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% Tau & @ 69K EIE4&: ARO-MAPT £ % 1. 8. 15 R WA 2.1mg/kg #= 6.4mg/kg
2h, & 105 RHHEA-FHIEIK 40%F= 69%; ARO-MAPT &% 1. 15 R¥A
12.8mg/kg 425, % 105 REI-FHIEIK 73%, R KGR 85%; (2) HAtk: %
105 KA KK 2H)E 90 R, e ik i tau OB EEIKRIBE A —ARE
RIR B EGH T o
G4 7 &, ARO-MAPT B4Rt M RIF. KEHREHTPHAO KRR FH
(TEAE) # 1 BX# K. AHRE®E TEAE. T RFHIF LA 5677 RiR H
789 TEAE. ARS BB R LRV ZITAHARREH. BT WS4 TEAE HiE
HEAZ R R o FRIBAE A . ErFRE R, BRA kR
® Arrowhead A 2 /£ 2027 F# & £ % ARO-MAPT #1/11a #A ks &K 2 4%
Arrowhead 4t % ARO-MAPT & iX 31 I/lla #) % & 7| 3t B 7| & i 38 oF %
AROMAPT-SC-1001 (NCTO07221344), #HX|tANY 64 L1 EEBRHERRS 48
74 AD %% . Part la ¥R ERFZET 1-3 FE T IESE; Part 1b 4= Part 2 3
o, HEERFEATH AD SRERET S REEAE, EERS 5 ML TESH
ARO-MAPT 3% &,
ARE B, IAREERENDC AN, Arrowhead 7% % & % k838 7 &
R ERFINIGLE, FRETFITRESRMBATIGAL, T 2027 F2
M. BN BFH BT, HitXFEE MAPT 48X 51 ot X A=
AT PEAT B R AT A o
® £ AD WX DEBMA 9 M T RHM &, ARO-MAPT #°R— LT EHE &
NEBRBHMH AD BT RET AHEKX. HREKITETRE, ASO 4= siRNA if it
AR B ANGCAT M R e Bom A B 69 mRNA, A3 6 K-FinH #m & sk,
it LA BRRINE LiFEEmREIFZ S . B AT, lonis. Alnylam. Arrowhead %
% RN S| AL Aa 4k A By AD MZBER B &, ¥k % % & Tau. APP. APOE4 %,
Fm % A, BB G KA By BE 2026 F 10 A 15 B, £3%KEA 9 % AD
R T 4 3 N R M B
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1. Arrowhead ARO-MAPT Ulla #3+ 2K &, BT

BEREPEIEELFALY Tau & 4 IE4K

2026 % 10 A 14 B, Arrowhead ~% ARO-MAPT (LA T 877 T R &5 5k A
HAb tau & G B89 siRNA F &) EAZRITH 12a AL PLERE, ILEREA
B F LR IIE T st BB AR s 1 (BBB) ## siRNA F A& K&+ 28 Fie

KX B I TFE (TRIM™)

o

HREET, AREEREFET, (1) L TFizH ARO-MAPT £ AT fE% & (CSF)
% Tau & G 89 R A 1&: ARO-MAPT £ % 1.8.15 XA 2.1mg/kg #= 6.4mg/kg 425,
% 105 R4 5155 I-F 51K 40%A= 69%; ARO-MAPT &% 1. 15 R VA 12.8mg/kg %
%, % 105 REIFHEIK 73%, RKEMR 85%; (2) HAM: F 105 RAK A%
BB 0K, A RS tau ZRAWHEEKIBFE =N — KRR IR EL BT .

