathies
= SAF 24=(2026.10), ASHEAISH
2 9] ZX| M2t SiRNA A2 %0|: 2|4 10ALHE A|Z
A ZA(HHEAN At A%AR (M3,
202307 =HIEIADTNON  7I9f Q4 (RIS 23t ZHE) 10202 (522)
202411  ANHEHOHERS|E) ZS-CNS-H 771 + H=2 671 110A4=21(8.25%H)
2025.05 OfEH|(OICI=A) M- HA-SRF SIRNA 82.2A=2{(3.35A=2)
2025.05  HIO|RAI(AE]) CNS = RNAI E2|A 10.59E2{(0.16A4=21)
2025.09  HIEJA(OHZRSI=) ARO-SNCA(LZIEH) 2290 2A)
202510 =HIEIAOHICIE) 719} Q14:(AOC EHE) 12024124
2026.05 GSK (Al2tH}0|2) SA-030(ALK7, H|2H) 21095
2026.10 2 (ZUEHEHEREIA)  ALK7 SIRNA 11,6242 (1242

242 2t AL, MBEAE
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ALK7:427] & GIO[E], RHIRE 88 3H Al 7X] &5 E2|7

&7 19 2L =L ARO-ALK72 Z|HHAE eF2 H|gk §47F 2|24 Hx
A HlolgE 3R 2 55 do[H7t &9 42710 s/1ET. FE X
e AR sHeteE AF 3 AR HolHEHA, WA d®rt = A
HR2E W8 ElolE 3 o= AR AN A Al 2 Mzeto] =t

ARO-ALK7 4 tAQlE HH ALK72 192ke} 8542H(125F2ho] 23] FoF,
AHREE Smge 15UAFRE 2539236577 w5 Fojgich, INHBER T
Eof 27|17} Z1(NHBE 43, ALK7 125), Ag" Futec B§47|7to] 1Y
(INHBE 243, ALK7 365) 94 A8e oF 287 Aw Zoha A= A5
B8 717t A8 SEE ARbeld 4R7ole BEay 9 ofgl Ayt 34
g 7FsA30l &1L, W HlolH7A] FEE 70 o] A £=2 whedich

gheF ALK7 + AHkeE A-8=F 8 diojel7tx] @7 F7/HeEttd ALK7 e
siRNA Fz9] Futet W8 AJq7] gRlofeh= HoflA 41y | ohgeo] ¢
Z Zolt}. GSKe} 24r= ALK79] INHBE thu] WA 9] glo]ejqt gholsl
S fr 77t 13329, 1L.6xYoR ALKT ofAlS Stugygich 7h/uiAhA]Hhsmat
oftz} A5 Aol AHREE AlUAI7F FIEH ALK7 Zejn|¢lo] 37| 2t
ZF 4= 9lo] Blmhte] ALK7 &5 Aoz ofojd 4= gt}

AROALK7-1001(1/2a) 2XE CIXIQl: = SHH/OISHE H|TF Chd

Cohort 1a (10 mg ARO-ALK7) (n=6) BN Part 1A SAD (4 Active : 2 Placebo)
@ Part 1 Cohorts Fully Enrolled I Part 1B MAD (8 Active : 4 Placebo)
Cohort 2a (30 mg ARO-ALK7) (n=6) Part 2 (8 Active : 4 Placebo)

Cohorl 3a (100 mg ARO-ALK7) (n=6)
Cohort 3b (100 mg ARO-ALK7) (n=12)

Cohort 4a (200 mg ARO-ALK7) (n=6)
Cohort 4b (200 mg ARO-ALK7) (n=12)

__________________________________

Cohort 5 (400 mg ARO-ALK?) (n=6)
Cohort 5b (400 mg ARO-ALK7) (n=12)

__________________________________

MAD « Mulfiple Ascending Dose: SAD « Single Ascending Dose: ZDM = Type 2 iabetes Moltus: IZF « Tizepatide

AI2: 3|AF A42(2026.01), AISHERIZH

ARO-INHBE % ARO-ALK7 4 CIXtQl Hlw

B ARO-INHBE ARO-ALK7

QA AE | NCT06700538(AROINHBE-1001) NCT06937203(AROALK7-1001)
SRNA SO 1213}, 20234053, 4% 1202}, 85224053, 122:)
HHERE B0 | 15~169Y2H( 24324 £ 13]) 15~253UaH (2 3652, F 13])
GIOIE| O] | [12] ZHLHBAI 1234L HiS 1654t / [58] ZHUEAM 24530 | [12] ZHLHZAE 8 HmRNA 125)
St 2y 12 | 2 789 150 (ich)

