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B HRIE.LHAYsiRNAZGIICRATIR, AFIMEXRERIRSEIHED. RERANRAIILNPEEIS, MNEEERE I RANEREEERET) 5GalNAc-ASGPRAGSE
1, EftbigREEtE LS AT EMIBRIsIRNAEE, INBETARRLSEIEE, TIRIFUAEBEE ZATHARKINRRES SRR, 2) BEREEEIERS 72’ -0-+
7R (C16) . T+ TixER (DCA) EiEEERIEIR_—+ _fxBR (PC-DCA) FREEZEWESIRNANRSMED M, EPIREHERES. IR, (OEFMEBEASIMER
PEERENEEM, AInylamBIER—ASARERSE (C16/C22) ERETTEBAICNSSESRZ. ArrowheadlEN4iE 3 15 ImXASRIEIHAITRIMESREEEASAEAELR;
3) BETEWRSHIAIVLIPEIE, A5k RMERFESAFLE, RARSHINEIHIEEBENERITE A TERRIMRENR, BNEERERIEXE. R
WEF R AT BRI F .

EZR: AMBTIMNEIERARRZXILY

R $ERIEHERE LIeES HREFEN PG RRFRE el IRPREEILHE miSEtnS
$EFILNP 8 8 ¢ 2 8 8 B 8 ¢ 2 8 8 8 ¢ B 8 IHA fEBms. VRNAREYT L. MERE
AOCGHIHEEX A AR & L 8 & L B 8 Ak KRN K |IH BIELER AP, CNS. OIEENS
RA{BEXIEIE L 8 8 ¢ L 8 8 ¢ 1 2 8. 2 8 SR 2 4 & 2 8 & 125 CNS. BREB. LU
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CHINA POST SECURITIES

B (EHRLNPHSE: 1) PlRRERS, ERIHEEBEIMCIDE, MRCANTETEMA, 2) 2EaFERE, J82mRNA, siRNA, CRISPRERYRE
TH. IMARNAFZMER S, BRNERTMREERRENSZRSTFER, 3) HRESEF, REREXNEFE, 4) RiFREES, RS, BEiARELY
ARRCBNE, ATERMAGEEED. AN, BRIE. REMiE. SiEFARAER.

55 1) BEENEE, FOMACELIERILTIRE -2 8ER, 2) HBEFERZS IKRERMN, FIMASHIELARS IARESHE, NERKBIRRES
BRRVECAEREATZ0E, SEEEEIETRE, BINFRREXEE, 4) ZWRNRARRSEENR, FREAFREE, ELASLHIRKENCEREPALR.

EZR10: LNP@EIECREWSInRESZ

Al BURA RRER B CRET
YR ohsSCI B R B 5T BRCRIB50%,
CRISPR WOREBNPTE A SMTME (BR) KR, INDf S DR O R RIS CRIREs0
SNy s B g HAZ=z : sz

70%, SehkfibEiaTr &ISE

) _ s . X AR BERE R, SCINERRKESTON/ B ERANEE
I O = ad N7 LN A I\\ %Mf ; NP ' “ — >
FIZEED AILNP ABKZILNPiIRITESE B, BB, (OB, BREE. CNS ZS&REZINDERS 1, JEA BRI EARAT 2L

Capstan CellSeekerfifh-LNP& T4RAE I8 iﬁfﬂ;‘gﬁlﬁ’ﬁ;ﬁmﬂm%ﬁﬁ e
EEHEREEY  SIEEEALNP B BRE 18 Iy OMIHGEILNPES:, I
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B IPRER(BERY/AOCIRS: 1) EEEMtERRIE AR, ULURRE/RAREEEERE, NEFERESE, ATrEHBESENTRABERAK, 2) EEANRPE
UEAUA. CNS, O, BIEFZMHEEEARIEREER, 3) FARRES, TuUF. ZERIWFED, BRRIZERAEUMLER, TRESERIAHZ T
FiEEEFREN]; 4) FREIK. LEHURIE, AIEEIFRIFCRNEMIBIERARFRE, XIFFREEFERY, BiEmar®X.

B 1) AR, TIPIIRAEREERN%-2%, BASHEARAEIAFRE, RIRFISMIRUER, 2) 2 FEEX, BRFENS, ERITUF
AOCHFEL150kDa, MWLATFESLMERED. MNFREEFNZAR, 3) CMCIZESR, ERBEHERIZHEEKXR, HX—BIHEFIEKS, Er-mAmEEgsiRNA
7Y, 4) FHELANASRA. RERE. IHFEEDHORIRIR, BrRIFMERINTIR1EFDEL,

EZR11: AOCIUREBI SInARES:

12412 AL MEEZ IGPRRRER LA

Avidity =RIFTRIFIA+sIRNA/PMO AOC 1001 (DMT) IEA, BLAERIRIERD EEREMNHEANINERIAOCCEY), AURPIGIEIAERSHBIE
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Denali TR1#R+ASO DNL151 (AD) IbHA LIRS MAREREEE, R RFHETT
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m RABEGERIENSS: 1) BRSO FEMN-5kDa, TR, TSMEREMKFRE. B, URHERSEEARR, ECNSEXNENRE, 2) GlER, BIKS5%
BRISEEGR, THRERNVBIRIZ5MEFTR, EaAMETACCEREHEMN, 3) KITRENES, fERFYAREERE, PaERRTHIRNERE
R, JERFREEETARNERRFS, 4) EReRRIEERTIRSRSEER, KL=,

B 5% 1) ERREERE, ZRIDKPRIESRME, BREREE, SBTIERAIEREZINIML, 2) ERSZMIFEINZRETIF, FBRESTES,
SRETZ5IREEESN, 3) BERNACTZER, WR—HIEEHEREXR, ARNREFNIZHRRERTEMAR, 4) BENEEIRE, BEEERAIPDCARLIR
WEEEAS, FIINSINRGFEREN, EINTRTERE.

ER12: BERBEEREWSIEARESZ:

v ZLEAR fE4ER EZHE R
PGN-EDODM1 BAFIESLINSA%BHERIER, ITiBREEFT
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B TEBESHEIR/eVLPRE: 1) RAESSVUREFESRIALIZEES], BEERTETRMFEIERSEM, MRNARRBEMNERTIALNPRIO0RE,; 2) HR
FEMReR, IS HRGERE. SRR, LT, NTER. ENTaRSEERME, S5 2BRBXNENBARNPELL, SEmaak
8, 4) AERSERE, TEEXKN. TEFEEND, RERESSHTETAAV, BRESmEEIr.

55 1) EERESTRENKE, VIPRRSIAARRERE, SEEYIRIRESR, REESSRES, 2) RNMEFERRA—REBHTERIARER IR, £
FFIZER. ORERK. HANRS, BREFAIRARSIEARRN, 3) FERRE, ZRBENEHIRTRERETING, BREwERR, RETSHELZ5RIY
178, 4) ERRERRERMAR, IGFRECREIESXES TEMRAREL.

EZR13: VIP@EAREWSInRES,

BIk/iNE BbRA $ERERA RiHE AR
SAAVIEEL, RERMEANERE, SCHHE
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A% [Z =11 DA NN TSy oA N 4+ =
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. i LS _— e SEReVIPHISBFoR, SIS
AYEmRE MR LE~eVLPER 1B FaEY IEFRRT, INDERH R Rl R— B
e/ Vertex  EPMAVIPHREGEEEETS AU, CNS Wik el BRCRISPRIA
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BEER: P EEERRS. PERESHZAT

Es T nsER 14



th i i 55
CHINA POST SECURITIES

BINESHANBGRA, FRMEITIMEIXEPOC

15



th i i 55
CHINA POST SECURITIES

Bl 2.1 Alnylam33siRNAZG#5CIR, FHEEiBTLE IIB

B AlnylamZsiRNAZGIARME, F025FHBiogenEXSEIIEA. HEN/REIEEPIl SharpEX&RIFZREIT>, 05SFE MR -FFTRSVESHITEAR. TR
siRNAZGHJALN-RSVO1EFIIGFR; 07FEMTekmirafkE TIERMNEIERIARRPRFIEN, FFATINPEERSE, 12FEFT —LNPEAF &APatisiranZsilEEAR; 10
FRIRITWERNS AN ERRRT AR, 2@ mER, TUREHE, MELSENARTESRAEIGRIIE, HIESX158EE; 12FrE ATHIGES

EIRAHRHITTEEHRR, BS5EF I ETekmiraF=E£TEWYY); 13F BT RIIGaINACEAKR EFIRIER T ENETTE, 1450808 T BNPHRAYFAF]Sirma

Therapeutics, 5GenzymeiXpk 7 &kB&ES1E; 175 Patisiran/iiFFemklIHFi3a; 185 Patisiranik{SFDARLAE; L5228 GalNAcE X Vutrisiranikitt, ABIFaE

EXIRRAA RS,

BE14: Alnylam&RERE

1st pharma Tekmira Movartis
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MDCO
Acquires Alnylam 1st RNAi isthuman MDSo
Ribopharma cinical program Felgi alliance Approval
(ALN-RSVO1) (patient 50-03) US and EU JEr—
Tuschl | and Il 1st human USand EU
patents Multi-target Merck Platform POC Launched CNS/ocular
in-licensed alliance with acquires alliance for GalNAc Alnylam alliance with Approval Approval
from Max Planck, Navartis Sirna with Takeda Tekmira conjugates 2020 strategy Regeneron EU us
MIT, Whitehead lawsuit
Isis Platform Alnylam aquires Launch
Alnylam (lonis) IP alliance Novartis Sirna therapeuics Approval of P5x25
founded alliance with Roche alliance ends from Merck US and EU sirategy
2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
Maraganore ALNY IPO Zimmerman et al.: Pharma Patisiran Alnylam Norton Positive Positive Greenstreet
appointed CEOQ RMNAi POG in NHP exit from phase 3 manufacturing phase 3 phase 3 appointed
RMAI field start site results for results for CEO
groundbreaking patisiran lumasiran

Scientific Soutschek et al.: 1st company 2nd company Positive phase

breakthrough RNAiI POC restructuring restructuring Genzyme/ Discontinued Pasitive 3 results

acknowledged  in rodents Sanofi revusiran phase 3 for fitusiran

RNAj an results for
Tx aliance ~ ENDEAVOR givosiran
Launch of Alnylam 1st NEJM Positive phase 3 Positive phase 3
5x15 strategy paper (patisiran) results for inclisiran  results for vutrisiran
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I 2.1 Alnylam#IsiRNAZGHI5GIR, FEERrE MBS & i i 5

TESIRNAZSHYIEIRIE ARG E, AlnylamiBHF A& TSTC, ESC. AdvancedESCFIESC+, ESCIE¥IASTCRUEM FiH—HT1ER NS5 'KRiBFIIENGE3' Kimid
DOANNERIMOPSIEL, AEUEEMNEI T280K (STC{UERF6ORFHIAAIEERERE) ; B2 -FEHNEELHEEEBERNSM. Advanced ESCGRRAREEH—
P2 -FEUREE, HAWEMSE., ESC+NRERIMENFFXIZSIAGNA, ALIEERIEMIRNAERES BRI EEn RS,

WRAFEEAHE, FANSENTA T E X INEHEFIAREREEC1 6L S LARIIITER.  AAATIREIRELIEEMIIKARIAES, HWIMNTAR T IEERNGEMINIES, @il
EREFBPNSIRNAER:, ErHDHRENAEEES.

EZ=15: AlnylamfySTC, ESC, ESC+IAEHESR EZF16: AlnylamEBIAFEEFR

BASFE
STCBBER 5 A n ABATE, BIBIONENERY  pEmeemmm. mnRELRLEN
' / SalNAC £ W T2-OmeS ®, fEPassengertis HILM2T ME T HMMME AR ENLAYE, RENRE—RIBLEET
0000000000000 0000< v g, ESCBUEA  gommes T Somut
‘O 0 00000 0 0 L | Ps
 GalNAc F ESCHEIEAR  ZESIRNA HESIENT Z B8 (GNA) T e s DA ) LT R b
‘000000 © 0000000000 2\ g,
‘9000000 © 0000000 000 O , ™ . EEMERRE, SEGEMESES (ONS) . HAORBEE
5 g 20T (C16) R—MIERESRNANIGRE + BFUTATKNAN-APPHRENHEEAKRE, ATAT
| TR B, UFMEBUSENBURELREER  FKEEKIE (10) MMEHERER (W) , WRES CE
e . 000000 @ 0000000000 o\« F
0000000 © 000000 000 O @ ove KaRAgtogr SRS, USTIRIAR SRNA M % - B, TLMREDOOGHTIR, ME—FRBELH K
' T AU BRIEF K HEMALN-TTRsc04, LT IMERFTR R

PS

B —EE R DSIRNASG FIEEE—IE, I']EI‘I LR F AT

GEMINHEEA  Smmsim R et ik TR I
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I 2.1 Alnylam#IsiRNAZGHI5GIR, FEERrE MBS & i i 5

B AlnylamZFEiEGalNACEARRF IR, HLIGEERRBEI AT inkerfEFRZEI= W ERR D STHMIER =1 GalNACO FRIGH, EEFIENXHER03" in, EFHTA
BN ENRIRE T25FIH, ET=XRTEMIIERIZREITT28FI . LO6ERERFRIF T REFERARENS F. BEE/NERFFASEI
GalNAGEERFIEFIRlinkerfI= 9 X BTTHHERAIZIT, FINEEGaINACH FH BNEERIARICRF. B AHEGalNACHITEEIIREARIR, BIENE
GalNACHEREFFIRNEHEIMIE, A EFiRSEEANE

EZR17: =KsiRNATRNBERAFE ST ElZ=18: AlnylamE Lhza¥IF5IXdtt

i i Patisi ss '@ g 290G ' @ = DNA
1. MEZBA FREEZERTKlinker, REHEE—N= atisiran : - - ) = L
| REROEN, S REKEEEE—GaNACH 1. SRBERI2028E A 000000660 0006000000600; L IRNasefiffs
L AlInylam ¥ Ga) 1. ERRPBESA ] . O=2'-F
2, AxRKlinkerEF{RIPFSEEMNBTHRY REIBEATT 2, GREBERRRMN. MARE 2. Axilinker&F) ss 5 OO-O-O-O-C-O--O-COHC-OC-OOGOOHE Gainac > =L \RNaseffiiED
GalNACF&E  ® 202453 Givosiran , _  GalNac =
3. SXBRLHNERRENEEEE—CRT s 3 GOOUU 0L RROAOUOLEED: ® = 2'-OMe
alNAC = N =il
a arrowhead 1 LRI CE RS, sS B G A CRUZUZUIOZAZI @@ UG GIATATATUTATUTA ga:mc 3 .aL\RNaseﬂ'ﬂjli)
iy s — 5 AAD 3 4 i GalNAc = TG T
= 2 CANACRIBSE T RE RS 2 moHEEE R RABT lumasiran .. . 0eE 060 0r600660CCOTVOVHD: BV SARETED
TRIMEA L96 = = RAROFAI-b

