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BEEMINEGEE (SMA) 225 LA TE40) LEHAPRLSBMERRTF, T4 LPRIER=E/91:6000-1:10000, FEAXLNEEIL3~5FA. SMAZBFRAISMN1EEFISMN2EE S35 {2
E@q:g%%’g‘gﬁﬁgﬁﬁ © (1) ERESMN2EFRELRERTRE: MiEr=m, (2) SMNIERBRME: wE~R; (3) HfATniE: Ry, BalER TR 7254
. =} N

> Spinraza2—XSMN2ERRBINIEINRI, BT 218 MAENREEER (ASO)

. AFAFESMNIER (IFREMS5q) TEEERK, IERSMNERRE, #i5[#2RISMA, 20165
128 SpinrazajkFDA#EE, 201952 AEEERRL, HT2021FMANERBR, NMEMN70ATTHEE3HTT.
>  ERIZERNETEEREM (Spinraza) , BEHE i

BRI (Zolgensma) FIBEKAIRIFINE (Evrysdi) EN=RRIZE, BAHHESEMINE. 20245 ER N ==EEWEmTE
BH%: SMA® X B T&

Bk : SMA# ST ik B % : Spinraza4hE 7

Gene therapy
(AVXS-101): 29
i [ [ + AAVS-Vector with coding DNA 2 132
i1 (28 ([zB )l [0 ] sy e
L A \ . = i » 1905
H
1 1794
H na a1
Full length mRNA mRNAOf . i
of SMNT SMN2 j’ 1 =
i
H v
1((2ali2B | 3 (4[5l 68 j z_;/ us
| smnz &
l H 10 [
curoprotection ! -
Vesoxime): H TABACA
< 20% Full length SMN protein ‘mitochondrial H
membrane H 5
permeabilty und H
B stress conditions - Small — i —
release of (RG7916; LMI070): (Nusinersen):
posBopSaticactors & + Splicing modifier * Splcing e .
/ / « oralintake < orathecal spphcatio e 2017 sl sy 00 oIt oy oy 041143
months
) / -—
/ / FSTA (CK-2127107): Myostatin inhibitors (SRK-015):
<20% full + slows release of calcium . mu
SMN1 absent length SMN . ’ T of TGFB.
\/ evel primari i skeletal musce cels to
SMA

TAtRR: BEHRET, EWRARS, KB
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FUR-ERRREERENHEFEE (ATTR) , BERET—1EMm

ATTR ((FPRIRREHEMHEN) E—PEERTSEFIRKIREER (TTR) REERHEFEHTRTARREPSIRNRAMERTRR. TR RRERRE. O BiE
. BEFE RS, SHEREIMEHTIERE. TTRE—MBMFSHAINERR, EEER FRRsnPRRSINEEESER. MEEMHATIR (hATTR) &, TTREFRELERE (B

RI130+70R3%) |, SEEERGHEFEE, BRERari

A, MEFESIATIR (WtATTR) NIZMTHFRIEKSEIERTTREHERITEIR,

FUDEA D HHEHEEESEOATIR-RN, CHBEESEWIATTIR-CMHI2BSHEEL.
WEarFR: BRENATFREZCRBTIRBENFMTTRERIDHF, WREIRNAIZYIFIASOZRY), REEETEERERTH.

B4: ATTRAREEZAK

CARDIAC:
Heart failure
Arrhythrmia

AUTONOMIC:
Falls
Lightheadedness
Weight loss

Bk: RARASETARLEATTRY R

Gl:
Diarrhea
Nausea
Vormniting

GU:
Proteinuria
Kidney failure
uTl
Incontinence
Impotence

PERIPHERAL:
Numbnessitingling
Pain

Weakness
Impaired walking

FA kR Alnylam® B, ¥ A0 2445 — .
AR Alnylam'E b ++- E%ﬁ.ﬁh’iﬁﬁ%‘ WWW.ipoipo.cn -

BT R

AE R ALH]

B%: ATTREZL/FFH&

REBH/FHKX

(1) RNAiJ7: Patisiran

ZNTEEAN, BEZDOHE., RIRR

MR AR PTTRE &1 49 | (Onpattro®) . Vutrisiran . a
TIRG AP HIHL |4k, 7 i AR (Amvuttra) PATTRTPR, PATIR
Ey (2) B EAHR:
Inotersen (Tegsedi)
o ZEAHTTRWEAR, ik | Tafamidis (Vyndagel) .
4 -
TREAEM | g aost 4t . [Diflunisal (it mzfie ) | MATTR/WEATTR-CH
(1) wx: AERM. Btk
'R 7 751
%R BT Az R . E ;
S & a7 YRS 5«‘?}}@775]@%& (2) #F igf;*&"ﬁ'f P £
(3) BMmEik: Li5gh, &
R FH
HmERE (s
. AR R ETIRER, |HAH (hATTR-PN) | R4 - s
BEBE \smsumsnaams| A ATTR-ON) WP AR
)
. " NTLA-2001
R a7 ok figﬂ;:;gﬁ;gg (Intellia/Regeneron, I#1| kEk#&H7T &
IR R $ ok 4 B AKTTRO90% )
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FEWf®: ATTREGYINESERKHIZE

> Alnylam AT TTRE=GRTHEIRLIFLEIENN, 20245-Q3 S HSLHIHE3.09(2355T, FEEb+34%, EHONPATTROLHIHED.5{Z3Et, AMVUTTRASCHIHE2.59(7557T.
> ERASITafamidis (Vyndaqel) $HEEHEEHEK2024FE %25 ETNIAS4.512, BELIE64.1%,
> lonisAEZ#Inotersen T AP _ AV BIEE S SENZ YRR IEETUN R TEE.

B % : Alnylam/) 3] Patisiran(Onpattro)f=Vutrisiran(Amvuttra)4§ & 1% 31 B % : @ Tafamidis (Vyndagel) 458 FX B % : Inotersen RAE &4 F H 4K E R A
6000 172.3% 5451 7 1.8
416
5000 |
114
4000 | 2301 112
11
3000 2447
X015 108
L 64.1%
2000 1288 56.40 s
0 4 04
1000 | 473
IR
0 0

2019 2020 2021 2022 2023 2024

I Vyndagel#i & 31 (B 7% £ )

Yoy

FA KR Alnylams B, #imE R, Al - - o
7k R nylam's 5 E - Efrﬁ,ﬁ‘h’ﬂﬂﬁ% www.ipoipo.cn - 23
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FWE: ATTRIGYIEEIGFREE

ATTR-CM{PREBEXEE AR, RIBAInylam#iE, BRILKBII30HhEETD, 80%HATTR-CMEZBARMIZHT, BEAT ABRBIT245A.
>  MEETFER: (1) TIREEIDFEIF; (2) TTREEER; (3) F4BERAY.
> RIBAInylamATRE, EEVutrisiranlf REUBERIFEE, 288 BE S M AATTRIGR 2B,