At2: dinical trials, AISHEAIZH
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18 ARO-ALK7 tt=2H [C|0|E{ Review

ALK7(ACVRIC)2 AHAMZAA TdEE= +8AZ, 24 A5 T THEAA
SO & Activin E9F A3 A] A7 AAETt. ARO-ALK7S AHAE
o] ALK7 B4 mRNAE A8 AYZsh7t Aoz offA s it
ARO-INHBEE XE33t 7]& siRNA A A= Hgo] folgt THEE FAC

2 HEG ot ARO-ALKTS A9 z4e 24 elsts 2ol7} 9t

ARO-ALK7 ©s] B0 8% 7|Z, WAAS #4AE 200mg -13.6%, 100mg -
122%(ss. 9IF +0.5%)2 ARO-INHBE ©] £l 85 712 400mg ~7.1%2

et Bse Helth Ao 845 AH At SR sjA =, A
SN 7Vt AS A% AF|A = INHBE the] ¢ 2xp7} 7|t Eoh

HJ

427] HolHE Tk 5 oh¢lte] A Heteh AGEWWEAY, 7J7<l%
syl 30" Aow difeitt 714 F2sjof 8 ZolEL 1) AR

3}, 2) HlgRo] Al ay A of it whef of7of Aube EﬂOlEM 0*771]
/e 3) AR E 8% F7F A4 7He At 4) %ﬂﬂ}i’fc D*E e AS/

r—— 1

A M Ae7b ALKT #59] 2df ZJAEZF F Zojot.

)]l

~

ARO-ALK7 24t 1/2a% - ALK7 mRNA Ei9} ARO-ALK7 Ak 1/2a%t - LiZHX|EE Bdg}
409 5v 0.5%

N=4 N=4 N=4 Ned

-5.7% -5.9%

"

-

=3
1

Mean Percent Change
from Baseline
(£SD)

Mean Percent Change
from Baseline (£SD)

Ll
Week 8

Study Week
-8-Placebo ARC-ALK7 -4 ARO-ALK7 ¥~ ARO-ALK7 —4 ARO-ALKY
E 10mg 30mg 100 mg 200 mg
2t&: 3|AF 2t=(2026.01), 4 2t2: 3|AF A42(2026.01), AMEHERZH

[INHBE/ALK7 7|H] x| £X ZAZ F ALK7 £8H9} 2[7tEQ| ZetS 2tof XY X5 4t}

—_

ARO-ALK7
ALK7
Other ALK7 production
li d inhibited
T B lgoan s inhibite
Increased * | & ; qf“
- G Activin E \
cess Y
caloric &g 8 &
intake

TS EY 4

ALK7 (=S[) AL <A
— 2|ZtE 2 Ao AL =2 etet
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DIMER-PA: Dual-siRNA tH2|2 Thd siRNAELH =2 X

1 15¢ ARO-DIMER-PA(PCSK9 x APOC3 o594 siRNA) &84 1AE

i 94 1/2a% 3t A0S S7030E Dual-siRNA ©3] Foi7} Hej4dat
A 2471 S 4= Atk 275 AR 2z Holez Fasit. oln
3 SIRNASL |7t ey dghollq 2o 409€92((5.629) tiEo] 7IH
H= A%olA Dual-siRNA 45 Al o 2 AAE 71dis] = 4 ok

Nel
m{o

ool ofN

AAF 1/2a%0l-] ARO-DIMER-PA &3] Fof(Hdf 400mg 53 A i 24
a8 PCSK9 -72%, APOC3 -88%% 7|1&3om AA A3¢ 34 4 4
A/AHM . LDL-C -54%, TG =73%, non-HDL-C -61%, ApoB -50%% 7]=
ot AR 9] W Fao] Ao ofs i SAEE ISl

Al

F53 EIEE T JhAlt O B SRNARTH A2/Ag Aol A @
B SRNA FoF A Mok A3/A5 70 438 o 7Rs4o] Bk