B1: ARO-MAPT % 105 £ CSF Tau -F 3 &4& 73%

E2: ARO-MAPT % 105 X CSF Tau Mk & X %18 85%

CSF Tau — Part 1a (all subjects)

NoB

CSF t-tau: % Change from SCR
(mean + SE)
s &8 & B

= Placebo

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

. 6.4 mg/ikg 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)

A

o/
Hm- s
=
@

CSF Tau — Aba individual trajectories

CSF t-tau: % Change froi

\a}
O&

Visit

= Placebo
= Active

FH# &R : Arrowhead /2 8] A%

FH# kB : Arrowhead 2 8] N4

Z4A&MNFT &, ARO-MAPT A LHRIF. KLZHET P HAYH TR FH
(TEAE) # 1 B&X%HE. AREZF TEAE. AT RFHIZLFLET7FHBEFR
% TEAE. AREFLEM R L RAVET AR FS. RFIREL TEAE A 2430z
BRE . $n8 F Rz RAG . L RE AL, BRAkA.

B 3: ARO-MAPT I/Ila # ¥ 3% 4% B 7 B AR& T P R ST

T Placebo
Characteristic (N=15)
Overall
Any TEAEs, n (%) 8(53.3) 27 (90.0
Serious TEAES, n (%) 0 (0.0) 0 (0.0)
Deaths, n (%) 0(0.0) 0 (0.0)
Discontinuations
due 1o TEAE, n (%) 0(00) 0 (0.0)
Reported in >10% of the Study Participants
Injection site reaction, n (%) 1(6.7) 6 (20.0)
Vessel puncture site
bruise, n (%) 0 (0.0) 4(13.3)
Upper respiratory fract
infection, n (%) o) S
Back pain, n (%) 1(6.7) 5(16.7)
Headache, n (%) 2 (13.3) 6(20.0)

ARO-MAPT Part 1A | ARO-MAPT Part 1B

10 (83.3)
0 (0.0)
0 (0.0)

0 (0.0)

3(25.0)
3(250)
2(16.7)

0 (0.0)
4(33.3)

Ak R : Arrowhead 2 8] A%
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ARO-MAPT & Al TRIM™ CNS -+ &, ¥ siRNA S¥emit4k & bk (TR1)
HEAARBIFEmR. K TERE, BFEMZIRERE A RS, Z5RaE N R miE
F @6y TR, BT LR F B2 F AR s J 1%, 3£ N CNS £ i )5 siRNA
KIEAER, B CNS AMEAMXE G tau AE G RK, R 23 6 # tau LA
BE R, BATEITEREBERZ LM tau & G R

E4: ARO-MAPT % A| TRIM™ CNS 4

Systemic Delivery Platform
Targeting the CNS

¢ Ligand-driven delivery

« Effective and durable reduction
in expression levels

¢ Convenient subcutaneous (SC)
administration (quarterly dosing)

TfR1-Targeting Ligand * Favorable safety profile (rodent
and NHP >10x margin over
efficacious dose)

FH# KB : Arrowhead 4 8] %

{3z &R, A% BB T TRIM™d fi B& F 4 42 & TIR1 69 T03% 45 H3%
A, 384 TRIMT™M BBB Btk (&) 5 TRRI 4812 R4 WiRHE Tf (L&)
25 A3 8, BP TRIM™ BBB AR R F A Bt TF 8944,

B S5: TRiIM™ BBB B4R FH A R Tf 6924

TRIMA BBB ligand

» Cryo-EM structure
comprising TRIM™ BBB
ligand, human TfR, and
endogenous Tf, shows
apical domain binding

» TRiIM™ BBB ligand does
not interfere with
endogenous Tf binding

Endogenous Tf

FAHE R : Arrowhead 2 8] A%
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BB, TfRI fofs 5% siRNA ##%-F 4, Ab# R EH (T) 42549 ASO, K&
TRERASFGHOGE (ALERMETR),

B 6: TIR1 ffi% 5 siRNA #£i2F & TIRERBIFHEA Y MR

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

3
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Figure 3. Whole body [Zr]2r -DFO-BIIB080 uptake across participants

Trigger Concentration in Tissue (pgl/g)

SRS
& P f <° \‘ &Q °‘° ‘2°° > “°
& & N
« & @Qo@ & ~o” & Q:\Q° Q@Q o°
<8 & ——— P Joe—— ranges bom 010 19
Administration: Distribution: Capillary Network Administration: Distribution: CSF Flow
IV/SC * Homogenous delivery LP ¢ Heterogenous delivery

(location, location, location)
* Broad pharmacodynamic effect
* Greater exposure

¢ Lesser exposure

Collins et al. CTAD 2025.