GalNAc
ss 5 GalNAC 3" _ N
Inclisiran GalNAc ELWIFYAILT7—EmiED)

é 1. R B B RS As 3 OGO CHO-CEA-O-OO- A0 AR ROOD
“.Diceina 1. seEwaN EEREELRemalon,  § AFERTI6MLER, GalNAc ©® ={LFEHML
= 2. GalNAGEE4MZERIEREBZERNDE 2. MRREEASHUFRERE RARSET36% Vutrisiran ss BN U_G_GaG2AZUZWL UZORG @I CRULALAL CACIAZAZGEA gamc 3
GalXc , SLHLE ARG H L% SIRNA . - | GalNAc
alXCF& HRER, SKHAREAREEs RN C U AT CICICRUZGN AT GRUZAZCINUZUIE G UTU @ UK 1) Nair ¢ of al 1 Am Chem
TRERR: A ARS. PEBIESARAT BREER:  (SIRNAZBREERFEREORERE) , BAEF. PHRIESHRAT

5= MR RAEH 18



Il 2.1.1 AlnylamZERLERRBOME. KiERCNSHEY £ i %

B iRt Eh6EEm, EHLAEFROCME. KiBRCNSHE, AlnylamBaiEAL=REEZRFAT TRIUIFIFRFNFE Rz, It B ERIEFIEEN
FitusiranF0InclisirantB 23kt i, RS & mEERRINFEGAT TR IE=MNucresiran. AGT siRNAZg¥)Zilebesiran, C5 siRNAZG¥CemdisiranF
HBV siRNAZ3#Elebsiran, IIEFANIIEFRIENER; BRI REIERSHERFTHERACVRIC (ALK7) siRNAZHJALN-2232, FFADHIMivelsirank]]
ALN-5288,

E19: AlnylamiVi ke

PHASE 1 PHASE 2 PHASE 3

Nucresiran

TTR

Nucresiran

Zilebesiran®
Zilebesiran + REVERSIR?

CARDIOVASCULAR

Rapirosiran (ALN-HSD)'
ALN-4324 (GRB14)
ALN-2232 (ACVR1C)
ALN-PNP3
ALN-APOC3!
ALN-CIDEB'

Cemdisiran’

Mivelsiran

Mivelsiran
ALN-HTTO2*
ALN-5288 (MAPT)*
ALN-S0D?
ALN-SNCA?

Cemdisiran’
ALN-6400 (PLG)
AG-236 (ALN-TMP)?
ALN-CFB'

Cemdisiran’ Geographic Atrophy
Elebsiran? Hepatitis D Virus Infection
OTHER ALN-BCAT Hepatocellular Carcinoma
ALN-4285 Healthy Volunteers
ALN-4915 Healthy Volurteers
ALN-F1202' Healthy Volunteers
=== 19

T
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Il 2.1.2 ATTR siRNAZ#I2AInylamiZLII\ KR & W0 i %

m  ATTR{lEsiRNAZIZAInylam BEIZUIAKRIER, Fi—CIKSEIFIEFINERRIEMER. ATTR-PN (BRERIBRREQIEMIFEHZ KUHERR) FIATTR-CM (3
FRIRRERIEM IR OIRE) SATTRIEMHFMAIRMFIEERTE, ATTR-PNJIFIEEN (hATTR) , HTTREEZRZIRG), LEFAERRE, 2BK94-58A;
ATTR-CMBEEER (hATTR) FNEFAER (ATTRwt) , BEE LS, £5k¥%20-3085 A, ATTRAZEEREA, DRTTREEERIIIEERIISAMES/Tafamidis?E25
FEBkEERN63.8(Z3TT.

B Alnylam#{RATTR siRNAZGH) /9185 5k AYPatisirna/Onpattro, SRAALNPEE, #HFQ3WLEAZ, (UHRMhATTR-PNERSE; —{XGalNACHEIXERY
Vutrisiran/AmvuttraF 22858 ELATTR-PN, R FQ3ME5745, 25/035k#EthATTR-CM; $i—1EFFNucresiransRFIKARIAESR A, KIEFS, LKHH—SEKE
Q6M, IIHATRITON-CMifiG EF25/06/55, tE3k{5FDARIRIEEIEIATE.

EZ20: Alnylam ATTR siRNAZG#IZEIGN EZR21: Amvuttratiiz=sEn

AR

+151% l ALL new starts - AMVUTTRA
e vs. Q3 (both first- and second-line) — RTINS
= ATTRUBY
$724aM +$23M ROW |
vs. Q3 0
E $20M = _ -g 69%
[iA @ S o &
$544M o8 o
8 52 28 g B2
E ﬁ 5 . % f 51 A) 93 5
S $359M TF e UA’ 5 £ 3%
4 $343M = 37% s s
2 +$111M U.S. g d 50 27% S
& ' vs. = 25 P =g 25%
_ 0, £ 0 (]
$36M $3am < 22% & 21% z
$183M $198M | | 6%
$20m $16M $22M
Te} Te) [Te} [Te} Te] Lo e} Te] Lo
Q4 2024 Q1 2025 Q2 2025 Q3 2025 Q4 2025 ™ ™ 3 3 o~ o™ ™ ™ ™
— ™ o™ — o™ [ ] — o™ o
mU.S. ONPATTRO m.S AMVUTTRA = ROW ONPATTRO ROW AMVUTTRA G G O O G G G G G

BESRE: AlnylamE Bl chEREERSER BRERR: AlnylamER#ZRL, HERIESHTAT
e Tl " Y ‘ 20



Il 2.1:3 AlnylamERFAARLLRERE £ hmiEs

B BRTTRF=@5, Alnylamigllfbr=mir EiaRImAEGivosiran (BBFSHEFFIMNIEE) Flumasiran (AFRAMSEERREIR) , ZHIYGaINAcEE. 255

HRANASMZETT (+17%) , BRERIREE.

BN EEREEIE18S . 25/0358 BTG A RA/BEE B IMAYFitusiran AR B RICIEFRE. 21/1255FDANERF = IMIEIRFERIERIPCSKI siRNA
zg¥Inclisiran, EInclisiranf\{UEEZE, BIRHEZFZHRIEEK, 25F2EEEEEIRE11.98(235T (+59%) .

EZR22: AlnylamZEFRASZIZEIRN

G2 |
$136M
$128M $127TM

$108M $109M

Revenues ($M)

$55M $56M
$44M

Q4 2024 Q1 2025 Q2 2025 Q3 2025 Q4 2025

mU.S. GIVLAARI ROW GIVLAARI U.S. OXLUMO

ROW OXLUMO

BRKIR: AlnylamBRIFA#L  PERESERFTRT

B2 REREH

. BEEInclisiran2BEEE (Bh3=7T)

EQl mQ2 mQ3 Q4
1400

1200 r
1000 r
800

600

400
°l .
0 L — . .
22 23 24 25

21

BRRIR: BER, ERESAER
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I 2.1.4 BFBEEMIAGTEEEZilebesiran B2 FIIHBRIS I EEF b B iE %

B OMEGURAINYlamif&iFE &RV RAGTRIZilebesiran (23F5PERIARNIENEGE) . KAGalNaciEix, Bai+SoCATHE S MERMNIEEZENITHIHIEE
B30, BAZH110004, FE300mg Q6MFIE, FELLAOMECVOTSEA,

m  Zilebesiran27EIIHAKARDIARF I FRRHRIFTH, HFKARDIA-1FI253IRE T RESAT R ESMFERKSERIEEARI — A A RATSoCRiEHIEME.
KARDIA-1i#{367B8300F1600mg57 &40 3™ B it 24/ N shS g ER L RFIBEE 15mmHg, 705861 E, MIBAGTKETIEE 90%, BREMRIF.
KARDIA-2i{ 38R EABF SFIRFIMRERE, 5310 E 24\ EERELSN T ELRFIEZRERRE12.1mmHg.

ElR24: SIEBERTRKEXR ElZR25: KARDIA-2iH3634BBf 24/ \if s ifiia E =2 B R

Indapamide Amlodipine Olmesartan

"'(l;"nht;j;r"l‘:n';f;ﬁ';;s Uncontrolled HTN with High CV Risk? 3 Placebo  Zilebesiran ~ Placebo  Zilebesiran  Placebo  Zilebesiran
n=56 n=53 n=100 n=89 n=144 n=115
~219M o 0
............................ o T
................. £E
@ E
Uncontrolled HTN T
wev.. / With high CV risk ‘E %
. -30% i
~7TM ~62M 8 g -10
&=
¥
. i — . s £ E
Primary Hypertension with Uncontrolled O g
Hypertension High CV risk Hypertension at erimary HIN = -20-
i i rimal
High CV risk ) popufllal“n 3 @
Risk Reduction per 5 mm Hg Decrease in SEP' | AN % % LSMD (95% CI) LSMD (95% CI) LSMD (95% CI)
i ™ — ] H : o H
:\:lzor creene 180; =3 30 =12.1 (-16.5, =7.6) =-9.7 (-12.9, -6.6) -4.5 (-8.2, -0.8)
2 Be - p<0.001 p<0.001 p=0.018
Stroke 13% " ASCVD risk
Sy Monalily ) Lower risk Higher risk Month 3
All Cause Mortality 2%
>} ==35 - = s A3 = pLIIN N8 == Ay e =a
BRSKIR: AlnylamBERIE#L,  PERESHATAT BEBRIR: AlnylamE/tRL,  RERESHFET

Es T nsER 22



I 2.1.4 BFBEEMIAGTEEEZilebesiran B2 FIIHBRIS I EEF b B iE %

m  25/08\7nlIEAKARDIA-3IHIGATIZEEEE, 300mg7E3 N BT EELR AN AESBPREZEFIZEZMES.0mmHg, FHiFEEE6MA (-3.9mmHg) . 600mgZE3 1B
pEE3.3mmHg (R8F) . 6 MARK3.6mmHg, EEFTIASH, HRIIRAFIRFIEESEIES>140mmHgEES, ZilebesirangE31H&BHIEZESRE
9.2mmHg, ZFE6HIM/EFES.3mmHg,

E326: KARDIA-3iRIbEERLE () RE2MH () EZR27: KARDIA-3ii{i&3 (k) #16 () NMNBRDAZ=SBPIER

Zilebesiran (N=182) Zilebesiran Zilebesiran
P t =
Placebo [N=58) Placebo 300 mg 600 mg

Baseline medications, n (%) - n=86 n=90 n=87
ACEi or ARB 78 (88.6) 83 (91.2) 84 (92.3) o o
i i o o
(Dtlhui;iti:jce, thiazide-like, or loop diuretic) 55(62.5) 62(68.1) 61(67.0) % ]E: -10-
CCB 58 (65.9) 52 (57.1) 46 (50.5) g ’_E 154
Number of oral antihypertensives, n (%) LE ;\‘:
2 47 (53.4) 40 (44.0) 57 (62.6) =y 201 (_E 2) (_Es,
3 32 (36.4) 37 (40.7) 27(29.7) S 259 — e
24 9(10.2) 14 (15.4) 7(7.7) -30- A Statistical significance under Hor
Soomscooms.
(N=88) Placebo 300 mg 600 mg
At least 1 AE 38(43.2) 47 (51.6) 46 (50.5) n=88 n=90 n=89
At least 1 serious AE 4(4.5) 1(1.1) 6 (6.6) o
Suspected unexpected serious adverse reaction 0 0 1(1.1) %
Death 0 0 0 a
o
Hypotension/orthostatic hypotension AE 3(3.4) 3(3.3) 4(4.4) =
Potassium >5.5 mmol/L 4 (4.5) 4 (4.4) 8 (8.8) E 8
Confirmed by subsequent measurement 1(1.1) 3(3.3) 1(1.1) gfo § -20- ,,,,,,,,,,,,,, m m
Potassium >6.0 mmol/L 0 0 0 < . (-8.5,0.7) (-8.2,1.0)
eGFR 230% decrease from baseline and <60 mL/min/1.73m? 1(1.1) 5(5.5) 8(8.8) ©
Confirmed by subsequent measurement 1(1.1) 2(2.2) 2(2.2) -30-

AR ARy RTE R, chERES AT BSEIE: Alnylam SRS chEBEAESET 23



B 2.1.5 5B4TS{EIERC5ICemdisiranBPigi#3z_ErEEREF i if %

B CemdisirangAInylamB— M bFIiaRERARY= 6@, HERCSEHHNaciEX, 195 5RegeneroniAB#FINGE, BRISSEMIIERKL, Fiit26Q1RFDAIEAZF
FgMGRIEMERE, IEHMRegeneroniAFF &R T PNH, IhEREFEES MNMENIE.

m  25/08A7rCemdisiranBaz4FEA & C5HifAkPozelimabATAChRIRIEGMGRINIHENIMBLERIG 24F45R, 644825578 5600mg Q3MEBE R LRIKIMIEMG-ADLEE
DPE(E2.30%, 67HIERSAZ5HIE1979200mg Q4W, EHERHIHE1.745; REGMEFRINEL, IENLMATERISIACSHEIF,

E%=28: CemdisiranXINiBENAETIZE I B REALL E%29: NIMBLEXIGEIEEUR

cemdisiran cemdi-poze placebo
(n=64) (n=67) (n=59)
Patients completing trial 100% 96% 90%
Program Status treatment ° ° °
G h, A I'I Primary endpoint: Change from baseline in MG-ADL total score
eographic tI'Op y * Phase 3 pivotal program Placebo-adjusted treatment _ _
R evatence Getonts) 1 Mo
Estimated market sales CAGR* (2025-2030): ~34% * Initial data anticipated in 2H 2026 Mean change from baselinet 4.52 3.96 222
Key secondary endpoint: Change from baseline in QMG total score
Myasthenia Gravis
hzﬁ?fnzrlsdl:\;isdepr;? : raklsp g:ég?}gg%ssi;gfgﬁ 0B * U.S. submission planned for Mean change from baseline! -4.24 -3.32 -1.46
Estimated market sales CAGR¥ (2025-2030); ~17% cemelisiran monotherapy In 1026, Other secondary endpoints
pending losied MG-ADL: Patients achieving =3- 76.6% 65.7% 441%
. . point reduction
Paroxysmal Nocturnal Hemoglobinuria + Cohort A (exploratory): Updated Relative risk: | Relative risk:
: . ase dtla reported a = + - T
2025 U.S. Prevalence (patients): ~6k Phase 3 data reported at ASH 2024 1.84 (p=0.0001)|1.51 (p=0.0135)
Worldwide market sales® (2025¢). ~$2.0B + Cohort B (registrational): Study QMG Patients achieving =5-ooint 18.4% 25 8% 19%
Estimated market sales CAGR* (2025-2030): ~12% enrolling, data expected in 2026+ o BeERa =Re ' '
Relative risk: Relative risk:
2.67 (p=0.0006)|1.93 (p=0.0367)T
FRERIE: BETER. SRORESHEHT RO BRBARS. SURESHIR