PCSK9 E}7l siRNA #@H|Q:= [DL-C(LHE ZFHAHZ)E oF 50% XZXIDP

TG(EAAY) &= ujulsict, APOC3 EH4 siRNA FEZ2= 53+

Z AN TGE 50~62% A= /AP out LDL-C Hsk= vju]giy non-
1

o5
A

HDL-C(FZH2HENA £2 ZY2HE A&)) WAL o -24%0f 2H )
ARO-DIMER-PAE A3 F&FE & F Ue F 7K 8BHS FAlol A9
LDL-C, TG, non-HDL-C 37l A& 7j4o] % =g tjH] =2 Aoz 5

9] ¢2lo]

e ol YIM Aoz JTAH. 53], o] Wapso] HHe
S tAESEIT/MASH) 2 A Ao 2 o] A& Aor Hnh

gole} W& G4 LDL-C 7Hitgo] 71 dulost SASIR: )5t 2ol
02 F7M -10% A= sehyoM, Bhel AR @ A
ARlQ e TR At e 4342 A sloldz BeRich

L
N
B

0§298|= Dual-siRNA 2X[UZ TE2T ARO-DIMER-PA: A|r§ 400mg £re| 0] Z} (AT} 248)

(%) B AR | e
PCSK9 | APOC3 LDL-C | TG | non-HDL-C | ApoB
0
(25) -
[T H|e
0 -0 ESIEEE
. 0 (50)
(54)
75) (61)
(72) (73)
(100) - (88)

AI2: 3JAF 2}2(2026.09 EEAIR), AGHER[S

e
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CHe HEX SjRNA vs. Dual-siRNA X|E 7iA H|»

%) ETe) Y=z ARO-DIMER-PA

(PCSK9 EtZ! SiRNA) (APOC3 EtZ SIRNA) (PCSK9XAPOC3 EF2! SiRNA)
LDL-C -50~-52 -4~-14 -54
TG - -50~-62 -73
non-HDL-C -43~-47 -17~-24 -61
ApoB -39~-43 -10~-19 -50
£o 74 6740 12] J7HEo]| 12| o4
i %44 3M(ORION-10,-11) oA 2bAH(MUR) U 1/2a4

= 7273} 713 26723} 71 tis| &

A2 NEIM 2020:382:1507-19(ORION-10/11), FDA label(@H1.2), NEIM 2024:391:899-912(MUIR), S1A 2k2(2026.09), AISHEAHZ2
OH2L|E Dual-siRNA EZF 71T 1Lt EX17t Endosome 2 01F 22|5f 24t o2 +9

Clathrin-coated pit

'.".w Oom Single Chemical Entity to Silence
Two Gene Targets

Target protein 1
1 \ * Regulatory advantages over
AAnAn ARRAA Recycling > two co-dosed drugs
ASGPR =
mRNA cleavap?’\/\ - j WA

» Two siRNAs internalized during

one receptor turnover
RISC-loading t

At2: 3|AF 2}2(2026.06), AIGHEAZH

#50| AlY: Dual-siRNA T vs. THl siRNA & H|w Al SARH AR

Monomer PCSK9 (3 mpk)
+ Monomer APOC3 (3 mpk)

i -a- ARO-DIMER-PA (6 mpk)

Relative Serum PCSK9
(Norm'd to mean predose)
Relative Serum APOC3
(norm'd to mean predose)

T T T T T T T 7T
-14 14 28 42 56 70 84 98 112

Day

* Cynomolgus monkeys were administered ARO-DIMER-PA via subcutaneous injection on D1
at 6 mg/kg

* ARO-DIMER-PA exhibited similar potency in lowering serum PCSK? and APOCS3 levels, respectively,
when compared to equivalent monomeric therapeutics (targeting only PSCK9 or APOC3)

A2 B|AF 242(2026.06), AISHEAIZH
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ARO-DIMER-PAE HHEEAN(22]) TE(Part 2)5 F7l A4 &2 =&
3 bAoA 2~37] S BY] 182 1397 HHERS] faAdS aelsial,
LDL-CE 1A} W7IRI4RE sk 239 1A @S 34T A7) A8% A Ald
(CVOT)& AT Agolct. PCSK9 @ siRNA #H| 97} LDL-CE 1A &%

o FDA Q8RS o]2io] glof sj7be] BapAe Utk waicl.