FH# kB : Arrowhead /2 8] A%

Arrowhead 4+ 3t ARO-MAPT &9 iX 57 Ulla #) 4% & 7| &F BB #| & & 3% #F %0
AROMAPT-SC-1001 (NCT07221344), #XIAN%) 64 L1 ERFE R R % 48 BT
#AD &% (XA AD PT84 B ks e 542 % AD % k). Part la ¥4 & &2
FAE% 1-3 7 ﬂiTziéh‘ Part 1b #= Part 2 314, f# & &8 & F=FH) AD XA W42
%R F=, RERS S F AT EH ARO-MAPT K245,

BEBA, TAREERFEAIC LI NL, Arrowhead X 7 A& % ok #3557
EHRERFNINGLE, ARETFPTRESHERAIVGANL, Ft 2027 F 23
. RN LT B hE e, ATRIFFRL MAPT 48 X 8 ot e R fe it 47 1
A LR AT R S

B7: Arrowhead 4% ARO-MAPT 7 & 1/11a 374 &) 2t B8 5 & i% 3 41 £ AROMAPT-SC-1001

Cohort A1 (2.1 mg/kg ARO-MAPT) (n=8)
Single dose at Day 1; No LP

]
G

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

Cohort A2 (2.1 mg/kg ARO-MAPT, D1/8/15) (n=8)
Loading dose (Day 1,8, 1

(% AllHealthy Volunteer Cohorts Fully Enrolled

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

Cohort A3a (6.4 mg/kg ARO-MAPT, D1/8/15) (n=8)
Loading dose (Day 1, 8, 1

Cohort Ada (12.8 mg/kg ARO-MAPT) [n=g)

Loading dose (Day 1, 8, 15)
Cohort Adb (Mid dose ARO-MAPT) [n=8) ©

&/ Cohort Asa (12.6 mg/kg ARO-MAPT) (n-g]
Loading dose (Day 1, 15)
Cohort A5b (High dose ARO-MAPT) (n=8) &

*dose represents total conjugate dose
d arrowhead R o

KA &R Arrowhead 2 8] A%
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2. 2050 $2HRBEXEBEZRERTHEX 1391, HHHFHFLX

3 F BT RE SR RIRE 2025), 2019 P EIRE T 1314 F BT RE A
%A% %F (ADRD) ], & &K EHK 255%, %L ARKE 320715 4], &
AR EH 19.8%; Ak 2026 5 9 A KA (2026 #R T R EEBE RIS P 3t
— T WFEF M, BHE 2019 F, £RAATL 5500 7 AR EmK; AEADZRL,
it 2050 FX 2] 1.39 12, ek K9 ZAHFRE /) RF G FIORANB R, 5+ Bk
FERRRALREIEGATRAZ—,

3. MEERGMA AD BHARETAEHEX, FHFLRHENG

RUE

54k y7 xR E), ASO #= siRNA i it a5 &k T AT AT A5 & 2 16 Bk 2 7 49 mRNA,
TG KT ERE Qb m, Bt L H DL L L5t Rmisih s, B AT,
Ionis. Alnylam. Arrowhead % % K\ dlAedly 40264 & AD B E %, 25 %
¥ /£ Tau. APP. APOE4 %, & % AL, Zhuhle9sr A& FH. B E 2026 5 10 A
15 B, 43REA 93 AD D4R 2h st N ls RV £