B#%: ATTR-CME Xk &#HRLE R B%: TIREQHHRE

Small

Ao ) i-ial Y

3 Folded Misfolded
s “Folded monomers  amyloidgenic Amorphous
TTR mRNA TTR tetramer diners monomers aggregates A%y!:)id
rils
Block Protein Stabilize o
Synthesis Tetramer Remove Fibrils
. Paﬁ§i(an‘ « Diflusinal** + NIOO6/ALXN2220
s Vumisian [ Tafamidgis™ | « AT-02
5 lnrom + Acoramidis + PRX004/NNC6019
* NTLA-2001
B %: Vutrisiran 2R HATTR-CM—& A %
Protein Normal 7 ; Amyloid Tissue
source structure i itic

B 3 Type A fibril
ﬁ; e (Wt and most variants)
, TR~
SN ' e
TTR (Wt or variant) TTR Monomer

Cardiac
% Type B fibril
tion by form (some variants) TTR amyloidosis
hepatocytes

FHRB: Alnylam'® H, H£iGIERFR - ———— —
AR Alnylam'E A AR IE A x- EEaETIRS WWW.ipoipo.cn - 24
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kEimTafamudus SEFEATTR-CM2EIFE =B RXE

IGFRRIRIRT: 441GFSATTR-CMEE (BRIEBIATTRMEEFAERIATTRWE) |, B ECE Tafamidis 80mglR (n=264) . 20mgEEZRFIAE (n=177) , &3040 A, FBLS: £
BT (fiss) ROMEIREIERE (Finkelstein-SchoenfeldsSENHT) . RBRE: 65HH(TIES (BMWT) . IEFEERHOIEIENETS (KCCQ-0S) KL,

TEMGHRMIE: (1) TERA SERCE: TafamidisBRERFZRFE (29.5%vs. 42.9%, HR=0.70, 95% C10.51-0.96) , (2) OEHFE: TafamidisERIMES2% (18
SIXIEEL0.68, 95% CI 0.56-0.81) ., (2) RELLS: 6MWT: TafamidistEE/TIEE FIRIBERE/NTFLREAIE (P<0.001) . KCCQ-OSIFS: i FIRIBEE/N (P<0.001) ,
ES\EANBFATH, (3) EANH: SEFECERRERGTE—S (GEATTRMAIATTRWEEE) . NYHA IIGEE: ONEERERTES, ENECFHEKRETAm%

HAMNER. B % . EZtafamidists & 3% B&: tafamidisTEA54HE R

A Primary Analysis, with Finkelstein—Schoenfeld Method
P Value from Average Cardiovascular-Related P Value from
No.of  Finkelstein-Schoenfeld ~ Win Ratio  Patients Alive  Hospitalizations during 30 Mo EH:EMFTJ r—— il - Ty
: o 3 choenfel urvival Analysis alue for ardiovascular Hospitalization alue for
Patients Method Bazecl) at M°:° among "‘“f A:“’e at Mo30 Subgroup Method Hazard Ratio (95% CI)  Interaction Relative Risk Ratio (95% CI)  Interaction
no. Er patient per yr ' '
. %) R ReR Overall — pooled tafamidis  <0.001 —_— —_—
Pooled Tafamidis 264 186 (70.5) 0.30 vs. placebo H !
<0.001 1.70 (1.26-2.29) TTR genotype : 0.7 : o1
Placebo 177 101 (57.1) 0.46 ATTRm 0.30 et —t—
ATTRwt <0.001 ——— i
N - NYHA baseline 022 <0.001
B Analysis of All-Cause Mortality e 0,001 i i
1.0+ Class 1l 0.78 —_— e —
Dose
0.9+ 80 mg vs. placebo 0.003 E— —_
20 mg vs. placebo 0.005 —_— ———
0.84 " r T T , r T T
Pooled tafamidis 0.25 0.50 1.00 2.00 0.25 0.50 1.00 2.00
T 0.7
% Tafamidis Better  Placebo Better Tafamidis Better  Placebo Better
3 0.6
w
«
; 0.54 Placebo
& AP =
3 o) Bk : tafamidis:k 4 & 84R
2
& 03
0.2 A Change from Baseline in 6-Minute Walk Test B Change from Baseline in KCCQ-OS
. 04
0| Hazard ratio, 0.70 (95% C1, 0.51-096) T 0 . Posled tafaridis
= =
00 : i : . . : . : . . : £ 0 Pooled tafamidis E
0 3 6 9 12 15 18 21 24 21 30 33 % @ 0
60| 10+
Months since First Dose 'g E
E < P<0.001
No. at Risk (cumulative no. of events) £ 904 P<0.001 )
Pooled tafamidis 264 (0) 259 (5) 252 (12) 244 (20) 235 (29) 222 (42) 216 (48) 209 (55) 200 (64) 193 (71) 99 (78) 0 (78) & s
Placebo 177(0) 173 (4) 171 (6) 163 (14) 161 (16) 150 (27) 141 (36) 131 (46) 118 (59) 113 (64) 51 (75) O (76) 5 1204 U 0
v 3
C Frequency of Cardi ular-Related S _150- Placebo E Placebo
No. of Patients with E =
No. of Cardiovascular- Related Cardiovascular- Related Pooled Tafamidis vs. Placebo = _180- . s . - : = T T T T 1
Patients Hospitalizations Hospitalizations Treatment Difference 0 6 12 18 24 30 o 6 12 18 2 30
total ro. (%) no. per yr relative risk ratio (95% Cl) Month Month
Pooled Tafamidis 264 138 (52.3) 0.48 No. of Patients No. of Patients
0.68 (0.56-0.81) Tafamidis 264 233 216 193 163 155 ET&‘"["“"S Gt - 2 o 18 £
Placebo 177 107 (60.5) 0.70 Placebo 177 147 136 111 85 70 Acee

FH KR : Mathew S.Maurer et al. (T E%ﬁ,ﬁﬁ'ﬂk}ﬁ% www.ipoipo.cn 25
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Patisiran: APOLLO-BiAZIF¥ELLm, HISIEFESEAME

> Patisirang-2018E8 BFEHLATTR-PNIERLE; Patisiran IEFFEATTR-CMIERL . . . R .
’-'-EH%EP EEE,\,NGMW'E*EIKCCQ OSL§IJII ,—‘—%nﬁ“' 1E E-Iz/l\guggﬁlﬁl E%- Patlslran APOLLO B iéﬂi%%;g\
, 2EFCERNCOESHIEESNE.
B % : Vutrisiran HELIOS - B 15 K 3%+ 7 £

N = 360 Primary Endpoint

Patient Population > Patiskan « Change in 6-MWT at 12 months

IV g3wt
« ATTR amyloidosis; wild-type or 03 ,l‘qckq
any TTR mutation
— With or without background
TTR stabilizer | 3
+ Confirmed cardiomyopathy and
medical history of symptomatic
heart failure
* NYHA sill; minimum walk and
NT-proBNP limits at baseline

Secondary Endpoints

« Cardiomyopathy symptoms and p  OpenLabel
health status (KCCQ) Extension

+ Death and hospitalization outcomes*

1:1 RANDOMIZATION

P | selected Exploratory Endpoints
+ Cardiac biomarkers

v Identiier: NCT03997383

Positive topline results reported August 2022
O.LLO B Full results to be presented at ISA,
i September 2022

B % : Alnylam-F#TTRA &

FH AR Alnylams B, EAIERTR _ -
AR R ny lam SEARIER AR Efrﬁ,ﬁ‘h’ﬂﬂﬁ% WWW.ipoipo.cn
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Vutrisiran: HELIO-BCHE S ITHRERE SRR