BERMER AR 24




Il 2.1.6 CNSRKiERAInylam B E Sl £ 10 i %

B CNSHRSRAINylamssRE SIS, B%Cemdisiran%’\ﬁ?ﬁ%iﬁﬁﬁﬁ*ﬁﬁ%‘ﬂﬁﬁws (APP) . HTTLARMAPTSSRIEM, RFRERIAPPLISIRNAZH)
MivelsiraniAEiiR, RACT16iEIE, AARIQOMEEZ, BRIFFTIKEMHFIIER (CAA) LT IIEACAPPricorn- Rk ER. IERHIGEUERZR50mg QOMAIEEE
B R EIAPPEREIKESPISIEET3.3% (1248 HT)

= RBHTAINylamEBARIEAAGRBIAFIACVRIC (ALK7) , SBIEIXIT2DRIER, SR EIE IR HEEOE R SRR,

ElZ=30: BExl (L) @ (F) MivelsiranBIfiE&sAPP E%31: #BMEGRB14 (L) FIACVRIC () siRNAZGYIEN4

& s /_\ —_ - ) <
BEfiR IR HIRBRIEER
ey Placebo (N=13) o
- i 25 mg (N=4) E 150
2 | - 35 mg (N=6) s
UEJ 100 ~e- 50 mg (N=6) T3
@ § ~- 75 mg pooled (N=10) %3 1001
g S - 100 mg (N=6) % g E
< £ - 2
-4 s an S : i &2 soq
e 5 R L
& — ¢~ 204
® 100mg: -61.1% [G]
= .100 . ) P 0 T T T T
10 12 -21 1 22 57 85
Study Day (Relative to Dosing)
0
" - PBS
£ < ALN-4324 (3mg/kg)
= 1
é ¢ 150
= 26.4% g .
w8 -
& O 50 =@ SD 50 mg (N=6) £
2 —e— MD 50 mg Q6M (N=10) £ 1004
“ o
= £
6 '* g 50
= 733% % &
D 25
=
-100 o
D0 15 1 2 3 4 5T 8 10 12
gre— Day Month
"ZT’*H;J? AlnylamE®tA#t.  FEBIESSAFFT BREEEIR: AlnylamERARL PHBIESHFAT

SRR EEH 25
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B 265 AlnylamigiEi#Nucresiran AFATTR-CMFAIPNEINIERRIG. #E#HZilebesirangIINEAZENITHIXLE; 26H158RMivelsiranfylIEAcAPPricorn-1i836; 26H1/251MA
FADHIIHRIREE; 26H2iEHALN-2232 (EABERRELRALKT) BIIERAIOEEE; 26H2IEHALN-HTTO2 BF = ErEm IHRRIO &EE, IFCNSI#EE; 26H2iEH
ALN-6400AFH Mt EmaYIEAPOCEUEFIRBFHTTRYNESN ISR, 26H2/SEMEE[mGRB14AYALN-4324F3F T2DRVIIERKEE.

ElZR32: 265 Alnylam{E{LFIFRIER

Advance TRITON-CM Phase 3 Trial Ongoing
Nucresiran ATTR Amyloidosis
Advance TRITON-PN Phase 3 Trial Ongoing
Zilebesiran Hypertension Advance ZENITH Phase 3 Trial Ongoing
Cerebr_al Ll Complete Enroliment of cAPPricorn-1 Phase 2 Trial H1
Mivelsiran Angiopathy
Alzheimer’s Disease Initiate Phase 2 Trial H1
Initiate Phase 2 Trial in Second Bleeding Disorder H1
ALN-6400 Bleeding Disorders Phase 1 Data in Healthy Volunteers H2
Phase 2 Results in HHT H2
ALN-4324 Type 2 Diabetes Mellitus Initiate Phase 2 Trial H1 v
ALN-HTTO2 Huntington’s Disease Phase 1 Data H2
ALN-2232 Obesity & Weight Phase 1 Data H2
Management
Additional Programs File 3-4 INDs 2026

BRRIR: AlnylamER#ZRL PHRESHARAT

Es T nsER 26



Il 2.2 ArrowheadISYEBEFIRRE], TRIMESHRELR £ © 1%

®  Arrowheadpi3z 19895, RIERIVSEMLABH, EEBUSEIEFRIBERT. TiEsiRNA

AR, BIHIREZEEZO/ISIEAINylamBIEFIFRE], Arrowdi@ils T NAG37iEE NS
¥, BRREFRAIERITRIMES, BERTET1E/M155 530 T RochefINovartisAJsiRNAS

EZ33: NAG37FINAG25E 1A

OAc .- OAc
=, SR T SRIRARIRES, {B17EZFFIARC-520601 AR RS ME R FDANE /S d" O g~ N0
CUBREIRGEH, BESHRURSFEERINEANA. KEBDEFEEELIRRIES, | o
BRI E TR SRR AT SE SN ZE N, e e. T RGOSR
HENAG37HINAG2545BLI6EF]: LIGHIFRIRIinkerSHIBEMENIE, BAHAT VLR " he,_ote E ok 0.
BITRATOR, FoRlinkert FRIRAERHPIRESHIFINERI=1HE, HFIERESIRNA, o T~ A I Ao
GalNACHIEHBA:AK, ENEBIAREIIA NS, LOGEERImIs 1, BE e . 2. N
HEARARRE— B, EFULAINylamiEFRIBEER THRlinkers FMEH=MES, " Bnct e 20009208
Arrowhead BT IRBE MY NA, BRIEREIR— MRET ERHTIE, BEGalNACEEIER
EAIS . GaNACAENESRINESEMNTEA, NAAESESERSAEET, 844 o o o B
FAAETLI6 , (BEKERBEANylamERINEN, FAEERIOTRIMES, TRIMEEHE e e
SNEREEHMSRBNSIE, ATRHT "20in25" RRER, HEIEE20256E 15520 A D, 52 g D
LTSI NSRS, L, =~ i B

= e
“".’\c;ni7~ “ e (-, i : iy,

B2 REREH

Fxact Mass: 18508101

NAG-3YT

BRKR: TSR RERATARS. PIRESHRAN o7



B 2.2.1 Arrowhead I ETEIRELHERRIR

Z34: ArrowheadfEifEs:

¢l

Cardiometabolic

Plozasiran*
SHTG

Zodasiran

HoFH

Olpasiran
ASCVD
GS5K4532990
MASH/ALD
ARO-DIMER-PA
Mixed Hypedipidemia
ARO-PNPLA3
MASH
ARO-INHBE
Cbesity

ARO-ALK7
Cbesity

Pulmonary

ARO-RAGE
Inflammatory Lung Diseases

ARO-MMP7
Idiopathic Pulmaonary Fibrosis

ﬂﬁ!@@@@%ﬂ

Cosarerra

Liver

Fazirsiran
Alpha-1 Liver Disease

Daplusiran/Tomiligisiran
Hepatitis B Wirus

Neuromuscular

ARO-MAPT
Alzheimer's/Tavopathies
ARO-SNCA

Parkinson’s

ARO-DUX4

FSHD

ARO-DM1

Myotonic Dystrophy Type 1
ARO-ATXN2
Spinocerebellar Ataxia 2

ARO-HTT

Huntington's

@
mw

{l, NOVARTIS
Ksarerta
(' A PTA
\saneer
KsarerTa

Gsaneorn

ARO-C3

Complement Mediated Disease

ARO-CFB

Complement Mediated Disease

Tissue Targets [ Liver

B Lung Muscle [l Adipose [l CNs LT emeeednd

£
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B SMisdEEArrowheadZ U EAE, RIEHBH=E (T6) SEHSENEIAA THEANGPTL3, ApoC3FIREEsiRNAZH], LI ETRILp(a)kI0Ipasiran, He
Plozasiran AN BB 73R ESiRNAZGH, #ERApoC3, ATERIRMFLERALIE (FCS) BF25/113k5FDAfLE £, EFIIHIPALISADEIRLS; IEHNATFSHTG

REFINEASHASTA-3, SHASTA-4F0SHASTA-SIIEAN FBF RS

18, HASHASTA-354, IKEMUIR-31IE5EMANA, Fhit26Q3 A\ hIRskEE.,
EZR35: ArrowheadFIMAEFGRmBE N NREEE)

£]3236: PlozasiranlfiRitie#n/s

RIS (MATGRILDL-CHEISE, SASCVDIEERGER) SFIIEAMUIR-3, CAPITAN

Incremental
Mixed 2 Familial », ] ) '
p isorder- risk of acute A In adults with FCS and TG 2880 mg/dL (N=75), the primary endpoint  Study - > .
. . Rare Disorder- Hyperlipidemia iti Chylomicronemia ~ i
Residual risk it
:fskgxgvrg HoFH HeFH | [ Dg;irceigf'e'é‘s Sy:dmme (FCS) FALlSA[]E was fo evaluate change in TG levels af Month 10* Completed Phase 3
e e Elevated TRLs- with severely
elevated TGs LDL-C 2400 mg/dL LDL-C =190 mg/dL remnant cholesterol elevated
or cholesterol TG levels
s
PR In adults with TG 2500 mg/dL (N=228). the primary endpoint was to Study -
SHASTA-2 evaluate change in TG levels at Month 6'* Completed Phase 2
~
e In adults with TG 2500 mg/dL (N=405), the primary endpaint is to Currently - - .
— SHASTA-3  evaluate change in TG levels at Month 12*1 Enroling Phase 3
FD
Investigational REDEMPLO Hyperfrilyceridemia A In adulis with TG 2500 mg/dL (N=300), the primary endpoint is to Currently - e e
g (SHTG) A
. - i * i
ARO-DIMER-PA nlozasiran* SHASTﬂ 4 evaluate change In TG levels at Month 12 Enroling Phase 3
AA In adults with TG >880 mg/dL and a history of >2 acute pancreatitis Coming Soon - T
~ 20 ~ SHASTA’E events (N=140), the primary endpoint will be to evaluate the time to Phase 3
§, first occumrence of positively adjudicated acute pancreatitis event*
c
2
~
o
5 15 % In adults with TG 150-499 mg/dL and non-HDL-C 2100 mg/dL or  Sludy -
g- LDL-C 270 mg/dL (N=353), the primary endpoint was fo evaluate Completed Phase 2
o MUIH change in TG levels at Month é2*
——
c
P »,
Lo ASCVD: ~20 M U.S. Adults o I adulis with TG 150-499 mg/dL (N=1328), the primary endpointisto  Currently - e e
2 (TG 150 - 500 mg/dL) Mixed M U|H—3 evaluate change in TG levels at Month 12 Enroling Phase 3
5 Acute Pancreatitis Risk Increases with TGs RrpsHiEiden:
@ AA In adults with elevated levels of TRLs and residual risk of primary or Coming Soon - T .
N A secondary ASCVD events, ihe primary endpoint will be to evaluate Phase 3
v 5 GAP”AN the time to first occurence of any component of clinical composite
g’ Genetic FCS endpoir‘n gl CrV decmc';, nopfcﬂc::‘l M, n?nfgfol srr?kej coronary
_g Severe Hypertriglyceridemia < 1,000 US. Adults revascularization, and major adverse limb events
T, (TG 500 - 880 mg/dL) o
o (TGs 2880 mg/dL)
0 ~2.7 M U.S. Adults ~800 K U.S. Aduls
150 200 300 400 500 600 700 800 900 1000+
Triglyceride Elevation (mg/dlL)
See L S oLl s == —4—nn 20
[pu] cJ

ARIRE AfronneadEpitEl. FRERESFISET
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I 2.2.3 PlozasiranfEFCSEMTHAIR S HEWNE S

Median Triglyceridest Median APOC3

Triglycerides Median (Q1, Q3)

FCSHZENR, BHTIEEREAKEINE/ L FmEREK, SEHIMALEMAIER.

WETGKF (BF>880mg/dL) , BEEHEIMERRERKL (AP) . EEH

FCSEEEZ1LY65001%, BRitnERRIE AT XIPHEFCSEERITGKFUEIER,
PlozasiranfEllIEAPALISADEI{IEEREHRHFAITH, FELXSE10PMHERST

IETG/K B FHEER DA, 25mg2H/9-80%, 50mgZHI-78%

(REFIEN-17%

EZ=37: PALISADER3% 10 BRESTGFIApoC3[EiE

Pooled Placebo M Plozasiran 25 mg M Plozasiran 50 mg
60 -17% -80% -78% 0% -78% -71%
40
20

0
20

-40

-60

Percent Change from Baseline

-80

0.0002

p= P<0.0001 P=0.0007
o P<0.0001

Month 10 Month 10/12 Average

APOC3 Median (Q1, Q3)
Percent Change from Baseline

-100 p<0.0001P<0.0001
Month 10

Pooled Placebo M Plozasiran 25 mg M Plozasiran 50 mg

60 0% -93% -96% 8% -89% -88%
40
20
o0
-20
-40

-60

-80

P<0.0001 P<0.0001
Month 12

BEISEIR: Arrowhead ERIRIEL. SPRBIESHAZAT

B2 REREH

EZ=38: PALISADEXIEZE LR

Pooled Placebo

(N=25)
Patients with Any TEAEs 20
Most Common TEAEs, N (%)
Abdominal Pain 5(20)
COVID-19 Infection* 0(0)
Nasopharyngitis 3(12)
Headache 2 (8)
Nausea 2(8)
Back Pain 2 (8)
Upper respiratory tract infection 2 (8)
Diarrhea 2(8)
Severe TEAEs 5(20)
Serious TEAEs 7 (28)
Deaths 0 (0)
Premature Discontinuations 6 (24)
HbA1c, mean (SD)
Baseline 6.1(1.33)
Month 12 6.2(1.17)
Platelet count, 10%/liter, mean (SD)
Baseline 217.9 (80.5)
Mean change from baseline at Month 10 25.9 (38.2)
Mean change from baseline at Month 12 8.6 (47.5)