*%1: B4R AD £ R EMRIBRIE 9 XFEALTEANE, ARO-MAPT A—RX FEHLHET X
A% EEH ADEFEAR

KA MEER REFARER
NIO752 EEH Tau ASO HAES BRI W5 & T 3
diranersen PAEF 25, Tonis Tau ASO WA ES s & 11 #9 e & 11 #A
Mivelsiran A4 T4 2. Alnylam APP siRNA N ES 6 & 11 41 W & 11 #A
ARO-MAPT Arrowhead Tau siRNA HFES WARVIE WK VI
RO7812653 F K425, lonis APOE4 ASO NS 1R 13 1 R T3
ALN-5288 B AT, Alnylam Tau siRNA E RO RER ) R 1 # 1 R T 3
LY3954068 ALk 2 Tau siRNA NS R 1 # 1 R T 3
DNL628 Denali Therapeutics Tau | TfR ASO, AR EMHFBRABIR AOC  #hzst s & 138 15 & 1 #A
VY1706 Voyager Therapeutics Tau siRNA ) SEX ) & R T 31 1R T A
P B A A ) 25 Tau siRNA 1 R AT I R AT
APRTX-001  Aperture Therapeutics CD33 ASO W& R AT & R AT
RN276 X Tau siRNA % & AT 1% AR AT
HIY-03 PEEIHE A T - siRNA s R AT s R AT
X7
HIY-02 PEEIHE A T APP siRNA W R AT s R AT
LX)
AL-102 Oncotelic Therapeutics - ASO W& R AT 1 R AT
Alnylam APCS siRNA % R AT 1 R AT
A0 B R 2 APOE siRNA 1% R AT 1% R AT
A0 5 2 APP siRNA 1% R AT 1% R AT
f0 H) 2 Tau siRNA 1% AR AT 1% R AT
BR A0 APP siRNA 1% AR AT 1% R AT
W ol B2 B LB B 6913 B Ak B 6 / 10
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AREH ADEREAR
FRAMR 2 8) B £ A % thietzr o R

HREE BEHFAREE
- University of Miami APP | Tau siRNA - W& R AT 1% R AT
BEBT-756 & N 4¥ APP | Tau siRNA - e JK AT Ve SR AT
- Switch Therapeutics Tau siRNA - W& R AT 1% R AT
CASi-APOE  Switch Therapeutics APOE siRNA - 16 R AT 1% R AT
ADARX . -
ADX-199 APP siRNA - e SR AT Ve JK AT

Pharmaceuticals
- & M4 APP siRNA - W R AT W IR AT
- ERBL RAGE siRNA - W R AT W IR AT
XNA19A0 AR A Tau ASO - W IR AT
XNA199Q AR A A APP ASO - W& SR AT W& JR AT
- AR A APOE siRNA - W R AT W IR AT
- Atalanta Therapeutics CD33 siRNA - W& R AT e SR AT
LTX-004 Leal Therapeutics APOE ASO - W& R AT e SR AT
- Ionis PTBP1 ASO - e JR AT e SR AT
- Alnylam FLNA siRNA - e SR AT W R AT
University College . .,
- APP ASO - e SR AT W6 JR AT
London
- Alnylam CHI3LI1 siRNA - W SR AT W AR AT
- TR 2 Tau ASO - s IR AT W IR AT
- RAHI Tau ASO - s IR AT W IR AT
BWS-4 Ao w25 - siRNA - s IR AT W IR AT
BWS-3 Ao w25 - siRNA - s IR AT W IR AT
- Ionis IFNARI ASO - e R AT Ve B AT
- T A2 CD33 ASO - e R AT W& B AT
APH-1701 Aphios CCR5 siRNA - W SR AT s R AT
BMD-001 Biorchestra miR-485-3p ASO - W& R AT e SR AT
- ARB L APP siRNA - e SR AT e SR AT
N SiRNA, Hik EAZHFBRABIK . .
- v EA MR H - AOC - W R AT W AT
- ERAAY PTBPI ASO - e SR AT e SR AT
The Institute of . L .,
- BACEL! | TfR1 SiRNA, JAbiBaszhdy - e SR AT W SR AT
Neurophysiopathology