> VutrisiranITEAFEATTR-CMIERHESWR BRI AR PIAZ TRAEEEIAEES, & ) ‘o . B = . %
B%fEE%%t%*ﬂEE’TE/B‘E&%%#J:%%E%T?W. E )ﬁ : Vutrisiran HELIOS - B %’% fi-—--i}i ]]{l; R%% H Jii'] ﬁﬁﬁ%,ﬁ\%%

B % : Vutrisiran HELIOS - B s KX 3% it 7 £

Achieved 36% Reduction in Overall Population

Time to All-Cause Mortality

Vutrisiran
Placebo

Adjusted Survival Probabilty, %

FAk R Alnylamd R, EAE RO - .
AR IR ny lam’g AL FRIEHA R Efrﬁ,ﬁ‘h’ﬂﬂﬁ% WWW.ipoipo.cn 27
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PEARES : REIHIEREZSLeqioZS=NNiER S

{EREEREF EHAYsIRNARIAEZSY) (1SRTUHEFSIRNAFR) |, Inclisiranf{EREE R AfmIBRIE DRV ERHEIAEZRI (PCSK9) AIMRNA, PCSKOZATEES A Bl 22 R ER
EAEs, S5EEEEELSK (LDL-R) E5FHEEREME, B/ LDL-RWIE+LDL-CAYERR.

|ng1|_i)5iran'—5¥ﬁ§$59%*$ﬁ|§ﬁ3=! A EEFATIRIBPCSKIZEBHIMRNA, EIRNATFHERMEEMRNARIKE, MR FFIEFPCSKINFRE, RMaTLUAEHSSEER (5
Inclisir;n3:2021E1ZH&FDA}H’,}E, 202358 FFENMPANNAE, MNEEEIESRE, Inclisiran2INRKRIMEEE, 2024Q384E40A1.98(2ETT,

BH%: % Leqvioid T RE

Bk : E¥LequioF A HERIL

250

200 182

198
151
150 | 123
100 64 78 %0
1+ 2 an L

2022Q1 2022Q2 2022Q3 2021Q4 2023Q1 2023Q2 2023Q3 2023Q4 2024Q1 2024Q2 2024Q3

M Leqio# & 31 (USD m)

F &R : Jonathan Lappin et al. (I Egﬁﬁfﬁ%% WWW.ipinO.Cn 28
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EﬁLquIollﬁFEiﬁEJ_)$a

inclisiran FDASRHGETF=IREE2IEFRORION9, ORION10FIORION11: X3IlSHIAI& RS B % : V-INITIATE C(inclisiran first3 )
¥ER, Inclisiran i&57 17 NBE, 39 LDL-C BT 50.7%, FHIPCSKIPEET80.9%; ER
2MH5E, InclisiranZBSZRFIELL
> FENBIEKARAREECRIKIEKED: BEEEMRFREEORION-4, V (VictORION)-2-
PREVENT, V-INITIATE, V-INCEPTION, V-REAL, V-DIFFERENCEFIV-PLAQUEZ,

B & : E&ELeqviolll A X 4 15 & X 1

A Percentage Change in LDL Cholesterol, ORION-10 Trial B Absolute Change in LDL Cholesterol, ORION-10 Trial
20] , Placebo - 1;;
& 0-fg———=—==@===@e=====—- 5 _ e == _ H
2 5_  blasebe B%: E¥Leqviol kB I 9ERER
5 10095 - ‘ —o—e
Bd 0 i e A 52 RA ¥k L
£ Bl o =
8850 Ircisita S 50 . ORION-37F 3 X B 2022411 7 B b K KA FEKLDL-Cay A Atk
& -80 a 25
_1004 . I o - ‘ . . I ORION-87F 4 3& K ik 3 2023481 i * b K A6 I AKLDL-CHY A 21t
0 90 150 270 330 450 510540 0 90 150 270 330 450 510540 -
A FALIT Rk X FILDL-CK-F &4, RFpH
Days Deys V-INITIATE 20244541 Inclisiran, AR%EF ¥ ik 774 &% M IKLDL-
No. of Patients No. of Patients [
Placebo 780 762 745 724 715 698 666670 Placebo 780 762 745 724 715 698 666670
Inclisiran 781 758 757 737 731 721 691705 Inclisiran 781 758 757 737 731 721 691705 V-MONO 11l 2815 /& X3 2024481 I59E | equi o3 25 FELDL-CH TR 4 & A A AL
C Percentage Change in LDL Cholesterol, ORION-11 Trial D Absolute Change in LDL Cholesterol, ORION-11 Trial
20-| Placebo - 1251 Placebo E i H 1%‘%Leqvl()é & ']Yi? R&%&@ﬁ’
& [ == === - > @ < *—e
e - 2054 20254 3% 20274 202943
A S =
o & 22 5= S T = -
@ 40 % [P LE & i U & o i LDL-CH 3 )5 #9 =k
g E Inclisiran :: E Inclisiran &I (HeFH) (HoFH) HeFH ey CVPR
L& 9
& -80 a e e NCT04652726 NCT04659863
1ty 2
oA | | | | ‘ - - | | | | | | . K %5 (ORION-16) (ORION-13) NCT03705234 NCT05030428 NCT05739383
90 150 270 330 450 510540 0 90 150 270 330 450 510540
Days Days A 141 13 16124 16970 14000
No. of Patients No. of Patients I = | A RE RN
Placebo 807 797 785 774 773 764 739749 Placebo 807 797 785 774 773 764 739749 EX XY VS T 330/{I;PL—Cfx}£?h 330’{'/-[_"‘_%"%& bstr (o, 3P-MACE 4P-MACE
Inclisiran 810 790 79 778 773 768 724742 | Inclisiran 810 790 796 778 773 768 724742 B E AELANI RS ATE)

FA kR EEER, #EENE, Micha = A .. ular Disease) , Kausik K.Ray et al. {Two 29
Phase 3 Trials of Inclisiran in Pati Egﬁﬁ‘ﬁ'ﬂjﬂﬁm ng? WWW.IPOIPO.CN
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»

RTiR/Rs: PEIHBVR GBS ESkw, 2B RREAIHENE

RIE éy@_}éﬁﬁg;ﬁmﬂ@ Baméﬂgga%/@&{aﬁﬁaﬁﬂﬁ» HiE, FHRENSMHBVEERE HB8600AMI, HFCHBEE323244, HBVEERES368G4] (H+EiEHBeAgIEIEFIRMNS,
HBV HBeA )

B ER BRI ERIRPS : EZH*%HHE%EE&E@% 10%, FFEEEIFREEREREIA3%-6%, IEECFREIFEG, BRFFENERE, BHESIRS “"SH=8#" . 2
RS RERES BRI IFES RBTRAENTERRE, TESFSBIH60%M80% LG R FIITERE CH RS RER.

BE (1B BIITRPRAIER (2022£FhR) ) SARATER: SAIREMKIIMMEIHBVSH, MR EIATE R AR ELIRE, EEMRDITIIREEIS, FHERRE. HCCH
HtFFAERNRE, MEBREETRE, TKEEENE. WTFHDESHKHNEE, MBRIGHREE (LIREEEHERE).