£

th i i 55

CHINA POST SECURITIES

Plozasiran
25 mg (N=26) 50 mg (N=24)
23 20
7(27) 6 (25)
5(19) 7(29)
5(19) 2(8)
3(12) 5(21)
4(15) 3(13)
3(12) 2(8)
3(12) 2(8)
1(4) 4(17)
3(12) 3(13)
5(19) 2(8)
0(0) 0(0)
3(12) 2(8)
5.7 (0.90) 5.59 (1.15)
5.98 (1.00) 5.83(1.56)
204.4 (70.4) 192.9 (50.7)
28.7 (61.2) -4.4(48.2)
-4.3 (40.8) -8.7 (50.8)

BRIRIR: Arrowhead BRI, FPEBIESHTRAT
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EZ£40: Plozasiranf]Olezarsen BBFFCSERIEXTIEL,

m  ¥dtbloniskYEERApoC3 ASOZ5HIOlezarsen, PlozasiranEB8Z55RIK. TGIEIEEKLA

RESIEEIGE, WtOlezarsenBFFCSHIEABALANCER Y E, HasaTcaT I R N

Modality SIRMA ASO
IIHAPALISADEIRG, {BE(ATGIRREZIFIR(KTPlozasiran; &M /5MH, PlozasiranfEIIFEE  company ARWR IONS
ﬁgus .Eﬂ./J\*ﬁ;EE@\L\J\&*E@%%%H bA1 Cﬂ%%ﬁﬁgﬁ%y%%ﬂlo Trial Ph.lll PALISADE Ph.lll BALANCE
Route of administration SC (by HCP) SC (self-admin allowed)
Dose 25mg Q12w PBO 80mg Q4W PBO
EZ%39: Plozasiranf]OlezarsenfBFFCSZEMERTLL, 26 25 22 23
Age 48 yo 47 yo 48 yo 44 yo

Genetically confirmed FCS (%) 54% 56% 100% 100%

. Baseline
Plozasiran PBO Olezarsen Diabetes mellitus 38% 44% 32% 26%
25mg, N=26 N=25 80mg, N=22 N=23 APOC3 (mg/dL) 39 20 >8 o8
Injection site reaction 16% 4% 14% 9% TG (mg/dL) 2350 2272 2613 2596
Hypersensitivity n/a nfa 0% 13% non-HDL-C (mg/dL) 279 268 263 271
LDL-C (mg/dL) 24 28 23 17
Headache 12% 8% 5% 13% HDL-C (mg/dL) i8 18 15 15
Arthralgia 0% 0% 5% 0% Patients ?u'ith ;revious 89% 88% 779% 65%
Decreased platelet count 0% 0% 14% 4% pancreatl's (%)
Treatment duration 12mo 12mo
ALT >=3ULN 0% 0% 0% 5% Treatment effect from baseline
AST >=3ULN 0% 0% 5% 4% Mean APOC3 (%) -89% +8% -64% +17%
Hyperglycemia / Worsenin 31% Mean TG (%) “Ta% 3% ~38% +21%
w g.y / 9 36% (all dose) 32% 52% 35% TG <500mg/dL 50% 5% 14% 0%
glycemic control all dose TG <880mag/dL 75% 21% 14% 0%
Change in HbA1c% from Mean non-HDL-C (%) -46% +2% -28% +12%
T +0.3% +0.1% n/a n/a Mean LDL-C (mg/dL) 49 36 38 18
Mean HDL-C (mg/dL) 29 19 n/a n/a
ADA rate (all doses) n/a n/a 42% n/a Patients wf adjudicated saute » o . -
AE-related discontinuation 8% 12% 9% 0% pancreatitis events (%) in 12mo 6 6 6
# of AP t 2 f 50 7 1 11
Death 0% 0% 0% 0% of AR events (out of SOpts)
Source NEJM 2024 NEJM 2024

L S flyne Ao o —— 21
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Bl 2.2.4 Plozasiran A FsHTGENEF26Q3 A7 I ERRIGE R

YR BEIE, sHTGEREEBKRTGKELE
1EA

B Plozasiran BFsHTGAJIIHISHASTA-2if{ 38 2iE
500mg/dLLA L, SEEBEEGHE30056], HAPZ910055185APXEE AR,

B%E42: SHASTA-2iIXI8ARMEUE

SHASTA- 21‘tﬂﬁ ENE229IsHTGREE, #£580. 12B&iE5I—5 (10/25/50mgLik% v e APOC3 . Triglycerides
B | B4R 0/25/50mg R RS TGRS R LRI S 510 1 P
49/53/57%. ApoCIKTEBSESIIFIRE, FTiT—EiRERIFEA0E, R I i Ji =]

SILDL-CROFHE, RTRRAFERARSER, REISEEARIRT, TRAEKAIR i H

€, NFRETEALSHE, it el

T
0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48

Study Week

é é Study Week é

LS Mean* % Change from Baseline at Weeks 24 & 48
Plozasiran

LS Mean*= % Change from Baseline ot Weeks 24 & 48
Plozasiran

SHASTA-2i{Ie L e &z

EZE41:

Flacebo 10mg 25mg 50mg Flacebo 10mg 25mg 50mg

., I Week 24 1% p;ggﬂm p;g_’ﬁ)’;n p;;gﬂm Wesk 24 7% p-;g.éc'zz:l p‘;ggz:n D:D’.‘g‘éw
ozasiran -34% -48, -47% - -31% -58% -53%
P':gg::l:'o 10m 25m 50 m « TEAEs reflect the Week 48 4% p<0.0001  p<0.0001  p<0.0001 Week 48 7% p<0.05 p<0.0001  p<0.0001
(N=61) (N=s§] (N=5 (N=5 comorbidities and _ _ ‘
TEAE 13 (71 %3 (80 36 (66 49 (53 underlying conditions -#-Placebo -#Plozasiran 10mg -4 Plozasiran 25 mg  —# Plozasiran 50 mg
s (71) (60) (6é] (8) of the study 400%y
TEAEs occurring in 2 5 subjects population 160 M Placebo
COVID-19 10(16.7) 10 (18.5) 8(14.5) 8 (14.0) . - . M Piczasiian 10 mg
Worsening glycemic control* 7(11.7) 12 (22.2) 9 (16.4) 11 (15.6) . genous TdEAEi w?r;e J £ S 80 M Piozasiran 25 mg
Diarrhea 5(8.3) 3(5.6) 1(1.8) 1(1.8) toeglg’% Sir"éon relate £ g <0 M Piozasiran 50 mg
Urinary tract infection 5(8.3) 3(5.6) 1(1.8) 2 (3.5) ﬁ 5
Headache 3(50)  8(148  5(%.) 2(35) . Allserious TEAEs g ¥
Treatment related adverse events 8(13.3) 14 (25.9) 8 (14.5) 10 (17.5) resolved without g% 20
Serious TEAEs 10 (16.4) 4(7.4) 2 (3.6) 7 (12.5) sequelae (except 2 ¢E
TEAEs Ieadin%iio drug discontinuation, 0 1(1.9) 0 0 SUbJ.eds W'?h N E g
dose interruptions, or study withdrawal ; malignancies), with GP-
Local Injection Site Reactionss 0 0 0 1(2) no deaths RE
Acute pancreatitis,? 2(3) 0 (0) 0 (0) 1(2) « Data includes
adjudicated cases, No. (%) exposure out o 48
Death 0 0 0 0 weeks
All Patients Who Reached TG < 150 mg/dL at Wk 24, n/N (%) 4/59 (7%)  22/50 (44%) 27/54 (50%) 28/55(51%)
All subjects Who Reached TG < 500 mg/dL at Wk 24, n/N (%) 32/59 (54%) 44/50 (as? ) 50/54(93%) 50/55(91%)
Subjects with Baseline TG > 880 mg/dL Who Reached TG < 500 mg/dL at Wk 24, n/N (%)  5/15(33%)  9/14 [44%)  13/16 [81%) 14/17 (82%)
il st . s A TS ] Shns] < 3 . = Ay ST P
ZRERIR: Arrowhead BRAZRY.  FRERESSTHIUAT BHIRIE: Arrowhead BRIAEL, REBIESEHTSAT
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B lonisfIESmApoC3 ASOZHI0lezarsenFFsHTGHINIHBIR IS CMEBZHRAIAPRIE T EZ%43: Plozasiranf1OlezarsenfBFsHTGEIEXILL
f#E3kss, HAfFPlozasiranflIIIHASHASTA-5iH{388HE, Olezarsen FFsHTGHYIIIEECORE Plozasitin

R NBEEELTCRIFS TIHASHASTA-2iHle, BNTCRELFERIMLE, B  Medaly SIRNA ASO
_ Company ARWR IONS
NB B2 B 3I|=0 ‘B /1>8 59 A { >
12 I ﬁ Eji&ﬁ%iﬁ”;kﬂn,AP$1¢Im/ 85 /°° Arrowheadaﬁﬂi E*,ji)\gﬂé’]'l SOWJE’J*E{L’“ I I'HH Route of administration SC (by HCP) SC (self-admin)
SHASTA_S.E:E‘H@, T)ﬁi‘l'TGB%IE"%'—?AP$1¢;}§JZ@\Z|‘ET_|§EE%$E9&'|‘$° Trial Ph.ll SHASTA-2 Ph.Il CORE-TIMI | Ph.lll CORE2-
72a TIMI 72b
Population TG>=500 TG>=500 TG>=500
Dose 25mg, Q12W x2 PBO 50mg or 80mg | 50mg or 80mg
Q4w Q4w
n= 55 60 617 446
Age 56 yo 56 yo 54 yo 55 yo
Statin usage (%) 71% 67% 73% 78%
PCSKS9 inhibitor (%) 4% 5% 3% 2%
Baseline
Diabetes mellitus (%) 67% 65% 59% 68%
836 749
i 98 679
0 g/ o heedian) ? (47% >=880) | (37% >=880)
LDL-C (mg/dL) 74 69 59 62
HDL-C (mg/dL) 30 30 25 27
Patients with history of acute
A 15% 22% 22% 13%
pancreatitis (%)
Treatment duration 24wk 12mo 12Zmo

Efficacy

0, . 0, .
Mean TG reduction from 73% (80mg); = 68% (80mg);

- 70% 17% 63% (50mg); 63% (50mg);
baseline at 6mo
0.5% (PBO) 14% (PBO)
# of AP events at 12mo 0 3 85% reduction vs PBO
Source ACC 2024; JAMA 2024 Company update on 9/2/25
s=E 4 R === 21
52 FEREEH 33
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B 2.2.5 PlozasiranEBFSTGHIIIEIMUIR-3iX I8 C FERE A BEF b 18 iF %

PlozasiranBBFETGRINIEIMUIR-3iRIEE5ZRHEAA, IHIMUIRIKILEIERR25mg Q3MAIE24FTGAIMHES6% (FRBIFIKIE) . BSHB=RETEANTGRT
150-500mg/dL. IIEAMUIRIAIGHNASIFIFTCES (BLFITGHH244mg/dL, SHYZEELDL-C/9103mg/dL) . 10/25/50mg Q3MFIBHETCE LBFIRIED
BURE(E49.8%. 56.0%F162.4%, 50mg Q6MHET44.2%, APOCIKFHEETIE., R HERFERNRIF, ETEAELLHIRYE.
ElZR45: MUIRIIGZE 4=

BlZR44: MUIRIRIEBEIEEUE

Triglycerides Remnant Cholesterol®

APOC3

-
153
T
8
]
N
5

[

S o
T -

o

S o

&

[
T
IS
i

Mean Percent Change
(+ SEM) From Baseline

Mean Percent Change
(£ SEM) From Baseline
Mean Percent Change
(+SEM) From Baseline

&
S
T
&
3
1

— T T T T T T T T T T — T T T T T T T T T
4 8 12 16 20 24 28 32 36 40 44 48 4 8 12 16 20 24 28 32 36 40 44 48

—— T
s 0 4 8 12 16 20 24 28 32 36 40 44 48 0 0
aiaw # 7 Visit (Week) & Visit (Week) & & vlslféweek]
o & & & ¢ &

Primary Endpoint:

% change in TG

LS Mean*? % Change from Baseline LS Mean* % Change from Baseline

LS Mean* % Change from Baseline

24 -52 -58 -64 -46 24 N -59 -74 -80 -58 24 -48 -54 -53 -42
Weeks - p<0.0001 p<0.0001 p<0.0001 p<0.0001 Weeks p<0.0001 p<0.0001 p<0.0001 p<0.0001 Weeks h p<0.0001 p<0.0001 p<0.0001 p<0.0001
48 48 43
Weeks +2 -33 -43 -50 -55 Weeks +6 -31 -49 -54 -65 Weeks +3 -33 -38 -44 -51
Non-HDL-C LDL-C ApoB HDL-C

o
@
3

o
S

R
S

=

.............. t
0 4 8 12 16 20 24 28 32 36 40 44 48 ]
Visit (Week) &
& &

LS Mean % Change from Baseline LS Mean % Change from Baseline
24 24

5 38 47 51 33

o

Mean Percent Change
(+ SEM) From Baseline
n
3

Mean Percent Change
(= SEM) From Baseline
Mean Percent Change
(+ SEM) From Baseline
Mean Percent Change
(+SEM) From Baseline

uuuuuuuuuuuuuu
0 4 8 12 16 20 24 28 32 36 40 44 48
Visit (Week)
2

! [
S

T T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 4 8 12 16 20 24 28 32 36 40 44 48
& Visit Week)
&

& & Visit (Week) &
& & &

LS Mean % Change from Baseline LS Mean % Change from Baseline
24 -1 1 -10 6

Weeks =l e S ) Weeks  ° Weeks RCEEE L e Weeks
as a8 a8 a8
Weeks 2 12 12 22 20 e 3 0 4 8 -2 e 3 5 6 12 12 e 5 25 31 38 45
—@-Placebo —- Plozasiran —#— Plozasiran —&- Plozasiran ¥~ Plozasiran
10 mg Q12W 25 mg Q12W 50 mg Q12W 50 mg Q24W £ EAS

ZRSRR AN OW Ko AdEFIAE,. SRR HITAT

TEAEs
Covid 19
Upper respiratory tract infection
Headache
Urinary tract infection
Worsening glycemic control®
Bronchitis

Serious TEAEs

TEAEs leading to drug discontinuation, dose
interruptions, or study withdrawal

Deaths®

Platelets
Baseline, mean (SD), (10°/L)
Mean (SD) change from baseline at Week 24
Mean (SD) change from baseline at Week 48

55 (63)
11 (13)
7(8)
3(3)
6(7)
9(10)
1(1)
5(6)

2(2)

0

254.4 (63.6)
9.8 (43.7)
2.9(33.2)

Plozasiran Plozasiran Plozasiran Plozasiran
10 mg Q12W 25mgQ12W 50 mg Q12W | 50 mg Q24W
(N=67) (N=67) (N=66) (N=66)
46 (69) 45 (67) 47 (71) 49 (74)

7 (10) 10 (15) 8(12) 5(8)
3(4) 7(10) 1(2) 9(14)
1(1) 2(3) 4(6) 5(8)

3(4) 4 (6) 4(6) 0
8(12) 5(7) 13 (20) 14 (21)
4(6) 2(3) 2(3) 5(8)
2(3) 5(7) 7(11) 5(8)
0 0 1(2) 2(3)
0 1(1) 2(3) 1(2)
250.7 (68.4) 244.0(65.7) 245.8(58.5) 241.3(68.5)
4.1(51.3) 6.4(41.1)  10.2(38.0) 12.0(53.0)
-2.6(380) 13.8(52.2)  9.6(35.6) 9.7 (37.8)

BHEIR: Arrowhead ERIEAH},  FREBIESSFAFRT
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B ArrowheadfiZodasiran22Eki#ERIRAIANGPTL3 siRNAZSY), BRILFEIIHoFH (3EEZ51000-2000451) RIINIHBYOSEMITER3EH, FRit26H1TRALA.
ARETFApoC3RPBEIPHETG, ANGPTLIEEE]FERREFKTG. FAIMEELDL-C, EERTRAEEMEMIE. IHBARCHES-2IXI8 NH204FRSESENESRE (T
A§TG150-499mg/dl, LDL-C>70mg/dIgknon-HDL-C>100mg/dl) , 24fEr$50/100/200mg Q3MXIEERIFIITGEEIES BIA51%. 57%F163%.,

m  Yftblonis[E$Es=ASOZ5IVupanorsen: |IbEATRANSLATE-TIMI 70iX 38 EUE 2 RIEHDL-CR#(£22%~28%, TGF#(K41%~57%, REBEXELDL-C, BERUKIE
B I INATBE RS A RO S B RALT/ASTHE, 225 1F R llonisEfRAR L A.