9 IAGZL u|F Ak oF 28] St Qe Aoz ) mtol
2 (3] 9Ag FCS — A% sHTG, 1= W 3005H)e] o]

oot
r O
ofN
)
juirt)
il

ol vl Faet oAleltt. Al HlolHE 5 shejod EaE ool

=
r =
A, HTE 2 MASHeA 57} Dual-siRNAZF Ui 3702 o folw, &4
b 2 Bl ool mojmeilo] 9 FQl ZAow motHn, AR 3%
2 AR At 2ok EEchs Aol ddH tefet nsE e A9
] o
= 3T

8 =1

oz FAAE sto|ZallSe] 2 PAl Wasit,

ARO-DIMER-PA Y% 1/2ad} A7: Part 20 22| F0f =1t A5

Part 1 Single Ascending Dose (SAD): Part 2 Multiple Ascending Dose (MAD):
Subjects with Mixed Hyperlipidemia Subjects with Mixed Hyperlipidemia
screening  Day 1 (Baseline) Week 24 (EOS) screening  Day 1 (Baseline) Week 12 Week 36 (EOS)
(Day -35 ta-1), L (Day-35te -1) | 1
4 I 4

Cohort 1a (n=4)°

Day 15 Safety Evaluation
Cohort 2a (n=4)°

Day 15 safety Evaluation Cohort 2b (n=12)'

Cohort 3a (n=5)°

Day 30 Safety Evaluation Cohort 3b (n=12)

Cohort 4a (n=6)°
Day 30 Safety Evaluation Cohort 4b (n=12)

Cobhort 5a (n=6)°
Day 30 Safety Evaluation Cohort 5b (n=12);

b 4:2 ARO-DIMERPA:placebo © 6:2 ARO-DIMERPA:Dlacebo
212 SA} 24R2(2026.06), AlStERIZH

2o DXUS 4 AN

S. adults

NHANES 2007-2018 representing 104.4M
U.S. residents.

* Prevalence varies by race, ethnicity and
sex

* Mexican-American highest
hypertriglyceridemia (13.2%)

* Blacks: lower hypercholesterolemia
(9.4%) and hypertriglyceridemia (4.4%)

& 3)AF 24=(2026.06), AISHEASH
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BBBE HZ A siRNA: H|TH Dual, CNS 2F MEJ[goz 5

of2Ld =t L3foflet |7k ALK7, Dual-siRNA 12]3 AXTe A 44
2 AgANA 7V Fa7t G990l Hx G4 dlolHE st sRNA &
E71der AGHth &8 42719 W= sig ZokselAd 412l HolH
ot A7t 7diEE 719 s A ARt

w4% ARO-MAPTE= 94 1/2a%lA motAL 2~33]2 CSF EF-E i
3% QAP 27] FoF 754 SRt 71E A7) FAE HAS fA
2+ AzA 9 S A A AR Fasith d 2782 ARO-MAPT
z7] gzstold] AFtolA 2} CSF R At F4 A AS7 I Al
B 24 HIT @A olFA & ool i) sUtt SdiEe] A8 1t
718 ARO-SNCA(HIE]A), 5EH ARO-HTTAHIED O] 7Hxx St
Fe Aot HAS AUARIA S50l 7l e AA SEED 279
CTA Ak A Foln EHE Aol IRl ofIER F5 A1ttt

H[TE ARO-ALK72 A 19 ALK7 |z 944 AS@ITEY 854 WA
9 14.1% Aol olo] 477] F4 dole7t /. T T ST AlF
2 A2 |} F ool gk AubeE HE AYA7E @A F3AE Al 2
Ametol 2z mogith, ARAL dubdd ALN-2232% A QA 14 A7 45
719l S5t F oAe] 34 Hlolg =<1 Al ALKT 7]A9] 7127} oF ©A|
Eod Ao et} ALK7S &5 WAA A golggtez GSK, 24
5 dutuprh AR 1099 oS WEdy] tgd i o& Aok =
W &8 A9 ALK7 OLX501AE L/O 53X o= 2 IS @S Aoz 2r}

Dual-siRNA &% Ag ARO-DIMER-PAE ©@3] Foj& PCSK9 72%,
APOC3 88%2 SA] 9A5t @ siRNARE =2 2713 oA|2e =3t
oS Age APAZ 2 EH, 7 271 2L A4Sk HITF Dual-siRNAS
CNS ZHES 49t HASH/FFA7A Dual-siRNA oAz i 5 54
S7F AdEnh g A-gFE0lA s B8 70 A faAle] wEE Al
THA] SH siRNA mfigfoelo] Ak 4= glo] 4hdadQl TolA B Argi.