WREEARIRS: =I5A7EHBSAQRISEEME, AECAEE-HBsHEL, HBY DNARTRTEN T, A HISIRES.

(BIEETE24/8548HBsAg<0.05 IU/mL (RIRRMY) |, HEA B ZAERETUA (F1-HBs, HBsAb) I, HBV DNA<LLOQ (&{FiGlTER) )

Bi: CH#ETER

R ‘
- Mi: BUMLHLE
5

Bk: &3 (£) #8E (F) HBVAR &L I EZ AL

HBsAgR{T%3.9%, Eit1BMHBVESE2.92/75] HBsAgiiiTE6.1%, fHiH8HBVEE86007
| — | ]
CHB HBVEE& CHB HBVELH#
940075 4l 1.984Z.f5 323275l 5368773
l HBeAg (+)30.0% | l HBeAg (+) 29.5% |
REHBMEE FEAHINEE =
‘ 59407 1 ’ 1.3864Z B ﬁﬂf:;:;%?% #iﬁﬂiﬁsa

FHARR: B «&&Mv&ﬂsv%%- Egﬁﬁfﬂkﬁ% S _ 30
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RTRERSS : 1ECRTSRIASESR, BESSIEIEHR

HBVERRAI 394408 18EHBVREEREALAIID TEKIERSS. EMHFRAAPHIATHTEEER. BIHBeAgIIHEMHBVESY (BMRBEMEE. BIEHBVEEHIRTS) |
HBeAgPHI%CHB (tBFR%EEEIRED. REENEA) . HBeAgIRMEEMHBVEEE (tBARAREEL. RIEEFIED. IEEHNEHBSAGIETIAZ) fHBeAgPRMECHB (tBFREEZIEE) . BPDRE
RTENSIEHBVEEEREIN 1, IKEHBY DNA, ALTKERABRFAGELIRIGITTLA A, EXXEHRAR “AigER" 18EHBVEERSE, £9528%~55%.,

> ;BW'EFEHL#EH: HBVAERBIAITALE, HH5IRMNRRNERSHITHEBRGRERTENESRING, MRERMHHFESREHIREMHBVEREHR AR EZEHCCHEER

> EBEZIRATIRET, SESEEEOREHER—EHBY (BIZARE) MELeN. HBVEERMFEMESEN, HBVIESeN (HBsAGRTHBVELR) . HBVRHES:
1 (BT PNRSERATRTHESAR) . HBVERGFEWIGN. MiSEWieN (ALTAAST) .

Bk: BRHBVALGREHH Bk : RUEHBV AR IR FETTE R IENBFRAZR
st ) (e e 16 B8 [sne msrnmn

e ORI, 2 et g
FFEDAANSY :

v v

AW () e RE (FtE)
| ) Comm)
| ¢ v
[ 6~ 124 A i 1K J LALT<ULN J
l

O FINRZ —. HEB ALTFH 8500 LA B0
1. i ZRHF R LR HCCRIR ®

2. SE>30%

3. ROHERRFASFRE, WA R

FHEVIRRE (G>2) RAHENL (F>2) NAs‘#Peg-IFN- a #77,
4. HBVHIXFFSh#H #§3~64 A 1K

!

156 ~ 12 A Miti— %

31
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IECRF: NASEHYHITFINELSMAE

> FXESUIEIRR, sXEEEW: NASEYIIGIZTRSSEeE, FHRESTEEH—CRRING, FMERITREERARNZREAIATER, M ccc DNA RIKF, FHETLHFTEY
. PRI, (1) &E (B MMWMEIREANGTERNEEEEEMNS, (2) TR a ERLES. TMRBVaTEREEEENS, (3) AERYIEXGIATHBY DNA
FFEEHl. HBsAg flUKFRIBE (BD "i#BdEE" ) | ReBIREIRRAaRER.

B % : CHB/A T4 THFFANAsT Ptk Bk: BHPFERAAKEEE TR IR EMKE

’31‘, our Nasser et al. epati - . .
R Nour Nasser et af <<““- sz amiiRes [ETLOEG wwwipoipo.cn - 32
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CRTFREStR A& B

>  HBVAYIEBIESRIE: (1) SEHNDHF  (2) iElcccDNAFREEREMECcccDNA;  (3) siRNATIASONEMRSERE, MHEASRK, (4) REHEMEETH (CAMs) HHI#Z
OEBRIFZEFIPgRNARIEE,  (5) NASIBRHBVERSESAINEERAS, (6) NAPSEHIEHBSAgRIS W,

Bk : HBVAS M 2857 HAHLH

~— ~ Receptor Dane particle
binding

\ HBsAg
filamentous particle

/

; e S HBeAg o
g Budding o HBsAg
Endocytosts ] “" and export ; spherical
:; Endap]asmm @ ) particle

W reticulum
\ . Uncoating £
| Virion assemb

= / dﬁ (+) Strand
Transport ) syilhets

Attachment

D

to nucleus Recyling of O
nucleocapsid Host factors
e o
Nucleus i ooooo Reverse | @
: © Genome . Translation Irahscription
release HBV RN& N\ 2 HEVPdl © (-) Strand
AAA a2 Hca synthesis
. = Hee © ‘
R f, }M w“?\' HBs
epair o \
Encapsidation
| rcDNA © \ Transcriptiun p / X

Transcription

cchNA > @
Translation /

o~ HBs

Integrated
u, HBV DNA

—==="Cytoplasm Hepatocyte

AR : Marc 6. Ghany et al. {Gui P——— _— B and D: Report from the 2022 AASLD-EASL 33
HBV-HDV Treatment Endpoints Confere Egﬁﬁ‘m’ﬂjﬂﬁm #M? WWW.IPOIPO.CN
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OSBRSS

© NI FHRHBVE AR

Hepcludex
leite o
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NASsESYITMFIIESITFREREEL FRIEIG RN ER

NAgZéﬂJ@J%ﬁ#%ﬁ: PUS—ENASEIZSH, SOKERIES (TMF) F20214.E, 2024H13KERESIRSRBIBIAT, R R ER A RREARS B, B SEmss
TR/,
B SRR TR B RRRATERT, BRSSO ER2022E R ER, AR R aRENESEEhes,

BE: —&NAsR YR A RRT AL EEHEE R

2019 2020 2021 2022 2023 2024H1

BHFH 63.6 29.1 23.7 19.1 16.3 7.7
AR+ 0.7 4.1 10.6 15.2 9.8 5.2
X AHES S - — 0.1 2.5 5.6 3.5
Higis H otk By 15.2 8.1 8.0 6.5 5.5 2.6

Bik: TRAXBHHER

& AR 2019 2020 2021 2022 2023 2024H1
RCU—EF#%Ea2b 5.1 6.0 11.3 14.0 18.5 10.5
FUAFHE a-2b (AFHE a-2b) 13.4 12.7 16. 1 15.7 16.0 8.6
FHATHE a-1b(AFHF a-1b) 5.6 4.4 5.0 4.2 4.6 2.1
FHAFHE a-2a(AFH#% a-2a) 0.4 0.4 0.6 0.8 0.8 0.4
RU—EF#H% a2a 5.6 4.9 5.3 3.8 1.4 0.1
FTHAAFHEBIb 0.0 0.0 0.0 0.0 0.0 0.0
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> ERCIEZRREAELET, GSKRIASOr=mbepirovirsentE&R, BRILTIGRIEIMNER. RIFEGSK2025FRFHUR, %mAPTRHET 2026 R RAZmEF 3R, MHI20255F2B58 345
IRFREURIEL, 2026 EIRIGRIEE,