B SR ASHSMAE, ArrowheadifFFE& T EATHEEPCSKIFIAPpoC3HINEBSiRNAZGHIARO-DIMER-PA, BTN EEFEEFRMES, AERERIEIERR6mMpk

HIARO-DIMER-PASIPCSKOFNApo CIRIRBRINERE S IR siRNAZIEAEY, {EBIKEBEL—E. ArrowheadiE§F26Q3K L7 1/IIEAHIGEEE.
EZR47: ARO-DIMER-PAZEHIRE RIS BIIRTER

Remnant Cholesterol®

SEM)

e R
~—— ~—

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

ARO-DIMER-PA

ercent Change [+

§

: % change TG
LS Mean* % Change from Baseline Difference vs Placebo LS Mean® % Change from Baseline Difference vs Placebo LS Mean* % Change from Baseline Difference vs Placebo
24 Weeks p<0.301001 p<0:]7001 u<0'i)3001 24Weeks 54 70 74 2 Weeks 73 76 82

36 Weeks 34 38 -51 36 Weeks 45 57 -64 36 Weeks 43 45 -58

Non-HDL-C*

>
o]

> Monomer PCSKS (3 mpk)
+ Monomer APOCS (3 mpk!

SEM)

> Monomer PCSKD (3 mpk)

+ Monomer APOC3 (3 mpk) & ARO-DIMER-PA (6 mpk)
& ARO-DIMER-PA (6 mpk)

Mean Percent Change (

2 16 20 2
E4 £ visit (Week)

Relative Serum PCSK9
(Nerm'd to mean predose)
(nerm'd to mean predose)

Relative Sarum APOC3

19 -15

24 Weeks -29 -29 36 24 Weeks -16 -14 -20 24 Weeks 22

36 Weeks -19 -16 -23 36 Weeks -12 -7 -7 36 Weeks -11 7

-11

r
2
7‘-_-.
]

A ‘E‘ W aPa e PO et ol

-@-Placebo M- Zodasiran 50mg  —&- Zodasiran 100mg  —#- Zodasiran 200 mg @ EAS

== > . — =hf =0
o Q;E;Ja'? ArTowhead BRI ChMEATT BESGE: Arrowhead ERIHEL. cREREASHIFAT

Day




I 2.2.7 Arrowhead——Olpasiran

m SiELp(a)sFArrowhead#FBOlpasiran, BiEiRiE, BEiLFASCVD Lp(a)EEEAHE]
OCEAN(a)-Outcomesitti&h, FRit26ERKEhk. 22F /. 70lIHHOCEAN(a)-DOSEIRIGEUE, TAZH2814
Lp(a)>150nmol/LEZ&, 10/75/225mg Q3MF1225mg Q6MILANFIELBIE36/ERTLp(a) R LB R IERIED B
7970.5/97.4/101.1/100.5%, S@SIFE(RRAEROIIFELE48E); 36/ERNIARIFEEELDL-CKF22.6%-24.8%, HAEE
EIB#(%16.7%-18.9%.,

E3£48: OCEAN(a)-DOSERIEZEEHUE

Event Placebo Olpasiran
10 mg, 75 mg, 225 mg, 225 mg,
Every 12 Wk  Every 12Wk  Every 12 Wk  Every 12 Wk Every 24 Wk Overall
(N=54) (N=58) (N=58) (N=56) (N=55) (N=227)
number of patients (percent)
Any adverse event during trial period 45 (83) 45 (78) 46 (79) 47 (84) 47 (85) 185 (81)
Serious adverse event 8 (15) 3(5) 3(5) 6 (11) 4(7) 16 (7)
Adverse event reported as being related 11 (20) 7 (12) 13 (22) 16 (29) 14 (25) 50 (22)
to placebo or olpasiran
Adverse event leading to discontinua- 1(2) 1(2) 1(2) 1(2) 1(2) 4(2)
tion of placebo or olpasiran
Fatal adverse event 1(2) 0 0 0 0 0
Myalgia 4(7) 3 (5) 1(2) 4(7) 4(7) 12 (5)
Peripheral neuropathy 0 1(2) 2(3) 0 1(2) 4 (2)
Liver-related adverse event 2 (4) 1(2) 2(3) 1(2) 1(2) 5(2)
Kidney-related adverse event 1(2) 0 1(2) 0 0 1 (<1)
Hyperglycemia or new-onset or worsen- 3 (6) 5(9) 3(5) 5(9) 3(5) 16 (7)
ing diabetes mellitus
Coagulopathy or bleeding diatheses, 0 1(2) 1(2) 2 (4) 0 4 (2)
excluding thrombocytopenia
Thrombocytopenia 1(2) 0 0 0 0 0
Injection-site reaction 6 (11) 3 (5) 11 (19) 12 (21) 13 (24) 39 (17)
Hypersensitivity reaction 1(2) 1(2) 4 (7) 3 (5) 5(9) 13 (6)

PR NEINL AR SR
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E%49: OCEAN(a)-DOSERXIEERIMHEEE
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CHINA POST SECURITIES

A Percent Change in Lipoprotein(a) Concentration

-8 Placebo 10 mg, 75 mg, -@- 225mg, - 225mg,
20+ Every Every Every Every
12 wk 12 wk 12 wk 24 wk

& 20
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-
(9]
& -40-
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2
&
= -60
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[
=
-804
-100+
-120

oy

line 2 Trial Week

T T T T T T T T T T T T T
Base- Day 4 8 12 16 20 24 28 32 36 40 44 48

B Placebo-Adjusted Change in Lipoprotein(a) Concentration
Wk 36 Wk 48

0= i~ S = S S s

-204
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T

|

@

(=3
1

_705 -68.5

Placebo-Adjusted LSM Percentage
Change from Baseline
|
3
1

-100 974 -96.1
-101.1 -100.9

-120

-85.9

-100.5

10 mg, 75 mg, 225 mg,
Every 12 Wk Every 12 Wk Every 12 Wk

225 mg,
Every 24 Wk

RTREIR: NEIM, FlBiESAFAT
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Il 2.2.8 INHBEFIALK7E#1$POC, REISNFSHE & P 1il%

®  26fF1BArrowheadiEHINHBE-ALK7iEEAFASIRNAZSHIEPOCEIE, ISIERBEIGANEDINEEHISIAREERAFES. INHBEEEEFMIEFHREL, HEZH
REBASHIGHS, BEINHBERIERIX, 2ilActivin E (ZERARIINHBE) |, fEFEActivin EEBUERSIERRIALK7ZK, {HIBERhD#R, (EHASIHRIERR,
BeIINHBE-ALK7 @I E Rk 934 TR EIBANEES.

B ARO-ALK7: 200mg5l 2 T8[ERICHIREAAEALK7 mRNARFKIEMRERIERL, TR /9-88%, AR /I-94%,; RAERERR14.1% (LRFIRIE) . <2t
RiF, KRSHTEAESRI=EREERE, B TEAESEEZIEEA.

EZ50: INHBE-ALK7i&H EZR51: ARO-ALK7E5BERERGRIME
5= 0.5%
§ 0 T N=4 N=4 N=4 N=4
Release of dimerized Binds to and activates Blocking 8 @ N=8
INHBE subunits creates ACVR1C (ALK7) receptor adipose lipolysis 0=
hepatokine Activin E in adipose tissue c % E‘- -5+
[+/]
om®
= +l
~ S E~ 10 -5.7% -5.9%
/"'4% \“\*‘ ' ActivinEW Increased o E 10 ° °
‘ w w Js— i abdominal 5 b
L Rl 4 N adiposity leads to g -15=
w A )P - obesity, CVD
Activin E g Adipocyte — . p and T2D -20 T -13.6%
Week 8
Study Week
-@-Placebo -7~ ARO-ALKY —#— ARO-ALKY ¥ ARO-ALKY - ARO-ALKY
10 mg 30 mg 100 mg 200 mg
BRIE: Wave Life ScienceEMIiZHl. SRBRIESFAZIAT BEEEIR: ArrowheadEMAA%}, FRHEFIESIASAT
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Il 2.2.8 INHBEFIALK7E#1$POC, REISNFSHE & P 1il%

®  ARO-INHBE: S3IrJsEIl v [MiBActivin ERYFIEAERIERL, 400mglEFR/IBE/9-85%, MNUEKRD/9-94%., 16ERTERFISEIYSLI N AERERLRII9.9%.
FTARRERRIR38.6%. EIRERIENN3.6%; 24RERIFEFISFIMBERERTAD15.6% (LBIFIRIE) . FET2DEMEES, 16ERIRI400mg+E7GHRK (4461) AISEIUR
59.4% (MRAZRRI+E/RIANI4.8%) |, 12BBKE AT BRI 23.2%, SAEREmI15.4%, FHRRERDED76.7% (RJRRESBIAT7.4%. 5.3%.
20%) .

EZR52: ARO-INHBEEXEHEIEANIE EZR53: ARO-INHBE+&/RIBINAEEISHIE

7.5 Weight Change
[ N=5 N=8 N=4
g;s. 5.0 0
gg_ 25 )
o m n . bl P 2e
Visceral Adipose Tissue' Liver Fat Content? B 0g R
5 40 g 2 -2.5+ ga 2
| 20.0% 2a 5o £
g c
] T 3 20 He 3 R— H
22 " ] e gt =
55 SS_ o -10.0
Eeg Ewg T
gdg -5 gaq 125+ Week 16
o £~ S E= 20 T T T T T T T T T T 1
te -7.1% e g aw O 2.4 6 81012116 18 2 2 %
] 104 H 40 2P (QW ®
* % = -37.8 ARO-INHBE ﬁ é Study Week At Week 16, combo therapy weight loss
A5 60 of 9.4% versus 4.8% for TZP alone

L] T T T
-@-T2P + Placebo -¥- ARO-INHBE 0~ ARO-INHBE
Week 8 Week 16 Week 8 Week 16 200mg +TZP 400 mg + TZP

Study Week Study Week
" . . Visceral Adipose Tissue! Total Adipose Tissue? Liver Fat Content®
Total Lean Tissue? Muscle Fat Infiltration? &
57 1 N=5 N=8 N=3 N=5 N=8 N=3 N=5 N=8 N=3

3.6% . 0 = o
a8 52 0.8% L 5 5 s 2
§§§3- 20% 1.6% Egﬁ o+ gg-10 53 5940
5 2 T s e 5% 5y
T8 s -0.7% 55 55 §5-60
g 1 E -1.9% sa% 28 g
g -19.2% 23.2% § §
0 T 4 T T = = 2 0o
Week 8 Week 16 Week 8 Week 16 - Weelk 12 Weelk 12 wgglk 12
Study Week Study Week Study Week Study Week Study Week
W ARO-INHBE 400 mg ™ Pooled Placebo
N=4 N=7 Enhanced Visceral Fat Loss Enhanced Total Fat Loss Substantially Reduced Liver Fat

-@-TZP + Placebo =¥~ ARO-INHBE -4~ ARO-INHBE
200 mg + TZP 400 mg + TZP

AR EE KHowRead EWe. chERESHTIHT BRISE: Arrowhead IRl chERTAHEFR 38




I 2.3 DicernaBlARBEFIEE, JEXREEXPIULKSERE F hWiEs

®  DicernafiszTFO74, 17EFHIIBRSBI. AL RFNERIEEEARNAIE, HTF2 I EHEfIEElBZET, B Mo el NN v iy S ol
R SIRNAT= G- A MBS EARE 18 (PH1) f9NedosiranTF23/10%dH, L7, cherna$?lb\}3'z7kflz‘*79
GaIXCHAR, HEGETAInylamIERIES, ATHSHEEImT I KEEAMRMINE-ERRNA, BTN R
B, Ertxeﬁk (AINediz36p) , E— AR, KNEER21-23bp, GaINAcEﬁEEﬂzEZi 3 Antisense stand
EEMINIRISESA MBS L, STSIRNATIShRNARS S, TEMAERIR Y HAR B HEE— NROMIShRNA,
iZﬁJ&D'rA?‘chert)JEJ*‘B{u, BT T ISR IUSFHABAEY, T T AMERN TAIAS, 1ksDicerna ﬁf( ] INWO’%:O%\;“

N

EFF R T GalXC-PlusRIFFINEIEF S, oo f --.o/“"NO H
m [REZKAAINedosiranh, Dicernatf R B4R SRl HiEERRAIEERLEELp(a)fILepodisiranfl4E[A) > '0\,,,,0 o
ANGPTL3fSolbinsiran, —&9#EHWRISILFNEEIRE. " &C’),NJN o

B354: Dicernafrifes:

3\
27 Ho-Rz0 ©
SR LIRS i
; # /iR wH9ER o] g
N NH,
o

Alnylam Phar uticals
ryem Pharmaced i AdemA *3, AdemG

_ o E il 2023-09-29 Inc; Dicerna EEBRE: MENSE . o N__N
Nedos i ran (B R)E) E8i Pharmaceuticals Inc: i BRE AFMELES LDHA ;g:ﬁﬁ:ﬁ:?z TR~ 2nU HO.F; = ¥
‘ ‘ e | ' g © OW

W= 2024-03-05 Dicerna Pharmaceuticals  EIBRSGAFMIL: ASRMAH IBi%: AdemA *3 & O

Lepodisiran M= 2024-05-05 Ine: WAL WHMETE. OB | Licoproteins | FRUEIENH: 4° ~BRBARH-2nU 08 N= \/\0/\,.“ ACHN
= LRI # B 36+22 & TNH }f/\/\,o /%(OH
I - I . N\ 0
i : *

IfsHR = H 2022-07-20 Dicerne Phegmutigals SRR R AL AR HE iR é’f Adenh *3 ) L‘-‘ _{NH ?1

Solbinsiran i Inc; 2 T A ANGPTL3 SRigfE: 4° -REEE-2mU o] N 2 0 H
LRSI RS WA 3622 ‘\

IlSFE=M 2021-02-12 5 ISR EEERT R JBiE: Monk 3 Adomé O

Belcesiran - EHE BT (Dicerna - ’ SERPINA1 FUIEN: 4' -TRBRAE-2mU N
RS ‘ ol FBEEERE E l\
Pharmaceuticals Inc;) WA 36+22 NH
_ N 3% : AdemA *3 AdemG

Xatnssiran eSO R R 2= TR Wk | RS 4 B2 o

e WA 36+22 Ak

iBik: AdemA *3
IskE—MA 2021-09-28 EAEEHE (Dicerna  WIEH: B BMAXE ﬁ’% © . 0 OH
Lefelsiran sodium ALDH AU 4 -IRBEEE-2mU e}
TR Pharmaceuticals Inc) ]
WEY: 36+22 HO™ QH
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B 2.3.1 Lepodisirana2IXLp(a) siRNAZSYIHESE—IERE £F T 1 if %

LepodisiranJa2IKLp(a) siRNAZGMITAAHESE—HE, AT Lp(a) FFEASCVDIIIIHBACCLAIM Lp(a)yifie BT 24525, HHRINE125004, FHit29Q158H.

25/03 AR IIHBALPACAIRIG#3E, NH320/41, Ei%qﬂﬁLp(a) 79253.9nmol/L, 4475257, Q6M, FELRLJ5HE, 60-180KREH1FIE, ELBFIRIEFIMBLP(a)

WREPENE16/96/400mgZE 53 B1iKF40.8/75.2/93.9%; IREZLRJ5H, 30-360KL52525IFGHITSMEIR16/96/400mg 7351 941.2/77.2/94.8% (EIRA00mMgEEIR
LRIFIZE/988.5%) .

E%56: ALPACAIRIEBERIEEEE

BZR57: ALPACAIRISLp(a)pRKiasy

End Point

Primary End Point

Placebo-adjusted time-averaged percent change from baseline
in serum lipoprotein(a) concentration, from day 60 to
day 180%*

Secondary End Points

Placebo-adjusted time-averaged percent change from baseline
in serum lipoprotein(a) concentration

Day 30 to day 180
Day 30 to day 360
Day 240 to day 360

Placebo-adjusted percent change from baseline in
lipoprotein(a) concentrationi

Day 60

Day 180
Day 240
Day 360
Day 540

Placebo-adjusted percent change from baseline in apolipopro-
tein B concentration

Day 60

Day 180
Day 240
Day 360
Day 540

Lepodisiran
16 mg-16 mg
(N=36)

-40.8 (-55.8 to ~20.6)

416 (-55.610-23.2)
—41.2 (-55.4t0-22.4)
-38.9 (-54.910-17.2)

-47.4 (-59.9t0 -30.9)
-31.9 (-50.6 to -6.2)
-47.3 (-61.3 to -28.3)
-30.2 (-49.4 o -3.6)
-19.7 (-37.8103.7)

-10.4 (-17.5 to -2.6)
8.2 (-16.2t0 0.6)
92 (-16.7to -1.2)
7.0 (14910 1.7)
-2.8(-10.710 5.8)

Lepodisiran
96 mg-96 mg
(N=74)

Lepodisiran
400mg-Placebo
(N=72)

percentage points (95% confidence interval)

-75.2 (-80.4 to -68.5)

75.6 (-80.5 to -69.5)
-77.2 (-818 to-715)
—77.4 (-82.4 to-7L.1)

-80.9 (-84.7t0-76.1)
-66.0 (-73.8 to -55.9)
-84.7 (-88.1 to-80.3)
-67.4 (-74810-57.6)
-45.8 (-56.0t0-33.2)

-11.9 (-17.7 to -5.8)
-10.7 (-17.1 to-3.8)
-15.4 (-21.1t0-9.3)
-12.0 (-18.1 to -5.3)
-4.7 (-11.1t02.1)

-93.9 (-95.1 to -92.5)

-93.8 (-94.9 to-92.5)
-88.5 (-90.8 to -85.6)
-76.8 (-81.9t0-70.2)

95,5 (-96.3 to -94.5)F
-90.7 (-92.6 to -88.3)T
-84.7 (-87.9 to -80.8)
-67.8 (-74.8t0 -59.0)
-53.4 (-61.7 to -43.3)

-14.1 (-19.0to -8.8)t

-13.7 (-19.3 to-7.9)F

-106 (-16.3 to -4.4)
-8.6 (-14.9t0-1.9)
-5.0(-112t01.7)

Lepodisiran
400 mg-400 mg
(N=69)

-94.8 (-95.9t0 -93.4)
-95.0 (-96.1 to -93.6)

-96.8 (-97.4 to -95.9)
-91.0 (-92.9to -88.5)
742 (-78.8 10 -68.5)

155 (-21.0t0 -9.6)
-14.1 (-20.0t0 -7.8)
-12.9 (-18.6to -6.8)

FRRIR: NEIM, FlBIESAFAT

ffix 5=~

Change in Lipoprotein(a) Concentration

304
& 204
o
5 104
- 0_ =Tt~
[
g =10} L
S -20
g -304
% —40 —- Placebo
§ -50 \ 4 Lepodisiran, 16 mg-16 mg
g -60-{ - Lepodisiran, 96 mg-96 mg
tE- ~704 ~- Lepodisiran, 400 mg—placebo
§ 7:3: ~l- Lepodisiran, 400 mg—400 mg
- Lepodisiran, 400 mg pooled

-100—— T T T T T T T 1
0 1530 60 120 180 210 240 300 360 540
Day of Visit

No. of Participants
Placebo 69 69 68 68 67 66 64 64 64 64 60
Lepodisiran, 16 mg-16 mg 363636 35 36 35 33 33 33 33 32
Lepodisiran, 96 mg-96 mg 747373 73 72 72 67 67 69 68 65
Lepodisiran, 400 mg—placebo 72 71 71 69 70 69 65 66 64 64 62
Lepodisiran, 400 mg-400 mg 69 6967 68 68 63 61 63 63 63 61

BRI NEJM, hERESAsRT

40



B 2.3.1 Lepodisirana2EkLp(a) siRNAZSYIHESE—IRE £F B 18 if %

B LepodisiranZ&MFRINE, IHAALPACAIKIG(X11%EIISAE, BI9S5AMFTX, F5IEMIRAIINEERE R,

B Z&ArrowheadffOlpasiran. DicernafiiLepodisiranl A SilencefZerlasiranflIEHRIOEUE, EHLp(@)RAFRIBERML TN FEIRIRNELENMuvalaplin (24/11
ANFRIEREEE, 12BERLEKIRIET10/60/240mgRIEHMLp(a) FRIBD BIH47.6%/81.7%/85.8%) LIKASOZGYINloniskPelacarsen (6 BEIRLRRIRIERA
pENE/920mg QWHIERNT74%) , BsiRNAZGIA SIEEZGIURIRAILES, FUtRIGR/IFE(ELp(a) NEmEE,

E%58: ALPACAIRIE T MEUE EZR59: Lp(a)fEMtEXTIAXIEE

p p Lepodisi Lepodisiran
Placebo 16 mg-16 mg 96 mg-96 mg 400 mg—Placebo 400 mg—400 mg Drug name Company Class Max Lp(a) Main inclusion criteria Administration route, fre-  Trial phase NCT Planned study
Adverse Events (N=69) (N=36) (N=74) (N=72) (N=69) reduction quency, and dose completion
number of participants (percert) Pelacarsen Novartis ASO 8B0% » Age 18 to 80 years Subcutaneous injection, 1 NCT04023552 30 May 2025
P P P Pharmaceuticals » Lp{a) 2 70 mg/dl monthly,
Adverse events that emerged during 58 (84) 19 (53) 50 (68) 55 (76) 54 (78) * Myocardial infarction 80 mg
treatment » Ischemic stroke
» Clinically significant symptomatic PAD
Related to trial regimen 1(1) 1(3) 9 (12) 8 (11) 12 (17)
. . Olpasiran Amgen SIRNA 98% + Age 18 to = 85 years Subcutaneous injection 75 or mn MNCTO5581303 29 Dec 2026
Led to discontinuation of regimen 1(1) 0 0 0 0 « Lp{a) = 200 nmol/l 225 mg once every 12 weeks
Led to withdrawal from the trial 0 0 0 0 0 * History of ASCVD:
- Myocardial infarction (presumed type
Most common adve.rse events that 1 event due to plague rupture/erosion)
emerged during treatment andfor
Nasopharyngitis 6(9) 2 (6) 6 (8) 10 (14) 5(7) - Corenary revascularization with
o ) percutaneous coronary intervention AND
Injection-site reactions 1 0 6(3) 6(8) 8(12) at least 1 additional risk factor
Covid-19 7 (10) 2 (6) (1) 4(6) 5(7) Lepodisiran Eli Lilly SIRNA 98% * Lpl(a) = 175 nmol/l Subcutaneous injection n NCT06292013 Mar 2029
Influenza 2(3) 4(11) 7(9) 4(6) 2(3) * Meet criteria 2a or 2b 400 mg
. » Za:age = 18 years and established ASCVD
Arthralgia 2(3) 103) 2(3) 6(8) 34 with an event or revascularization
Upper respiratory tract infection 0 0 5(7) 6 (8) 3(4) * 2b: age = 55 years and risk for a first CV
. . . event and either: documented CAD or PAD;
Urinary tract infection 3(4) 1(3) 3(4) 2(3) 4 (6) known FH; or a combination of high-risk
Headache 4 (6) 0 23) 3 (4) 3(4) factors
Back pain 4 (6) 0 1(1) 3 (4) 2(3) Zerlasiran Silence SIRNA 98% « Age 18 to 80 years Subcutaneous injection, 450 Il NCT05537571 01 Jul 2024
Therapeutics * Lp(a) = 125 nmol/l mg every 24 weeks for 2 doses,
Cough 1(1) 0 4 (5) 2(3) 2(3) = At high risk of ASCVD events 300 mg every 16 weeks for
Serious adverse events 6(9) 1(3) 9(12) 8 (11) 11 (16) * BMI18.010 32.0 kg/m 3 doses, or 300 mg every
24 weeks for 2 doses.
Deatht 0 1(3) 0 0 0 - —
Muvalaplin Eli Lilly Lp(a) B85% = Age = 40 years Oral, 10 mg/day, 60 mg/day, I MNCTO5563246 14 Mar 2024
Serious adverse events in any participants inhibitor * Lpla) 2 175 nmol/| or 240 mg/day for 12 weeks
Unstable angina 0 0 1) 11 0 » High risk for cardiovascular events:
documented CAD, stroke, or PAD or ASCVD
Cellulitis 0 0 1(1) 0 1(1) risk equivalents (FH or T2DM)
Transient ischemic attack 0 0 1(1) 0 1(1) * BMI18.5 10 40 kg/m?
- CTX320 CRISPR gene 95% - One-time treatment Preclinical - -
Osteoarthritis 1) 0 1) 0 0 Therapeutics editing 2 mg/kg infusion
Safety-related laboratory findings Obicetrapib NewAmsterdam  CETP 57% + Age 18-75 years Oral obicetrapib 10 mg daily i NCT06496243 Der 2025
Alanine aminotransferase >3 x ULN 0 1(3) 2(3) 0 4 (6) Pharma inhibitar = Lpla) > 50 mg/dl for 8 weeks, followed by
A ) f 35 ULN 0 0 203 0 1 » LDL-C > 70 mg/fdl obicetrapib 10 mg daily plus
SRartclminotansicEsebl @) @ - TG < 400 mg/d! Repatha 140 mg SC biweekly
for 8 weeks

TR EE | NETR S PR RSAT EElszIE: Archives of Medical Science . SRHRIESRIZIET 41



B 2.3.2 ANGPTL3E[SolbinsiranfF 8§ F Zodasiran £F

SolbinsiranF%E[EANGPTL3iJsiRNAZY), HE(UXFArrowheadfiiZodasiran: BaijSolbinsiran FFsHTGRMFEEKIERRXIEMER, FRit27 Q1520
25/03 AT REHMIEREMIERRICEEE, HE2056FE, Q3MHtE

HAR, £&E

e

=</

th i i 55

CHINA POST SECURITIES

79180KAFApoBEAY, ZELRIFIRIET100/400/800mg sy BIRE(E

2.8/14.3/8.3%; TGRS 5/936.3/50.3/52.5%; ANGPTL3#IES5/954.3/69.8/76.6%, JELXFLIGEL200mg Q3M5FIEZodasiran 24FERTEEE (LAE3MEFR
SE17921.9%. 63.1%F174%) , Solbinsiranfi§§§FZodasiran,
EZR60: SolbinsiranfYlIEHXIEZIREYIFEIE

= Flacebo 1 SoIbinsiran 400 mg
3 Solbinsiran 100 mg B Solbinsiran 800 mg

A

204 Day 180 Day 270

4
.9
g
g
S
o 9
S <
&g -204
< 8
0
25
T«
S
= -40+ L
g -2:8% (95% C1-15-5t0-11-9) -10-8% (95% C1-22:2t0 23)
& p=0-69 p=0-10
[ e |
-60-  -143% (95% C1-23-6to-3-9) -11:3% (95% C1-20-6 to -1.0)
p=0-0085 p=0-033
L J L J
-8:3% (95% C1-18-3t0 2.9) -10-9% (95% C1-20:3 t0 -0-6)
p=014 p=0-040
C
20 Day 180 Day 270
S
g
2 0~----- 12000 - -nana- - 1a0ar - 1aaee - a0ar - pasa
: LIJ LIJ
o
2 -40]
o £
=
'§ -60 - (I [
§ -36:3% (95% C1-458t0-251)  -28:3% (95% C1-40-5 to-136)
b p<0-0001 p=0-0005
I -80- PP
-50-3% (95% C1-56-4t0-433)  -42:5% (95% CI-50-5 to-33:2)

p<0-0001
L J
~52:5% (95% C1-58-4t0-459)
p<0-0001

p<0-0001
L

J
-44:8% (95% (1525 t0-359)
p<0-0001

Percent change in ANGPTL3 concentration

from baseline (%)

