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GUOSEN SECURITIES

B ASCVDERHAIENE, MESEREENIEEIEE. ASCVD (Atherosclerotic Cardiovascular Disease, zifkitERE LM EER) E—L B
BB S EN R K2 NEMORERNSR, SiFRakER 0K NILEHEXER. INERKERE. ASCVDRRIKEENEE
HREERz—, RIBEKEFRABMBEESRS T, SR ORBE199052021E TS IKFERE146I. EEE, 202258 B WHFRTAI7HE. Z
167545, 2205 ABEFRAF18708 ANELZFHIT—XASCVDEMH; fEHE, 2021FRM M CIERIETL196 751, ZEh£92307, 470007 A
EDLH—IXRASCVDRSE. KRR UREAIFEIESR, HPMEREESEENNREZR, LDLKLp(a)/TRLEF & HapoBhiks & HBEIEF R KEE
TR, SSBEBKEHEBEARRNEEIERT, LDL-CEASCVDRKREXMEE AR SIWESH FIiEE, BT AT EHEALLHIEENRIERR,
Lp(a)m L MEGUHFE A, (EAMMLTFLDL-CH “ERMIE" BF, BEpkREREt. RERERBELMEE LE LMESHNE.

B MNCHOEOCIMESNNBERRT, BEPCSKIKLp(a)l A A . G5 KBFIZ5 A GNEl Lilly. Novartis. MerckZF T H#E#E Z | 5 % 25497
ASROMEAYERENR, UEABERANOCMERRERFEAR. ETNANIGEMT R ESSHRHEE, AT 754 K& O M= 4 X
AXEEZAESEREETHIAZEHIT TS RNE, FitPCSKOL ki iAiliE 84 E110~19012E T, Lp(@)ilflR i aEAE

30~701Z%E Tt

B EM4EE: RKRILE, ZNUNESHESHPhIIGKRARIFILLEEIE, S1EVESALIUS-CV (Amgen, PCSK9 mAb, —Z#7if, 2025.11 AHA
AL\ H#) . HORIZON (Novartis, Lp(a) ASO, —Z#ir, 2026H1) . OCEAN(a)-Out_comes (Amgen, Lp(a) siRNA, —ZE#7,
2026H2) . ORION-4/VICTORION-2P (Novartis, PCSK9 siRNA, ZZ&#k5, 2026/2027) . VICTORION-1P (Novartis, PCSK9 siRNA, —
R, 2029) . CORALreef Out_comes (Merck, PCSK9[J/RHBt, —ZHfkp, 2029) %,

B XN ERES (L2 EfR+17. 7 =T BERAFNELp(a)/h o F O RRAIEIFIHRS-53461% ) AMerck) « AZERE (12T E T
F+19.212 E T BT FFLp(a)/M 7 F O BRHPHIFFIYS23020181% 1 45 AstraZeneca) .

B RERR: mIAEFMRMNGE. ~RiGRAMS AR TR, @Bl AT . SARFARER K.
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| B0 | ASCVD&ERFHAIBTE

| B | LDL-C: #TREEAERERENER

| B | Lp(a): 3 FLOL-CHRHBRKBET

| P | #5ERRARETR
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GUOSEN SECURITIES

m ASCVD (Atherosclerotic Cardiovascular Disease, FIBKMEHEEOIMEER) E—XAFKEHBELSIRRNER S B MEMIEREFE
SR, B

- ERENPKERIE LR/ (Coronary artery disease, CAD) : 24EkLRETE (Acute coronary syndromes, ACS) , S1ESTEIESEY
JESTE A BLLALHESE (Myocardial Infarction, MI)  FAfEEL4:E (Unstable Angina, UA) , BEfE/LANEESE (previous MDD , F2XE
IL4E (Stable Angina, SA) , EKBEIEKEZES (percutaneous coronary intervention/PCl. coronary artery bypass grafting/CABG) ;

ASCVDERHAIEE ‘y E{Eil 5

. [NIMEHXIER (Cerebrovascular disease) : FtfkZEd (ischemic stroke, IS) . i3 M RNELINI & {E (transient ischemic attack,
TIA) « FEhBKRHEIRE /S s Bk R BEER ;

- SNETNBKEFR (Peripheral arterial disease, PAD) : TEFIBKSHEIRE SHHIBIELN T (claudication) . JNEABNAKEESE.

B RIEGBDLIKEFHIBM R EIE, 19904F K& 2021F M 417w (Ischaemic heart disease) WAHIRE—HNRTIER, BEREFH
FRENXTETER159/108 A TEE109/10A A, BREBNIBEHIL00A AN, G TEEREHIAE]I~13%.

« X(H: IRIECDCHIE, 2022F £E B LHIETI7HH, ZZHIFET16/A6] (HH~87%RErmEZEp, HR~14745]) ; 205 L ER A
4187058 ABZE/L—)XASCVDIHEE ;

RE: 20214, SRIDMOBERIETIARI196/A 5], ZEHIL1T-~230/; ~7000H AELBH—XRASCVDIFEE .