Bi: YEUHBRAHBLFAEL (£ F2025%2A118)

XKBHRAX B H
bepirovirsen GSK Phase |11 1% AR X 2023-05-06
HT-101 R Phase |1 N A R A R 2024-12-19
AHB-137 EHED Phase || B CAR K 2024-11-22
HRS-5635 B EY/EHER Phase |1 1% TRV X 2024-05-22

BRI1-835 (VIR-2218) 5%
C=®BF#Ea (PEG-

elebsiran I 2%t 24 Phase |1 IENQ) TE 474 75 13 1 8 2023-09-08

MK mAF (HBV) R %
daplusirant+tomligisiran % 224 A /GSK Phase |1 1% R X 2021-03-25
GSK3389404 GSK Phase |1 1% AR K 2018-05-30
TQA3038 ERREE Phase Ib/Ila 1% AR R 2024-06-04
BW-20507 fals E 24 Phase | B CAUT X om & A3 2024-06-04
R07062931 7K Phase | 1% AR K 2018-05-21

SrtkiR: EBAT, BARERTLA ‘ E?ﬁ%ﬁﬂkﬁﬁ% T ——— _ 36



http://ipoipo.cn/

2893 2R HBAIASOSsiRNAZ T HEEXILL

B % : ASOAsiRNAT AT 2405 Kk H B2k

TR RARE (AN £ AR — o
AR 1 (e BEREATIRE www.ipoipo.cn

37


http://ipoipo.cn/

Bepirovirsen: ASOZUEENSIDRMEN

Bepirovirsen@—FHASOZ5Y), BEiEEEELZESHcccDNATIEESHBY DNASRAYFAEHBY RNA, L
mEEHHBsAg. HBeAg. HBcAgHIHBxHIFRIA., 20195, GSKMIlonisEki§ T BepirovirsenfJiFa]
o 2021FFRISCDESIMETIAIALE, 2024453K18 HASENKUFIFDATRIEBIEEE,

OHAIGRREESR: (1) B-cleariff3é: 24FFiafT/E, 29%ikts, FLEHE1HERKT, I%EZINAIGITHY
ZIHETN10%KREZNARTEEBepirovirsen; A5 R 245 RIFHBSAgFIHBY DNARBE;  (2) B-
Sureiftls: iFISAME; (3) B-Togetheri®tl&: 7£ Arm 11 Arm 253815 5 (9%) #1 8(15%) izt
BXFARERER. YT EZIRENARLGRIBZATS, 55H bepirovirsen , BRPeg-IFNEIFR
AR ZAERH.

Bepirovirsenffiit2026 AN Erh: TEHLZ AT, W2025F W AFHRFSHFS (APASL2025) |
2025FENMAPEF <FS (EASL2025), 20255 XEMRFSFS (AASLD2025) it aTEN T
—EEXRIZAGEEHTHI3HAIG RIS E PREHE.

B % : Bepirovirsen & = AR AR L & iF A £2026-F 7 5%

B % : Bepirovirsen I1#B-togethers & & 5.
B % : Bepirovirsen II3B-clear s &K 5F 7% s

Treat i 4 & Peg-IFN treatment tes only after
reatment arm Peg-FN is confirmed.
(n=50) [ Peg-IFN ‘ Off-treatment ible wil be
eeks.
Continuation of NA therapy fn {2 ocks; Peg I Wil
- Primary outcome for each arm
3 (ie. 24 weeks off treatment)
*
Treatment arm 2
(n=50) Peg-IFN ‘ Off-treatment
Continuation of NA therapy
| | Il | | | |
I T T T T | 1
Weeks 0 12 24 36 48 60 72

“““

19037

Proportion of pts with response to treatment at each EoT window (%)

1031 .
st
a7 b
204 = s
537
555
10
0 I

BPV EoT PegIFNEOT 24 weeks postend
virologic response  virologic response  of sequential EoT

PegFNEOT 24 weeks post end
se  virologic response  of sequential EoT

FAkR: M.-F. Yuen et al. {Efficacy and S y— . L : ol £
Maria Buti et al. {Sequential Peg—IFN after Egﬁﬁ‘ﬁ'ﬂjﬂﬁm #WQ? WWW.IpoIpo.cn TN - ww  m i
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Daplusiran/Tomligisiran: siRNAFESbepirovirsenFE7i%

2023%10831H, GSK#IArrowheadtFEEH, BSBAENTIEFHRFIZ ( “Janssen” ) HINJ-39899 A RILLIEATEEIMRIMY, GSKIGFIEHZRHN Arrowhead 2 [EIIAIFATHNY
FOIRIFIN S, fhsEm Janssen F1 Arrowhead S249/23H£910{ZZEcIFRS FANEEAVERFERTIRR. JNJ-3989 (LARIFR/ ARO-HBV) &4 Janssen F 2018 SEMArrowhead 3K/,
Daplusiran/Tomligisiran (JNJ-3989) 2—mOMRKFEERATF (CAM) siRNA, ZZRFHGalNAciE R, BEESHEEREYRRSRT (HBVETH) NFERCRIDHRSEH.
ZAHR AR AR SAtASE INJ-73763976, SBEIFFA S FFAIEIEIE (ORF) mRNABSEREEES DNA #1 cccDNA fTHEESRYINIEERYD, LIRXMAEE INJ-73763924, LEFET
F8 cccDNA £TEER477R9 X ORF mRNA,

IGFRER: TELRRERIBHMENLIEEENER, THR48EREILERIMIWNEHIRENEBELG. INJ-3989EEFIEMIIENE, 200 moBNERERS (19% vs JIFREH2%) , B
HBsAgi&lE= (<0.05 IU/mL) % ((R4BIEESSER) .

IGFRREN : ZHATAR2alfRPERITRS AT BEANEL LIS Z IR AR, A, ASEIEZINI-3989ATFHIFEHBSAgKIE TR, XIFANREN T — N EISHEIFaEEHR
RS, HARS aE AT E~ERITFNRN. SENRE RIS Z BRI AR R RGP R ERN AR ERT N SR EEH TH. BEE IbHRBEFE.