Percent change in LDL-C concentration

B
204 Day 180 Day 270
0_,,,,,1.1.:” Saas - - 2aass -~ 3aaas-~---aasar--aaaar - - pasar - - aase
-204
-404
-60
[ [
-804-54-3% (95% C1-633t0-431) T -38-6% (95% C1-522t0-21-2)
p<0-0001 p=0.0002
| | 1
-100- -69-8% (95% C1-74-8t0-63-9) -54-0% (95% C1-62-4to-43-8)
p<0-:0001 p<0-:0001
L ] L ]
-76-6% (95% C1-80-4 to -72-0) -63-6% (95% C1-70-3t0-555)
p<0-0001 p<0-0001
E
20 Day 180 Day 270
10

from baseline (%)
1N
1)
1

-20-
| S—
=30 -1:3% (95% C1-14-6 t0 14-0)
p=085
—
-40~  _16.8% (95% C1-26-0to-6-4)

p=0.0025
L

||

"

6-5% (95% C1-8-4t023.7)
p=0-041
—_

-9:5% (95% C1-19-7t0 2:1)
p=010

J
-121% (95% C1-21-9 to-11)
p=0-033

L J
-5-4% (95% C1-16-2t0 6.7)
p=036

R Lan et R E SRR

BZ61: SolbinsiranfdIIEi{ie L et 2R

Placebo Solbinsiran Solbinsiran Solbinsiran Total
(n=57) 100 mg 400 mg 800 mg (n=204)
(n=30) (n=58) (n=59)
Deaths 0 0 0 o o]
Serious adverse events 5(9%) 1(3%) 3(5%) 2(3%) 11 (5%)
Discontinuations from study due to an adverse event 0 0 1(2%) 0 1 (<1%)
Discontinuations from study treatment due to an adverse event 1(2%) 0 2(3%) 0 3(1%)
Treatment-emergent adverse events 37 (65%) 18 (60%) 30(52%) 26 (44%) 111 (54%
Treatment-emergent adverse events related to study treatment 5 (9%) 2(7%) 7 (12%) 5(8%) 19 (9%)
Adverse events of special interest
Participants with 21 treatment-emergent adverse event: 0 0 1(2%) 1(2%) 2 (1%)
gallbladder-related disorders
Cholelithiasis 1] 0 1(2%) 1(2%) 2 (1%)
Participants with 21 treatment-emergent adverse event: 1(2%) 2(7%) 2 (3%) 3(5%) 8 (4%)
hypersensitivity reactions
Cough 0 1(3%) 1(2%) 0 2(1%)
Rhinitis allergic 0 0 0 2(3%) 2 (1%)
Conjunctivitis allergic 0 1(3%) 0 0 1 (<1%)
Dermatitis atopic 0 0 1(2%) 0 1(<1%)
Dyspnoea 0 0 1(2%) 0 1 (<1%)
Oedema peripheral 0 0 0 1(2%) 1(<1%)
Rash 1(2%) 0 0 0 1(<1%)
Injection site reactions 0 1(3%) 3 (5%) 1(2%) 5 (2%)
Erythema 0 0 2(3%) 0 2 (1%)
Induration 0 0 0 0 4]
Pain 0 1] 2 (3%) 1 (2%) 3(1%)
Pruritus 0 1(3%) 1(2%) 0 2 (1%)
Oedema 0 0 0 0 0
Most common adverse events (occurring in >2% of total patients)
CoVID-19 4(7%) 4(13%) 3(5%) 2 (3%) 13 (6%)
Gastroenteritis 3(5%) 3(10%) 2(3%) 0 8 (4%)
Nasopharyngitis 2 (4%) 1(3%) 3 (5%) 2(3%) 8 (4%)
Hypertension 2 (4%) 2(7%) 1(2%) 2(3%) 7 (3%)
Influenza 0 2(7%) 2(3%) 2(3%) 6 (3%)
Urinary tract infection 3(5%) 1(3%) 1(2%) 1(2%) 6(3%)
Injection site reactions 0 1(3%) 3(5%) 1(2%) 5(3%)

BRBEIR: Lancet, SPHRESHARAT
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I- 2.4 Wave Life SciencesEEFFBINHBEEERSiRNAZGY) £F & i i %

B Wave Life Sciencespk3izF125F, HEYIAMAFLFEPRISMERL 7 ZMRNARA, #ZOEIEIAAIZIRHE. SIEARNABELUIR ARSSEESEL, HPzik
TIZBRUERATBIE TGRS FU PO EEFHESEE. BRI AEEIZEER, Ago2EHNIEEREERSIRNARIT0EULE, NI 7 HE. FFA
ROELETTER.

B Wave Life SciencesfEsiRNASTIE B8 £ HGalNACEE. #EEINHBERIWVE-007, 25/11 A AHEHAIGAREEE, BEXEs— N AWActvin EXIBKEYG: FEREEIL
85%.

E]Z£62: Wave Life SciencesfEifeEs: B|Z%63: WVE-0077EINLIGHTiXI& FActivin EEF&E R

IND / CTA Enabling Patient population

Program Discovery " Clinical Rights
Studies US & Europe| s A
T ! = Activin E change in INLIGHT I N
1
50

INHBE (obesity) (=1 billion globally)
GalNAc / extra-hepatic — 100% global E 25
Multiple 7]
RNA EDITING ¥

z Dose Max Activin E
geesere T Glonatlicense S = | recuerien
SERPINA1 (AATD) global license ‘u'_" —&— Placebo (n=13)

3

—e— WVE-007 240 =24) .
CalNAc /extra-hepatic (R 100% global z iz er it
Multiple 5 o —e— WVE-007400 mg (n=6) -85%

SPLICING =

=)
WVE-N531 3

= 75
Other exons (DMD) — 100% global Up to 18K
ALLELE-SELECTIVE SILENCING 100 : I | ]

) 5 ] 50

mHTT (HD) 60K Pre-Symptomatic (SNP3) A Single dose WVE-007 (GalNAc-sIRNA)

BEIKIR: Wave Life SciencesEM##L.  PERIESHATAT BHRIRIE: Wave Life SciencesEM#4#}, FHBUESHFFT

SRR EEH 43
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BZ%64: INLIGHTIRIE S HEEEE

B WVE-007FF REERIIEAINLIGHTIHIS SR T 25/12 2Tl L EE, 240mgER
R TERE3INE, REFEARERIEERR9.2%. SWRIERRRK4.0%, &
{REE1ENN0.9%. TE&MAEE00mglALZEBEMZRIF, TfEFLTETEAE,

B XtEkE, RIEIHABELIEVEXGEERE, 12802 4moalER R ENIEAEER
AEBERRIRL5.7%., SARBERIRIN4.2%, BERER/3.5%; 10mpk BimaBZy%
R AEE S IBERSER IR 6.4%. SUARRERRIR2.7%. EEREIGNN3.7%.

B QEfIH26Q1 E#H240mgEFIAY B REHFI400mg =1 BREiE; 26Q28EHT
400mg7 B REIEF1600mg=""Bk&if.

EZR65: INLIGHTIR%a 3™ B RtisELuE

Placebo 75mg 240 mg 400 mg
TEAE Category N=26 N=6 N=24 N=24
n (%) n (%) n (%) n (%)

Any TEAE 10 (38.5) 3 (50.0) 19(79.2) 15(62.5) 9(39.1)
Mild 5(19.2) 2(33.3) 14 (58.3) 10(41.7) 8(34.8)
Moderate 4 (15.4) 1(16.7) 5(20.8) 5(20.8) 1(4.3)
Severe 1(3.8) 4] 0 0 0

Any drug-related TEAE 2(7.7) 1(16.7) 8(33.3) 9(37.5) 6(26.1)
Mild 2(7.7) 1(16.7) 8(33.3) 9(37.5) 6(26.1)
Moderate 0 0 0 o 0
Severe 0 ] 0 0 0

Any serious TEAE 0 0 0 0 0

A}w TEA.E lea_dlng to 0 0 0 0 0

discontinuation

Any TEAE leading to 0 0 0 0 0

death

BEIKIR: Wave Life SciencesEM#HL.  SPERUESATAT

El%R66: INLIGHTI I REE R S=mXItE

Visceral fat mass Total fat mass Lean mass
4% A 3.2%
2.3%
o 2% 4
% 0% | p=0.02 p=0.07
[7]
g 20¢ -0.2% -0.5% p=0.01
205
§
5 4% 1
E 6% I -4.5%
O
el IN
=l 0B
-10% < .9.4% .W\.’E—OU?ZdUmg(n:ZM Placebo (n=8)

ZRKIR:, Wave Li iencesEMtF#t, AERIESIASFT
E e et S

INLIGHT Phase 1 Trial BELIEVE Phase 2 Trial
Placebo-adj. values at 12 weeks' Placebo-adj. estimated values at 12 weeks?

WVE-007 (INHBE GalNAc-siRNA)
Single dose; 240 mg
Mean BMI: 32.1 kg/m?
No diet/exercise modifications

0.9%

Semaglutide (GLP-1agonist) Bimagrumab (myostatin inhibitor)
Weekly?; 2.4 mg 2 doses*; 10 mg/kg
Mean BMI: 36.6 kg/m? Mean BMI: 36.5 kg/m?
With diet/exercise modifications With diet/exercise modifications

3.7%

-3.5%  _3.8%

-4.2%

-5.7%
-6.4%

INLIGHT
=9:2% Ml Visceral fat mass [l Totalfat mass [l Lean mass Total mass
BEIKRIR: Wave Life SciencesEM#4#lL.  HPRBUESSRRAR A4
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I 3.1 R4 AHERSIRNAGYTIS Bl — £ 8 iE %

B IREEYIRTFO07E, EHIE20FELZREE/KIEMNSiRNAZYITHISEINZ—, SIHBERNE EZR67: IRiEEYIEHESE
AEEEKX, EERPEFABELEELVTEFIERSIRNATARINE, A IIEES
WHERII35F,; BEEFEHEBELIE TS TR RIZBRSYTIFNZIMEAEE, &

RBDA050  x metss  an I ——
5MS 7T ZMIE D FAYRIA A, ~NERBERSCL.OLFEBIMA, EMESEAEEH (RibaGaISTAR™
RiboGalSTARFIAF G, MERBFI/MNEXINEEBLAR CNSiEEAIRIboPepSTARE S LK RBDS044 o ttesmE 2% o E——
B ESEAIRIBO-OncoSTAREA, R

] B IERTRE oLl IEEREN IEpRERaR 158 1] 1}::]

B ERSEREEYOETEENIGRME, HhEEFXIBRBDA059 Vortosiran, ApoC3 o2, e s e G —
HIRBD5044, PCSKOHIRBD7022LARETXIAFRAIRBD1016EH NIERHIGHER, HER e - - e ——
HRAIRBDA0SIE BRI EIFFISS RSB ELAT, REMBEE6ETHOMERR
k& ENTR; ApoC3#EERBD5044MEMIHIR b EFRSRIFET, BaidFHER ReDa0so @ wo  CERm———
AR, RBD1119  miEsmFy  mewss 53 | D

 REEYHESEENRK, SR ARTEIEIELEE. 26/0205L160005ETE, o
BB AMI E TR LR SRS E S BUG6SAMASHATHE sIRNAZSH S BRI S 1EAV4E o e e -

Madrigal, B&IERBELTFIRRET, AIFESRIERIENER, B23FE/RAT25005

BT, EIEES23.61ZKUTEERE SBIARMASHUSSIRNAZISIER, AT REDSI03  m R = )

RiboGalSTARFBESIE AT L F RGBS RIATT, -
RBD1O167 HBV-X CHB S [ | | J
RBD10167‘ HBV-X CHD 2% [ [ ]
RBD8088 ERAIEET REREE S5 »

(RiboONcoSTAR™)

B
(@)

‘35;/% iy - : E'_E|:b
RS HAE AR BRI TRISENER, PRSI



Il 3.1.1 FXI siRNAERR, gEhimghk £ 8 iE %

m  RBD4059/VortosiranRR#ERMT, BEFICEE. 24FEKMeMRmEBRmARLI38605 A, FUsEFIINtEAM. FENDIESZORNEANERTTE, SiRNA
HYEEEERERIR. LIURMEURZEERINEINERAERTE. RBDA0SIZREREFAT AT M RRHIRARMELsIRNAZY), SigERZ
SRSD1078 BRIk b FIERIGk ERRO A, RIBIREEMRRPENE, HRRALIREREFI50/150/400/600mgAIRBDA0SIRTFEE67.5%, 81.0%.
85.8%. 91.6%HIFXLEME (#BIL70%BIFXHDHIKFRIRIERUm L ERIKNtE) | et 240AAEZYIFERTEAELLHIN16.7%, BiALZEMRET,

268 EIRFXHDHIFIATRRA TR K EZ<69: RBD4059 IERHIGFXIiEIE TR

o zmm = 50mg A 150mg ¥ 400 mg 4 600 mg

125% 1
. 20245
Other VTE AF PVD Stroke SMEEAR
20244 Lwi' 1000/0 N i i Rty ke NOSSERSE  camiatc odelad Saltaia ritataiatatat- Falaielatatiakiad nitalastantataliail [Satall
e rmLe AEH SNEH 2EH SOEH EE X
H
— BB %3 v v v fa
o , § 75% 1
#DOACH 7 A - AT <
SOCH LM H = M HEwE % soc 9479 -
R
i 3Es AEH -4EH ~200EH SNEE -100EH }g 50% 4
o
—iBEE DOACHEE \f Vv V %
o/ 4
Sﬁgg;‘f‘mfﬁ W 1% R T aE s S ~SI077 i g 25% n/‘
0% +—r—T—— T T T T T T :
1 8152229 43 57 71 85 113 141 169
i)
N y N R S e N N
SRR BRI, UNESTER SRR TSRS, PEREETE

ES TR S 47



Bl 3.1.2 ApoC3fIPCSK9 siRNAIBLFIHRIRISMER £ F B iE %

®  RBD5044ERApoC3$EsmiHt NS, 1HIRBEARKREIEE RBFITSLMAPoCIFIABABIBEIN S, FAEMTGKFEAT0%, BERREMEERELES0%LU T
K6 NH. 24/10 RBD50443KEEMARYIERIGARIZIGITR, BHRIRTREEMERFEIEELEHRF.