B ASCVDHWIAI#E XK E & (modifiable risk factors) €l#E: MBEFE. kxR, SME. EBHER. WHEF; NKEEEERE (risk-
enhancing factors) €1&: F&XASCVDx%E®. ELp(a). hs-CRPHE. ABI <0.90. M RIEEFRF.
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GUOSEN SECURITIES

HhmEREEEEMNKEZ, LDLELp(a)/TRLE S HapoBhIiEE A B EE: 72 51 Bk EE N AYSTAR,

SN LRV REIEATS (primary trigger) , SAARFEZNAKAIK THILDL-C, #EMEAARBEREN AEIAMAR, BUAMM RN
B RS PR T4 F B AR I AN BK T RE (L BESR o

B SRR REIAI R B

Vascular lumen

Endothelial

cell
i

Intima

Permissive proatherogenic
properties

Acquired proatherogenic properties
» Increased minor lipid content

» Uptake by endothelium
» Altered intracellular lipid

» Oxidized lipids

metabolism P . .
Intrinsic proatherogenic properties
e Change in barrier function « ApoB cgnformatic?n prop
l L » Cholesterol load
» ApoC and apoE content
y \ » Apo(a) in Lp(a)
Chylomicrons | _ | ||
and large VLDL | : l
triglyceride rich
(trigly ich) & Chylomicron and
e VLDL remnants , I
Endothelial (cholesterol (\f' 4 LpoL O~ Lp(a) O,
dysfunction enriched) I /|
most lipoproteins flow Transcytosis Modification
back into the circulation

(lipoprotein< 70 nm) éw ‘
yo— oc)
ord

a fraction of LDL is trapped by
the extracellular matrix via

Retention
specific sites on apoB

o 3

Proteoglycans

() Triglycerides
Cholesterol

~ ApoB48, apoB100

@ ApoC-lll

@ ApoE
w_~ Apo(a)

Maonocyte

Uptake )

loss of LDL stability {
and aggregation -~
——— .

Macrophage
recruitment

#E#RIkE: Nature Reviews Cardiology, doi: 10.1038/s41569-024-01111-0, E{SIEHLZFMAEIE ;¥: TRL, triglyceride-rich lipoprotein,
BEVRIZEZ GRS
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GUOSEN SECURITIES

E: ERBERREE

ALIROCUMAB
EVOLOCUMAB

INCLISIRAN

Vascular
wall

EVINACUMAB

VLDL 0 IDL LDL
ApoB100
s @ g 67

poC ApocE

'
]
L] -
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| ——
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EVINACUMAB Fog v i
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'.

ZERIKIE: American Journal of Preventive Cardiology, doi: 10.1016/j.ajpc.2024.100701, E{SIEH&FARAERE
s¥: MTP, microsomal triglyceride transfer protein, #kiiAH m=EettizEH




BERISTEIS: RNIE vs INE ‘ EEil S

GUOSEN SECURITIES
iR

VLDL-IDL-LDL: VLDLEBFREE AL, LLApoB-1004#ZLEBEEH, &§850%~70% TG (HFFIEMLARR, M HEEHERER, HCMBELEE, SHATF
YRBABEEIREN) + 10%~25% Chol CKERSEIFFEEMLERE, PRIELZEAHHMG-CoAXE yMevalonate/ER2KER) + Hib#EAEE R (APOC-I. APOE, #tA
BIRESEMAPOC-IFIMHDLIIRHE ZAPOE) HR, IhAEASTG (WAEMHE M=) XZ|EHALEFSNHEMAEALNIA; BEETGH/KEEHDLE T
CEPT# A\ Chol[ElB3E H TG+, VLDLEZHT AT ZEIDL (FFAEEIZAPOE/APOB-100[EY) F{EZELDL (~70%# TR LDLREIWD)

m SNE
FLEERK (Chylomicron/CM) : CMARZiE ERRMEEFI AN B PEUIERE R, LLApoB-48AZILERRER, 289% TGs + 5% Chol/CE (H
NPCIL14EERHNGRE, FHACAT2EELACE) , BilHEREEHHRLBERSEHNMRREIR; HANEFFMAHDLIKFAPOC-IFIAPOEEHAEE,
HEEMMETS, APOC-IIBEEHEEHIEEEKBCMPRIAERT, TR RHES fn—EtH hSE4 AL R 4RA6/ B B (MR IR U -t sE /g BE, FEETGRYKAER, CM
CholBILE B R ERIRFA, HRFRBAREDR L, RETHACMEEHZTIZENSHNEIER (APOEEREA) #ATAERU. FEitt, CMBIIER 235/ B5 Rk Rs
FriEtmE AR, ARG R+ aYRE EER i = BT 4ape .