B % : Daplusiran/Tomligisiran Ila#{f % )k REEF-15F % 4& & B % : Daplusiran/Tomligisiran IIb#A s &K #F 5031 X

Mean (SE) change in HBsAg from baseline, log,, IU/mL

B Not currently et ed Week 48 Follow-up week 24
604 Heehg poitve s Heehg negative Tt i 20D 0260015)
s0- INJ-6379 dual group -0.07 (0:05) ~015 (0-05)
il JNJ-3989 dual 40 mggroup  -1.5 (0-05) -1.0 (0-05)
¥ JNJ-3989 dual 100 mg group -2:1(0-07) -15(0-09)
2 30 o 4 JNJ-3989 dual 200 mg group -2-6 (0-10) -1-9(0-10)
A E Triple group -1.8(0:07) -14(0:07)
204 1
40— M Atweek48 End of treatment
1 During follow-up 104 T ] 4| y
i [ 1(5%) i " ” ” - i
357 o o Wﬁh 3 o 3 o . OfeSEE—5—35 § § 5 & ¥ F F w5553 5 = = .
Control 6379 | 3989 | IN3989 | INI3989 | Trple Contol ¥ T ¢t—¢—% =y —=="3
30] gop  dulgow dialsomg  dil  dwl  goup goup S :
@7 () goup  0mg 20mg (w13 [ 10mg 200 - LY :
15 goop  grou 0 gow oo = e ;
el 10 (11%) iy S 0 s e ST 3  \u :
£ L0 60 it £z o H . 5 &
5% 5(5%) g N, g o { =
g | 5o 1 g9 LR ey = o 4 P |
15 5 8018%) S< N L e e 2 I i t &
7 wa 3 - % - -
4 4(4% g 48 T Seleg o o= o
10 15 (16%) %) 25 c2 2 S | i 3 ¥
| 2 S T :
5+ o o ‘ a aom| 2 8 3 45
o-| TG 0 — se .
T T T T T H
Control group INJ-6379 dual group JN)-3989dual40mg  JNJ-3989dual100mg  JNJ-3989 dual 200 mg Triple group o—2 0 L i 0 o :
(nnd%) (=48) o (1) s (2] o (54 Convol | 16379 ' INI3985 | IN-3989 T JN3989 | Tple Control T N-6379 T IN-3989 T INI3989 T INI3989 | Tripe -3 N S S S S S S S S A —— — T T
= = group (n= group (n= = gowp  dulgow dildomg  dil  dwl  goup goup  duslgroup dwaldomg  deal  dl  group 0 4 8 12 16 20 24 28 32 36 40 44 48 4 8 12 16 20
0 (o goup  M0mg  Homg (14 (23 (3)  gow  0mg  2omg (n47)
(=15)  gowp  group (0=43)  gow  group Weeks
@) (o-14) (-4 (ret5)
Treatment phase Follow-up

—
FA AR Man-Fung Yuen et al. (EFf = e S nucleos (t) ide analogues for the treatment 30
of chronic hepatitis B virus infecti Egﬁﬁ‘ﬁ'ﬂjﬂﬁm #M? WWW.IPOIPO.CN B33 3E KA 5P
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Xalnesiran: EEsiRNA, IME2i5izInBiziE

> BXalnesiran (20195222 B, SIH15ZETEE#MDicernalist) B SFHETERANFERMEEOZAESMEAHCEN, ARNAZSIBRESY (RISC) /&,
HIe MHHEEIERTHBY RNA, BIMARNATHNSHIHBSAQRIDFSIZE, SHERNAREAE, (GE: RuzotolimodTLR-7EEIRI, OMR/I\GSFREET AT CHB)

> FERKRERR: GTERAER, HBsAgIRELLAIRSHIZEXalnesiranRBEFBHIAIER]: 55348/912%, $B4HH 23%, F1EHA7%, $2HN3%, F5EA0. MiEEHRESE: 5448
IBITEERRTN23%, i6I7IR24/87920%, ERE48/E917%. ifilBXalnesiran+ R AR,

> RER, TCERAERRLETH, Xalnesiran¥BREEAITZERREIHEHBsAgKE, EATERE4A8RE, BiX60%HSSEAIHBSAgKERIFEGEF100IULLT.

B % : Xalnesiran I1#31% E PIRANGA#T 7% 1% 1 B % : Xalnesiran II# %5 APIRANGAAT &
End of i
treatment analysis

}

Xalnesiran, 100 mg every 4 wk :
Group 1 subcutaneously !
Mot 28 !

NA daily NA daily

Xalnesiran, 200 mg every 4 wk

Group 2 subcutaneously
—
NA daily NA daily
Participants Xalnesiran, 200 mg every 4 wk !
with chronic subcutaneously |
HBY infection Ruzotolimod, Ruzotolimod, I
who had | Randomi- | Group 3 i (
: & 150 mg 150 mg
virologic 2ELIoN every other da every other da:
suppression Y i i i
with NA NA daily NA daily
therapy
Xalnesiran, 200 mg every 4 wk
subcutaneously
Group 4 Peginterferen alfa-2a, 180 g
—_—— !
every 1 wk subcutaneously !
NA daily NA daily |
Group 5 :
_— NA daily NA daily
r T T T T T t T T
Baseline Wk Wk Wk Wk Follow-up Follow-up Follow-up Follow-up
12 24 36 48 wk 12 wk 24 wk 36 wk 48

Trial Visit

FHRR: J Hou et al. {Xalnesiran E%ﬁ,ﬁﬁ'ﬂkﬁ% WWW.ipinO.Cn 40
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Elebsiran: BXSINFoaIl BRZUEYISARLII

pEEEEZSElebsiran (BRI835, VIR-2218) 22— NEGHAZIAYEEMHBVAISiRNAZY), STEREEHBY RNARRAKIRH ZBFREEIRR=E, HEGHHBVRHDVRNERES R

%ﬁf‘{%l%EE’E%)%E%@E"J%FH@E'Ef.%fEﬂﬁ“‘—iEé'ﬁﬁﬁﬂ’\JsiRNA, LUSERaE e AR E R D IREEENE, MBI EERSIaTIEs. BEIEAT2020FNVigkE T EXPEEXFF&F]
Al {telebsiranft 5.

THAIGAREWE: ENSURE2EAIAR E1EiFtelebsiran+ PEG-IFNaftHBsAgEZL/9100-3000 IU/mLASEEHBVEERERIWER. ENSURE 48[E87455R (EOT) RS, EATERAT, %

5200mgza;100mg elebsiran+PEG-IFNoi&f7 IS 5E 5 51526.3% (5/19) 533.3% (6/18) SLIMHBsAgINi&EEER, M= PEG-IFNcRZGETTHISE5EPRE5.6% (1/18) LI

HBsAQIIiE Bk, AT 2024411 HAASLDS Ll late-breaking (kiR & T ENSUREIZ R TR,

ElebsiranBk&tobevibart (ABZFFHFAZYD) BETT AT 2024512 BR1EFDAEFRISSHRIETAIAE, BTATiEsT .