" RBD7022EMRSCENFEHIE, IGFRAIZEMLDL-CPHEIEE Sinclisirantls, REQ6MEHER. HIREARLDL- CAEARLRIIEER, PCSKIKFER
KPEVBRIAEI75%, EIREERDEIAGAA.

ElZ=70: £BkHETERIAPoC3 siRNAZGY) EZR71: £BkKHEFERIPCSKI siRNAZ4)

BwYER KB i BHE BARMBH
siRNA
(GalNAc) HTG 3 20244F5 H
Arrowhead GRNA SYH2053 PCSK9 HE TR T I L~ JECTRR 8 I il 2024/11/18 CTR20244336 R
e 4 ] T Pharma ~ #E57 5 (GalNA) B EHTG 3 20244F7H -
a ¢ RBD7022 PCSK9 T fi WA A S - S i B ] A 1 2024/12119 2;’5352?21} Gl |
. - . DNV00 PCSK9 AR AR RE R - TR v B A B A 1 2025/12/16 CTR20254913 Gl )
SRNA  {pfefif B Ay . ' r —
(GalNA©) fres 3 20254F3 ]
HTG YKYY015 PCSK9 BiERER BRERNLE - BARMERSE jrii 2025/10/20 CTR20254114 HE
________________________________ _l
SIRNA ) | SGB-3403 PCSK9 W B [ BEILAE -+ HeFH 1 2023/05/01 E?gg;igg; Gl -}
(GalNA©) BeRmERE 2 20251H
: | SNK-396 PCSK9 i 5 5 1 2023/06/09 R i it
RBD5044 b N | T
SiRNA | RNO191 PCSK9 Kk T L 1 2023/11/13 CTR20240042 i
((“,a”‘\.Ac} REZHE 1 20224F11H (25
7 | SRSD101 PCSK9 R T O L 1 2023/11/20 CTR20233758 R
________________________________ |
COR-1004 PCSK9 Corsera Health 5 e 1 5 1 2025/11/14 NCT07229118 ity
ALN-APOC3 T TR A ] SIRNA 1RG5 ¥ 12 202541 H
(GalNAc)
et e siRNA 2y 1 :
RNO0361 KEEW (GalNAC) TCH = 202446 H

iﬁ%ﬁﬁjﬁ;ﬁ%ﬁﬂﬁ%\ SRERIESF RSP BEER: REGAABIRIRBE. FHBESHSAT 48



I 3.2 REBHIBE SiEEIARIREEE £F .8 IE %5

B AREEHIZRAIT 215, BIREIRANCEOSFRIBIEEFNICSORRISIEE L E 5 BI{EERArrowhead SRR RN Z S NS, BRADS (Es&iEtt. BAMNZEMN
RNADF) EERAZHBOME. 0K, CNS, HmEMK. NEERES N EE ST, HEHGESEREARRESIE, 24/01L11.85(Z%TE .
41.65ZSTBERMER FBERESH N O MERE S SRNEFERRUAR OME|/a i B 9i8sMYEs  (AGTEERAYBW-02/BW-00163L 4K Lp(a)sBHAAIBW-
05/BW-20829) ; 25/09&1EH—ZRK, LU.6(ZETmEl. EE52{FETEREIRFHRELANGPTLIEMAIBW-01/BW-00112, —FKIGREHRIESF (Fiit
26Q1/ZaNIfiHI) FNGELARESLF T —Ro FROIFENEEN,

B OB HERIRIADSIEESIERZIGY, WeTFIEEKISMER. EPiEHANGPTL3RIBW-01/BW-00112F-24/0552 AT sHTGRIIERRIC A E FISHR & LS
7y, |HihEEESZNE R IEEIEE R 2B TG TE62-76%; #HEEAGTRIBW-02/BW-00163F25/06 NIEBRIGHMER; #EMLp(a) BIBW-05/BW-20829F26/015%
T Lp(@) A =&FASCYDRILEKI bR Ie RIS HISZHHELRZS.

EZR72: AREHZDOMEMREHEREFIIHAEZ

EZ73: BW-0011289IHihEREESAE 1 INENE

ANGPTL3 TG LDL-C
% 40 :é'l’,‘ 40 §$ 20

5§ 20 g::;, 20 gg Vs R TR & 150 mg

z.:é_j 0 & 150 mg %E 0 cecec @ 150 mg §9 20 3 & 300 mg

=2 20 A 300 mg gqc, -20 4 300 mg tgs A i /é,,———‘ ¥ 600 mg
= ERE FEHRI  INDRIE#EE  IEFIEA IR BRI 1E7 BRI 7 =] AL a0 w600mg | =5 g9 veom o8 Y e e o + Placebo

o

55 60 + Placebo % 8 & s gio -5 + Placebo % & -60

g" - E’§ .\ii—-.\ 3y ED 80
BW-01 OIMEETS % -80 ’ " g — r SE 80 ¥ - § g §

<Z(41nn. p— — = 400! =% 400d
’ 0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 80 100
BW-02 OITESS ;;‘:X:‘::; Days post dosing Days post dosing Days post dosing
145
Non-HDL-C ApoB Remnant-C
) NOVARTIS 32 20 S

BW-05 DS o 59 gF 20 &% I T

- ] coms Pesusapsoosamissosnbecassesesesses s ¢ g > 20 A ——

£a ®150mg | 5 o] T » 150mg | B2 / }/f {'—‘—-%

§ T 20 & 300mg 52 . w30mg | £ & OfECE Al d gy 50mg
BW-07 AMELE g2 b poa S '] *600mg | S < ’\‘\PL e t——N wooomg | 85 20 J *300mg

o< - s Placebo | =5 -40 e o -+ Placebo | &€ + 600 mg

Se . + Placebo zs Te 404y P B — + Placebo
BW-15 OSSR g3 {3 5% 83 e ¥ *

3 80 §§ 80 Nié 80

©E :

= g 1004 =" T T T T 1 = £ 100+ . - : : .

0 20 40 60 80 100 20 40 60 80 100 0 20 40 60 80 100
Days post dosing Days post dosing Days post dosing

TR AR RIES BT cREREAHIER BESRE: EOMOIERE. RORESTERAT
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CHINA POST SECURITIES

m HEEPKKAIBW-20805: FIFIEEMMEKEHHAE, 25/117EACAAIRRO2SATIEHAIOEEE, MIZPKKKELINRE. BEFIFA T, 50/150/300/600mgFIE
B APEIED B 75/87/94/95% , HDFIWERRHLKIA24fE, BELIQ6MLEEZ,
BW-20507: FBFCHB, 25/095=mlIERiRIeEfISitE475 (BW-20507 +K30FiZE) . 25/057EEASL2025E /Il alfif i £0E.
§EmCFBAYBW-40202: FTFFEARMEIRIMMATERLRAE (PNH) SFIHRRIGHE:. BATFIgASRHI/adfinic E5k{5CDELE,
BAS%SHE, ATEhEEHEMRHAIINHBE-ALK7 @& M. CNSIHAIHTT, MAPTUAKRAPPESINELEEHBNAR, BEAEAEE.

EZR74: MREHIZFE WRIMSETEL EZR75: MREHIZSEIFICNSSUEER S

i &R BHARIM  INDHIEAEE ImARIEA & ERIER IEmERIIEA = 15 N HE BHEM
PKK M S HTT RLITHERSE
CFB AN SR . MAPT Bl RiBGEERAE

fidsry 1ERE FHEM
c3 AMEN SR APP Brl/RIBSEERAE
INHBE PR, FUSERSIE
7 A B
cs SIS ApoE FI/RGREREE
VASP VN PNPLA3 HIBThEEREISAEARATA
SNCA [IEES5r
ERRBEEERE OIS, #5 HSD17B13 HIETE RS ARARRT
TTR REZEOEh S RIHRE LRRK2 (25550
m, EMHERR
CIDEB RS AR NAVT 7 o
TMPRSS6 MHRESS l :
BW-40 b5 AT >
- — BWS-25 TEEIEEI

BRI NEEEHIET B P RRESS AT BESEE: ESIZER. FORTSRIAT 50



I 3.3 BEGWAARERE OIME i RmNEmR &7 00 iE %

m BEBIWEIIT21E, AERNBENETZERENMEO0rbiMed N CreacionBX &8sz, CEOEBFHETBIRAPRERISH. AZEMRIFREASF. BRENER
Curt BRADSHAWE - Z{FHANeuBaseflArrowhead BEREFEE. AFTHUIAPEPRFSEENFEIMEENXERIBIFRERE (EH I KA SEIAIE (WNAGT
SIRNATEEHIR I =32 TAlnylamAYZilebesiranfIFF AMEFIRPFRER) ;| WAEITGRAPREFEIEERN,; FiEaGalNaciEix, FFINBEHERRAER. S
O, BIELRPIRESBEESE, EARERDIIASEI70%LL ERIRHRRER,

m IEEHIMALESREERERMNEEREE. CMEREHMIEHE=SXME, HRERATAHLTIERLIEHERRIFXIEERSRSD107, TRk ERRILp (a)2E
SRSD216LUK EIH N IHFIUIR R ERAYINHBESE R SRSD384,

EZR77: BRZWATINBERPRIER

EZR76: BRZWIEHESZ

= AR

3mpk AR TENMBE2XREER DREAMSI RER (F21X)

VTE ® 20265 P EBINE TR o 3mpk + B TS  n=5
SRSD107 * FXI HF REMBA 2N ‘g

- 2025 12 i

HmpE FOEEMB
10

SRNDC-01 FHER I fitiE 25 - L R3] v3 10 (S F3
SRNDC-02 BN R R ) ; 08 B ALNY* © 0s W SIRIUSEB A A
SRNDC-03 FER T M T 2H 52 o8 ARWR Z4 i B SIRIUSERB R4 9B

. o ) SIRIUSTEB A WA - SIRIUSBB EAC
SRSD216 Lpia) T VD~ i E=3
SIRIUSEERS W4 4B
SRNDM-01 BB L] 5 1 E
SRNDM-02 FHR LR Lo
TR SRNDM-03 FER IR Lot
SRNDM-04 FER AL LWL
SRNDM-05 FER LB LT
SRNDM-06 R LI LA
SRNDM-07 R L1 L1
SRSD384 INHBE IR B i
SRNDO-01 R LR ARt
BesE SRNDO-02 R UELVETE RERAE
SRNDO-03 AR BRHE
SRNDO-04 FEE it A48
SRNDO-05 FHE FHA AGES]

PRSE W

[

mSOD1 mRNA 38 B

ns
(aERIx

s o o

g 8 2
mSOD1 mRNA %% &

(185 1x PRSE )
s g 2

2
23
2
23
= BEA B

23 BHRNARSIBRRE ($21%) Slesa2 i K2R (F15K)
3mpk + TS n=5 BRARTENMBTIERERE  0=5

" 2026F PR
b FRERLED R

2
23
2
2

s [ @@k

S .
[ =ax 5: » BB - Smpk
by
B SIRIUSER A WA ZE s B ERAEY - Smpk
B x
2 I SIRIUSEERS W2 0B ';jé o4 AEB + 10mpk
R jEu m - ERAE - 10mpk
25 . SIRIUSER A HC o L 098 m_
N «

)
HE A B A H % & P
=% R & 0
REEN ma B & &
B ¢ *

RNA 38 8
PBSH )

mSOD1 m
(R
s o o

3

&
b2

2026F THEGE
I SIRIUSBERE & H1C
)
SRNDE-01 ES 1 1 il i
RfpER AL SRNDE-02 FAR L CKD
HAEE FHE CNS CNS
Lo

B (1)
*

FERRR: IBERRRIATE. PRSI FRRR: BEERIATE. FURESHRAT
B2 RN ERIER >1



I 3.3 BEGWAARERE OIME i RmNEmR &7 00 iE %

m FXI siRNAZG#ISRSD 1073t XI MRS TIHE (RRM) |, FRIT26H2IZHVTEYIPEUE. 25Q4EmREFAIIHACYDIRIG, IR IGEHEZRAR107 AT FFRO5%RITEHA
FXIZKYE, (EWERD S ERSRYEREL2.415, SRSD10782LA0.95(23weEa d. 82352 iEBDLSCRISPR,

B Lp(a) siRNAZ#ISRSD216F25/03BENEIEE, 25FwpEEanllaii. 27H15ER, THRI28H2EEIIEE, IFFFHEALA—R. PR EIEEMEELp(a)
RABEL95%, IFSTRETE, BRTEEERSIRNAZYIEEERA BT,

®  INHBE siRNAZ5#JSRSD 384Tt 26 F - THEMTRIHE, IRERBAFEXSGLP-1254I89iE 71,

Bl5579: SRSD216E5ILp(a)bEiE

—e— ZTEH —e— 10025 —e— 300ER —0— G0ER

FXIHR FXIEM

—h— BHE 15%% A 45ER —h— 1208k 240EE —k— 450FR —h— 0ER

o BRES =L
EGES =90% FXIHAR E%HEE0%

1.5

=
o
| I

FXHAFARY B4
=]
L
L

FXIA RS BRI E

Lp(a) M7 B A3 E 291k (%)

WO-——T—T T T T T T 1T T T T 1T WO -—TT T T T T T T T T T 1
1 15 29 43 57 71 85 99 113 127 141 155 169 1 15 29 43 57 71 85 99 113 127 141 155 169 -120

WHRA HMEA 1 15 29 43 57 7 85

@*Jr;,;,)@ TEEIRAR R, hEREAFATAT ERIR: BRIBIREE. PERESHET
Mt =RAEH 52



I 3.4 EEEYEARREZNEE, E5PREEEKEIE £ LB

B EXEREYIT215, KITTFEAGaINACFHEEEFEFTIARICHILEAD GREEASIENERNERIX) FFINEETFE, BRHEEsiRNASSIEEEZERS.
R, REMAERPREERASHINER., 23FRATISEREMAMITAGTRAISGB-3908/IBI301651EMN. 26/02ARNIA(ZZETTEN. EL15(ZFETE
RS —SIRNAZYI 2 BN G IR F S P RIE TEEZER.

n  EREYCRNSARERDIIGRIRNIE, HPC3EEEAISGB-9768 AT SMMAN SN EIEREATIEHXIEMER, FHEREFDAETIN LATIEIAE, SGB-
3908/IBI3016E2F25/ 11 A mfEEAIHRNIEE, BFIRESCIMBAGTKEEZBISAME, SAMRIEBET BT A NFELESSE, 3MBASFIEAD
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