- Dyne Therapeutics Tau | TfR1 siRNA - W& R AT & R AT
- e & 4 APP siRNA - W R AT
- I A 4 SOD1 siRNA - s B AT & R AT
SR128 i A4 - siRNA - s B AT & R AT
_ N siRNA, Hufk A H BRABIK . .
GenSciP165 R TfR AOC - & AR AT & AR AT
- Fak APP siRNA - s B AT & R AT
- ST A Tau siRNA - s R AT W JR AT
- Gladstone Institutes APOE INAZER - W& JR AT W& JR AT
- Tonis. Saint Louis GRN ASO - W& JR AT W& JR AT

iE S o A8 B B & 0943 IR e ik B R 7/ 10
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University
- HRKEFE APOE ASO - 1 AR AT I AR AT
POL401 Seasun Therapeutics - ASO - W& R AT 1% R AT
PSK-01 B 2 A 4 - SIRNA, shittk - % AR AT I AR AT
FYNMO005 PAERERED AB ASO - s R AT I AR AT

FR 2> 8]
Korea Advanced

- Institute of Science and MAO-B ASO - W6 R AT W& R AT

Technology
TNK-001 Tinker Therapeutics APP | Tau siRNA - W& R AT & IR AT
- =EEH ACVR2B ASO - 1 JR AT 1% K AT
- =AHY ACVR2B siRNA - 1% & AT 1% R AT
- R AW Tau siRNA - & & AT 1% R AT
ADP065-ABC Alector NLRP3 siRNA - s R AT W% AR AT
- AT PIKFYVE ASO - W SR AT W% AR AT
- WwTED FXII siRNA - W SR AT W% AR AT
- BR AW SARMI siRNA - % R AT W% AR AT
- SR APP siRNA - % R AT I AR AT

¥

FA &R : Insight. L& = EFEEAEME ARG, FRIERF L GE: G BRBRES & 48 2R E 2026/10/15)

4. R &T
R EA BRI R, R KR, T35 5EF AR e,

TE 4ok B G H 094 B AR B Ak B B 8/ 10
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4 % = 9
GEAMRRTZESHERDE), GEAZEIMB T FHELSRERERILT] GRIT)) CEXFEHh. HHE LR
A, FFRIEFIFZ IR NIESFZ AR CFRE), Bl -F & X a9 s L iE B ey T L HULR
AHFLZTHBRAEAKLAR A AC3, C4, CSHEBRITH . & EHFEF LRI H ALK AC3, C4. C5
oy EBAL T, EBUH R, AR ISR B AR 84T S B

B MR Ti7 PR B, HABERTE, WiFLix! RifELTaEM@E5mE,

A7k BRI

4-#7 IF 75 B

A RARENELAR LA P BIER LRI T OIEARZ T MR TAERAR G 695 L BAERE ), AH IS
B, M, BANE BEARE, FFAHAEFNE R Gr. AREAW AT ELAR QT RIS, FTastsy
WA TEMRIL, RRABETRFEONEREALET RAARE . RRERRA OGS BT FREA T L AR, &
{25 R IBRAEAT S BAE KRB BN LT o AREF LA RNV B LT R R E 5, 15, LERE
5ABE P ARG IES E LI ER AERNEGIKEZ,

BRERTIFEHA

R B

%N (Buy) TRt AR 5% T % & A 20% A ks
EEIRE ¥ # (Outperform) | A3 5& T 79 3% & I 5%~20%:;

%+ (Neutral) A A T % R IAE — 5%~ +5%Z A ;

#AF (Underperform) | #t A8t 55 T % & I 5% AT .