1 ; , B % : Elebsiran AASLD 40/ 15 & (3%
Bk&: BAEHHBVHR LA BKELTR%
100% — s A i — —
1 1 )
90% [ 1]
2
80%
6
70% 2
< 11
2 60%
g 4
S 50% 18 19 18
g 5
£ 40%
a
30% 1
20% 3
N .
0% 2
Wo W40 wWo w40 WO W40
PEG-IFNa Elebsiran 200mg + PEG-IFNa. = Elebsiran 100mg + PEG-IFNa
W <0.05IU/mL mO0.05-11U/mL @1-<101U/mL
010-<1001U/mL @>1001U/mL O Early withdrawal

FHRB: BB E R, AASLD, %éz‘r;ai- EE QBT RE WWW.ipoipo.cn - 41
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AHB-137#1HT-101E##AJE2024AASLD

> JEEEZSAHB137: HBsAgRZIKIE100-30001U/ml, ASO AHB137;8f712[EJE, 225mgf1300mgfE2HHBsAgEERZER 55 /943%F062% (iIZERiTin{fiFGSK Bepirovirsen) ,
> ERMEHTI0: HBsAGEEKFEH200-50001U/mi, GalNAC-siRNA HT-1013IEIRARBEIH I SAIHBAGIHESIE . BAIREATT16/HBsAG 3,29 Mog

B&: HT101 ¥ KIlaH 12 A H9 % ELE R

HT-101 by s.c injection

B %: AHB-137 s RllaA12 B d KB4 %

1.0
e
E
2 00
g
2
2 .04
3 -1.50 nadir (50mg 16w)
X
e .097 (200mg 1R2w)
2.0
g
= -2.28 {100mg12w)
s | o
2 3.0+ \ - I
© 1
5 | -3237(@00mg 16w)
.4"' ; é T 5 é L] T T L] T
8 12 16 20 24
Hoo 3 Weeks
dosed

~- 50mg - 100mg -= 200mg - 400mg - placebo

Disclosures: Dong Shanzhong Wang Zhang: No Relevant Financial Relationships
BURR IEFREIRTSE IND EafREkit WEERIE | IMGERTIING

ﬂ?“t’
4
Med-Oligo™
P
;

FARIR: AASLDE W, B EHE R, — ..
A g e BEREATIRE www.ipoipo.cn 42



http://ipoipo.cn/

[BIRFHIIEXKETBHE

> IEAKRIETQA3038 (siRNA) F2024545ep) I HAlmARIRIE, 20245FAASLDSIY b T HIRRO#RARER: BIRIAHSHIESIA800mgTQA3038ERRTRETREAMZRF. HR

T MRS HFEE,

YV Vv

A% : TQA30381Ws kit &

Pt TQA3038 IR OEIBEEETRLY. R HRINFBIENIRFESTEE 1b/11a BIREKETR

Phase Ib/lla ETFEESF)

HEE CTR20241960 &
Hl3EME [£] TQA3038
s HBY
IBRIER 1SS R
SERRABAS B 12

2024-06-04
L]

BRAT

TARR: BEHRET, BARIERT I

2024-06-04
L

BHTHR(AAIES)
TEEEE

XEHHESHRZZSTECHBEE R TR,
{EIREEZIHRS-5635 (siRNA) BF 20244 G N IHAIER,
BRI migah FInR2HAR ER.

HETEEE EMiEE
HG h AFRAEFROERAD

BtABAE B 162 ;

2024-07-25 2024-08-03
L] L
E A NEER) HEHTRESEF)
TSRS

B % : HRS-5635"% & 3 &

it HRS-5635 FEGIRPHIS HtE P STHEN GRS EABEhRTE A NZ SIS0, Bl Fi. TR IR

Phase Il EHTHEEEH)

BILS CTR20241805 &
HESAIE [E] HRS-5635
5 HBV; ASGPR
IBRIFEER 1BiEs 20T
SENAAS EP: 4

HESEEE =i
St EREREGERAF

BEpAEAE =165

2024-05-22 2024-05-22 2024-06-14 2024-06-24
e L L] °
BERAT BHTH(RARIES) E—HTSENAER) HHTREEH)
HRssE HRREE

B RBTIRS www.ipoipo.cn 43
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INGERN T2, BB ERE R F
MNERFENSRE: SHRAVITERYE. BRI R

=i YA ) 2
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202 SEF vz B I EE (LR

FEERSRIMTTHE: (1) AlnylamASFitusiran: FBTFBSIIABATIBEE,; (2) AlnylamfVutrisiran: $HLATTR-CM;  (3) lonisgdDonidalorsen: R{EMIIE MK (HAE) .
FPREEHUE: (1) RegulusgJRGLS8429: miRNA, BT ATEREAESHSE SR (ADPKD) Hiphase 184E; (2) ProQR: BIIRNAGRIEEL; (3) wave life science:
WVE-007 (RIABISAL) BEECMEBENR/2REE; (4) iBE/lonisfPelacarsen: 3HREMEISIEASCVD; (5) loniskyZilganersen: YHLLIABRIIIIEREEE; (6) loniskd
Olezarsen: EESHA=EEMAE (sHTG) AYIIIEE,

B&: 20255 ) B ZAMRILE

FA kR 15 AL R, JonesResear _ T L
’ - B RBTIRS www.ipoipo.cn - 45
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>

Alnylam: E%¥E, SEMNEFSHARE

AlynlamiFRELBRILTTRIIEINRAE, ERHE—SHREICRME., RRFE SRR,

B&: Alnylam#Z S E X E4 (KR E20255F-JP Morgan X&)

FtkiR: Alnylam® B, 4G5 AR = ipoi
RARR: Alnylan's B, FRiz R Efpﬁ,ﬁ‘fﬂkﬁ%‘ Www.ipoipo.cn
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Alnylam: {HEIRKES), ELHR7TRE

> 2024FAlynlamEEFFRLIHEKN16.46/Z357T, RLL+32.6%; 20255 BHRCIMIN20.5-

B & : 2019-20245F Alnylam45 & 0L ({e £ )

22.5{Z%7t, Rtb+24.5%-36.7%.

B & : 20255 Alnylam B AR R AL F) & 45

% amvuttra (‘_ GIVLAARI % OXLUMO' Combined Net Product Revenue Guidance
1800 PIDaRIOs Futsi g L ERanRY lmasan) $2.050M — $2. 250M 2025
1600 U.S. FDA Approval PDUFA date
1400 VUTRISIRAN ATTR Amyloidosis i March 23, 2025
Additional Global Approvals (Japan, EU) Q2, Q3
1200
NUCRESIRAN* ATTR Amyloidosis Initiate Phase 3 Study in ATTR-CM H1
1000 F (ALN-TTRsc04)
KARDIA-3 Phase 2 Results H2
800 ZILEBESIRAN* Hypertension
Initiate Phase 3 CVOT H2
600 5 ¥
i i Interim Phase 1 Part B Data in EOAD H2
MIVELSIRAN* Ceregr:ll ;:mylmq A[r)19|opathy
400 - and Alzheimer's Disease Initiate Phase 2 Study in AD H2
200 '—- l ALN-6400* Bleeding Disorders Initiate Phase 2 Study H2
0 . . . . . e
2019 2020 2021 2022 2023 2024 ADDITIONAL PROGRAMS File 24 New INDs 2025
KEY PARTNER-LED PROGRAM MILESTONES
B TTR ® Rare
FITUSIRAN* (Sanofi) Hemophilia U.S. FDA Approval M:rncl:":;dg“)‘;s
Initiate Phase 3 study in HDV H1
ELEBSIRAN* (Vir) Chronic HBV/HDV -
Phase 2 HBV Functional Cure Results Q2
CEMDISIRAN* (Regeneron) Complement-Mediated Diseases Phase 3 MG Results H2
FA kR Alnylam® B, H£A@IERFT T 47
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Y VYV