OHELSIE 2026\ 47| ~2027'F H|ZH/Dual-siRNA ¥4l OHIE
IE

A7l | OMIE  SE

4Q26 | [HIZ ARO-ALK7 A4t GlOJES £ 371, AE T H ARG BE, @GN A) BHRE 8 ot 2
4Q26 | [H[2H ARO-INHBE 4l# Efl0[E4, MASH 20 7| 7K MASH Q¢ 4| (2214, GLP-1 E8 ), 21 2 H=

4Q26 | [HIT, ZHA BLIUZHALKT BRI AIN-2232 HITH 14 21t | ARO-ALKY CHi| AIS 2 & MY HE Y

2027 | [ONS] AA| £t ONS 2222 24 CTA AR HSS(LHERY, 3 o, YL H|TrS) 2 24

2027 [ONS] ARO-MAPT 24zl HE=E0] Zt MET EFR oA ALY, HIF U A RAE 07

2027 [ONS]ARO-MAPT 27| ¥2510IH 25 E Zit 212} CSF EFR, EF-PET Haf, MgA #2138 07

2027 | [Dual] ARO-DIMER-PA HF=50] i} £ 7|, MBS E oA SY O =l

2027 | [HI2,Duall 7+ 22 A4 H|2t Dual-siRNA S7H At B4 28t

AR BA AR, U2 FF, MHEASH



SECTOR REPORT (1] IR = 2026 108 22¢
26| mo|=afQl et
39 SHE 432 14 24 34 At oiEHY
) 712N L2013 RHZ 2o Arrowhead
Plozasiran (APOC3) zo = e seer
IFZHAHES Arrowhead
Zodasiran (ANGPTL3) | S3st 72N 12 ARIERS Arrowhead
Olpasiran (Lp(a)) ek dEE Amgen
N==inl
EﬁJ’ ARO-HSD MASH GSK
_____________________ :__________________________'__________—_________—_________—_________ e — |
I ARO-DIMER-PA =28 IA-RZ(PCSKI&KAPOC3) Arrowheadi
ARO-PNPLA3 MASH Madrigal
____________________________________________________________________________________________________ :
" ARO-INHBE B2k Arrowhead |
[ [
| ARO-ALK7 Bt [ Arrowhead |
2 Fazirsiran (ATT) Unp-1 AETM ZES Takeda
- ARO-HBV orY BY 74 GSK
o B = S 0 S R SRR SN Il
i ARO-MAPT 22510|H (EF?) Arrowheadi
s | ARO-SNCA OR7IAY Novartis |
ARO-ATXN2 LA ARZ 75 (ZLZLED) Sarepta
L L B i kA S S WS S W Wi i
| ARO-HTT ECEC) Sarepa |
ag ARO-DUX4 FSHD Sarepta
- ARO-DMI TR 0| EUZ 1 Sarepta
H ARO-RAGE S Hi2et Arrowhead
ARO-MMP7 ELMHERS Sarepta
H2 Ef 2% 7 2t CNS 28 ]
A2 )AL 2R, MRS
ALIUB/Z A AJHEY 201 1) OB A% oiot Al F43,2) 47 HSE Uy 23 I8 A B2
o . 25/0 c
(detgeh) 21006 2111 BB (F) —— N DIE(S) B e wmapor. IR
80 , I=2LHM9 ARO-I:SE) ARO-HSD 25:.03 26/02 16
NZF2 HOEfgE  GSKL/O 24/06 e ‘-m sQsest
20/12 2112 omeap  ATTRECMEZ kA st
20/10  HHI(@A HH|Q (TR EZS) ATTR-CM 34 45
60 oy REse 0= 8 12
Zop 22/06 24/06
ARER(ATTR-CHEMNZYZ) 01Z a0 | HBER
A
40 | 22/08 8
SOE 2 (ATR-CM) 34 42 25/09 26/01
ARO-SNCA [k SiRN
A
0 24/11 =HIEIAL/O 25/”%!@%;&T
i B == 4
ojzaq  26/07
2Q 42 52
0 LMl
20/01 20/07 21/01 21/07 22/01 22/07 23/01 23/07 24/01 24/07 25/01 25/07 26/01 26/07
At2: Bloomberg, ASHEAIZH
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