A¥F (Overweight) | FUH 47 AL ABAR BAR T 3% & AL,

TRFR | dpr (Neutral) AT 5 M Ak T ) R A AR

A % (Underperform) | #4721k 55 T 84K % £ I,

FE: PRAREAURED B 6~12 NA R, iEFAas TR ERBA KK EIN, b AR ERHI DT
K 300 55 G AT R EREONALIE 50 45480, BRI ERBON B AR FF A ER/EN =Mty (B3t
DAL IEATREY) REMM T A58 (AT 45147 89) . E AL B AG A ARE 500 KA K L2 o458 RAMELR
BLIE, RBERAT AR A B 89 R AR BEFAFRATE. RAVR A A AP AR R, A TR sxt b2
W EAHFFEAREZHIERGETIETAMIAGEIREN, oS i F o2 MUAR AT L ENE L., &
TH o RIRE, ARBLR T EON E 53 8, REARSURSER T IR kAR 456,

TE 4ok B G H 094 B AR B Ak B B 9 /10
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T IRAEF A A TR 8] Z2 P B B A E R ZHIER 2T, R IERIZTFH L LT,

ARSI T RIEFRRAD A TRAE] (AT RAR “ANE") WEPER. AN TaBHBRAKE KRS R
BEFPo AMERKZLTTRIERE P, BTHLREMH, RAFRIERE P TREAF LA

ARERAT AN AN TEGTANTAZ L, BEANS RRILIZFE L EMAERTEN, AREPEGTH. T
B ELRIMEMARBLE FAESEZZR, FAEAER AN B R FEIE K R E A S5k T E 69385 e A %
o AREPTEA A, &N AARRBUR AN 8] T KA ARE S B AR, AHRE T8 091 K AT ARG 69146
PAERIZFTMANT iR, TENLFEARSEN L BB RNGTAT. £RREH, AN TKE S5 KRS
BRH, ERLAEUNR—RGRE. BPF LS FEB AN TRAELETRY AAREEZAEGAZ TR, RERA
BERME BT RO E—RF. AMRE PO RTRIRETRRESANE P, THREF AT NENL. A
N AAEARRE LD FRIANFNE P ARG ET BAR. M HRARE 2. KN BE P BH AR EGETE
REEBRAGHERERFRTRN, AR (FHLE) BRI BT . BEMERAT, KREPORE LRI AR
B I A B IHAEAT A 3L T B BARTH LT, AN S TAHEAT A BAL A AIRE o 69447 A 25T 5] B A9 AT 457
R RAEAT AL . HAREQBAAIEAN S ME P, B AT AR HE AT 52 L AR E & RAEAT RFFE AT
B R Z IR o A H T O A BT R A AT RS, T8 X9 FIEA BT S RE p12iE 4
B RK AP & R 2 KRB H LK
FRIEAREFEAFOFLTTAE, HTRFA RIRE D RAYIERREAITIER RS, R RIRE D RGN 3] 3t
REPRREOERTRATLSENGRF R LS I, FRIEFATREAREFRGANZMAELELFXE, FL
FEARAKRBFLEXZBEBLEF.

ARG RRA T RN S P o AN ST ARERG — R Al AE AN F AP ISR, RIRE GRS HRF
VAEAT 75 KB VEAEATAS KA9 45 N . B R A 4l 8, AR KLHEATHA, REATIZAT AN 8] JRA Y AL 77
KAER . A ARS PR TAR. REARICAARICH A AN S G AR, IRFSIRICAARIT,

A7k BRI

FrIRAE R AT

L& gl

Hopb: FHTHANREL KBTS T EEH S H15 Hik: R T8 X £ 8H%20305 AL P15
3 A He45 A

R % : 200120 R % : 518000

W44 : research@kysec.cn W44 : research@kysec.cn

E]¥: 3 (oS

Hopk: T TEME B AT REFI8F £ T KEC2EE  Hnk: HET HH XA LHAE1FTHATZIIBES &
R % : 100044 R % : 710065

Wi 4 : research@kysec.cn Wi 4 : research@kysec.cn
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	1、 Arrowhead ARO-MAPT Ⅰ/Ⅱa期中期数据披露，显示在健康志愿者中实现深度且持久的Tau蛋白降低
	2、 2050年全球痴呆患者数量预计将达1.39亿，新药有待开发
	3、 小核酸药物为AD治疗提供了全新范式，多款管线进入临床阶段
	4、 风险提示