Alnylam: RENECRIEIERS

Alynlam EFTHEBLNP, GalNACHIC16=FRNAIBIXES, : Cl16MB8%Y (L/REER)
(1) LNPEIXRSR: ViT5), Qg Effpatisirani@&XG; B2 i st
(2) GalNACGBIXRS: SHTIRASGPREAES, HEBESGalNACNETEX
. NEGaINACR=NDF, (BHTESVE, ZMEBEXRAAYIEE SR M5
J5z, givosiran, lumasiran, vutrisiranflinclisirant93RFAGalNAcCEST;

(3) C16BIXFRS: —FMSiEHE, FEiEMEE SHREEECEEIER, 85
ESFEE, GICNS. FEPFIAREE. A ERT e ADMIRGEME M ERRY
ALN-APPEIRACT 6GBIE R FIEEEMERIARR, E550 08NS,

B%: LNP#ZE R4 B % : GalNAcIBEE 4

SIRNA %) g GalNAC molecules
unkeva

"y

ASGP
receptor
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B%: IonisA A% 4%

lonis Owned Pipeline

Neurology
Zilganersen (GFAP)

ION582 (UBE3A-ATS)
IONZ269 (APP)

ION717 (PRNP)
ION356 (PLP1)
ION859 (LRRK2)
ION464 (SNCA)

ION440 (MECP2)

Cardiology
Olezarsen (ApoC-I1l)

Specialty/Rare
Donidalorsen (PKK)

Sapablursen (TMPRSS6)

Indication

Alexander Disease

Angelman Syndrome
Alzheimer's Disease

Prion Disease
Pelizaeus-Merzbacher Disease

Parkinson's Disease

Multiple System Atrophy & Parkinson's

Disease

MECP2 Duplication Syndrome

Severe Hypertriglyceridemia

Hereditary Angioedema

Polycythemia Vera

Partner

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

lonis Owned

A RR: lonis'® M, fARIERI AT

Phase 1

Phase 2 Phase 3
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B % : Ionis#L A BRI & AF1G45 77 ik

Our approach s to modulate gene expression:

Next-Generation ASOs
Depending on the design of the ASO and the selected RNA target, we can modulate the function of the RNA in one of two ways

+ Degrade the RNA to inhibit its function, which can result in the reduction of a toxic RNA or a decrease in the production of an
undesired protein
+ Change the way the target RNA is processed to increase its function and any protein it encodes

siRNAs

Similar to ASOs, SiRNAs can decrease the production of specific proteins involved in disease. Using our unique and proprietary
chemistry we have engineered our siRNA therapies to have high potency, specificity and a long duration of effect.

Gene Editing

With gene editing, we can add, remove or alter DNA sequences in a cell or organism. This allows us to increase, decrease or alter the
function of a gene involved in a specific disease.

4

We're currently optimizing the following new and evolving technologies:

Mesyl-Phosphoramidate (MsPA) Backbone

The MsPA backbone increases the biological stability and, therefore, duration of effect of RNA medicines - particularly ASOs. This
innovation allows us to precisely tune the properties of an ASO for optimal performance in multiple tissues

Bicycle Peptides

Bicycles are small peptide-based ligands that specifically bind proteins without adding much complexity to our medicines. We
employ Bicycles that bind transferrin receptor 1for use with oligonucleotides, which facilitates improved delivery of antisense
medicines to muscle tissue, including cardiac muscle, as well as the potential to cross the blood brain barrier.

BERRETIIRE [AE@ www.ipoipo.cn
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PBAVER&YpEITHFata A T4, 2T, ArrowheadFr& Tiar7IBIEHBVRIZSHIARC-520, (% = RrEIfRAKIIEBRT#FDANYE, ENEDPC™EEE MR,
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Arrowhead EBABHETRIMIBEFEFF A T—
GalNAcit &Y. XH=fAtEEETFy-aaE=
A0 = 5, RUTZaiRZIYEE-GalNAC, ©

Cardiometabolic

B MK ECN ST i 45tk

B #%: Arrowhead’ 3] & &

Central Nervous System

FAT—3Kalpha-1 FUBRERES(AAT) AIFTERERREHIZY) ELOZASIRAN o - ||| ArRo-ATXN2 €D P
. BRitEE&E T IRREE. Gl i o i )
e ©,
Pulmonary
= O)|| ARO-RaGE @D
> Arrowhead TRIM¥S: ARIERINFFARREEEFETRIM™ ZH, ) o phace 2
BRI AR DPC™iEIXEFE (DPC polymer+targeted siRNA) , &
TRESTNEBETINE, EAEIRATATFERRTERMEN, B | 0 @ o ©
FIET+SFERMZYNBEERAR LHARER, ArrowheadiTZT £ ‘ Lop L = ©)
HHOEETFATRIM™ (Targeted RNAI Molecule) |, iZFaXIRTHIE o
> — Homozyzous Familial "
FERYIEIEMSHtERI (PBAVE, MLP), BRIFEREGSEIFZHNE phess 2
Egﬁﬁ, Liver
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T, WEIRERNARY. MBS0, = || = ®
. AN AP~ 0 ™ Partnered with Takeds
B % : Arrowhead# s -F 4 TRiM { AROALG - pe }
TRIM™ — Targeting the gene, to ARO-HBV @
Silence the disease { R — e } Jr— Hepatts®s Phase
g * Activity characterized by depth & duration of effect Muscul
. ili 1 | 1 t luscular
Ability to unlock previously undruggable targets — @ P
e rase2 ARO-DUX4
Specificity to maximize activity and innate stability with mem FSHD Phase 1 @
j the potential for reduced off-target effects
Versatility in formulation & ligand design offers multiple ARQZPNRLAS s ©) ARO-DMI1 (;\}
routes of administration, and access to multiple tissues ) } Myotonic Dystrophy Type 1 Ehasd =

« Facilitates rapid drug development and speed to
patients

Complement Mediated Disease

Simplicity in design franslates to relatively lower costs,
and production at scale

‘ ARO-C3

Complement Mediated Disease
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Arrowhead{gEft: 2025 EFIESISIERTRER

EAGR: (1) PlozasiranfiitEPig.Ls (PDUFA: 2025.11.18) ; (2) APOC3-PCSK9 (FRIMES) NEBAIRE: EEACTA;

(3) ARO-INHBE (FER¥)

© 2025FRRIRARFIELHEEE, (4) ARO-C3FIARO-CFB (#METSRYKRNS) 2025FEEEN; (5) ADHIMRERRRFBLMEBRIGH.

B & : 20255 Arrowhead 4L & 2%
Now, in the cardiometabolic area we are focusing resources on the following:

e Plozasiran, which is rapidly progressing toward commercial stage;

e Zodasiran, which is Phase 3 ready;

e The APOC3-PCSK9 dimer program, that we expect to file a CTA on in
2025;

e ARO-INHBE, which should begin enrolling a P1/2 study in the next couple
months;

e ARO-ALKY, for which we expect to file a CTA shortly and begin
enrollment by mid-2025;

e Additional undisclosed adipose-targeted programs;

e Undisclosed CNS programs that leverage our systemic sub cutaneous
delivery; and

e Possible cardiomyocyte-targeted programs.

cons S - S — —
KA RIR: Arrowhead'® M, HAEiE% ﬁ- E%ﬁ.ﬁhﬂkﬁ% WWW.ipoipo.cn -
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