B FEEE
HDL: HRFAEFNRZEMRE A AR, WApoA-Il AL ElsER, BIEABCA1EZERMNEREMEAE. SMNEHLIBEUESBERE L EE, —REE~10% TG + ~30%
Chol/CE + 30%~40%%s, A EE (BiEESR-BIFAAE) =EiE (BIICETPISAEEESFE# 44 VLDL/LDL) 4% A8 [E &% B AT Ak .
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| BB | ASCVDEREfiEsnE

| A | LDL-C: #TR&EE.R
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f
=

b
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| B | Lp(a): 337 FLOL-CHIREHRGETF

| P | #5EURRBIER
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GUOSEN SECURITIES
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El: 2018 ACC/AHAERI = IEEEE A\ B — R PGiaIT R

Clinical ASCVD
\ History of MI (other than recent ACS event listed above)
A 4 A
GSCVD not at very high-riskD ( Very high-risk* ) Symptomatic peripheral arterial disease (history of
ASCVD claudication with ABI <0.85, or previous revascularization

¢ l or amputation)
[ Age <75y ]
¥

4

Major ASCVD Events (MACE)

Recent ACS (within the past 12 mo)

4 :
Healthy Lifestyle
%

History of ischemic stroke

High-intensity or maximal statin

v
[ Age >75y ] ( ) High-Risk Conditions

(Class 1)
v . ] I 1 Age 265y
(" High-intensity statin ! v :
(Goal: ¢ LDL-C 250%) rlf o maximal\ (~ R ( R Heterozygous familial hypercholesterolemia (HeFH)
Class |) . e S
\ ( ; ) statin and If PCSKO-1 is Dashed History of prior coronary artery bypass surgery or
v v LDL-C 270 ||considered,add| | 23w percutaneous coronary intervention outside of the major
. YNE D = w = N | mg/dL(21.8 ezetimibe to indicates ASCVD event(s)
If high- If on maximal mmol/L), || maximal statin HEF
intensity statin therapy Initiation of Continuation of adding 'Iﬁéforer'addiﬁg. supported Diabetes mellitus
statin not and LDL-C 270 moderate- or high-intensity A SRR efficacy, but
SR : ezetimibe is PCSK9-|
tolerated, mg/dL (21.8 high-intensity statin is Cohsorihle (Class 1) is less cost Hypertension
use | | mmol/L), statin is reasonable (Class Ila) : effective
‘moderate- adding reasonable (Class l1a) \ A ] yp__ CKD (eGFR 15-59 mL/min/1.73 m2)
intensity ezetimibe (Class lla) l 3 3
; “s:::tls:l) may b§| If on clinically judged maximal LDL-C lowering Current smoking
e rf;::?,bf = 4 " therapy and LDL-C >70 mg/dL (21.8 mmol/L), or Persistently elevated LDL-C (LDL-C 2100 mg/dL [22.6
& y @ Y non-HDL-C >100 mg/dL (22.6 mmol/L), adding mmol/L]) despite maximally tolerated statin therapy and

PCSK9-1 is reasonable
(Class lla)

ezetimibe

History of congestive HF

ERIRIR: 2018 ACC/AHAIERS, ESIFHLZFMRAEIE £: ASCVD with very high-risk#7#E 3= 2 ASCVD eventss}1 ASCVD event with = 2 high-risk conditions

BEUFIZEXZENERERREN NRERASR
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[E: 2018 ACC/AHAERI = REE & A\ B — K TPhiafr g

Primary Prevention:
Assess ASCVD Risk in Each Age Group
Emphasize Adherence to Healthy Lifestyle

Y
Age 20-39 y

Age 40-75y and N

Diabetes mellitus and age 40-75 y

Age0-19y Estimate [ifetime risk LDL-C 270-<190 mg/dL Risk assessment to consider high-intensity statin
Lifestyle to prevent or reduce || to encourage lifestyle to reduce
ASCVD risk ASCVD risk (21.8-<4.9 mmol/L) (Class l1a)
Diagnosis of Familial Consider statin if family history without diabet.es mellitus
Hypercholesterolemia-> statin premature ASCVD and LDL-C 10-year ASCVD risk percent Age>75y
2160 mg/dL (>4.1 mmol/L) begins risk discussion Clinical assessment, Risk discussion
> - 2 v
ASCVD Risk Enhancers:
o Family history of premature ASCVD <5% 5% - <7.5% 27.5% - <20% 220%
e Persistently elevated LDL-C 2160 mg/ “Low Risk” “Borderline Risk” “Intermediate Risk” “High Risk”

dL (24.1 mmol/L)
* Chronic kidney disease

¢ Metabolic syndrome

e Conditions specific to women (e.g., R 4 D 4
preeclampsia, premature menopause) s o :

¢ Inflammatory diseases (especially ] R‘Skfd.ISQlISSiO L )
rheumatoid arthritis, psoriasis, HIV) If risk enhancers present

e Ethnicity (e.g., South Asian ancestry) then risk discussion

regarding moderate-

Lipid/Biomarkers: intensity statin therapy

e Persistently elevated triglycerides (Class 11b)
(2175 mg/dL, (22.0 mmol/L)) \_ )

In selected individuals if measured:

¢ hs-CRP 22.0 mg/L

e Lp(a) levels >50 mg/dL or >125 nmol/L
e apoB 2130 mg/dL

e Ankle-brachial index (ABI) <0.9

CAC = zero (lowers risk; consider no statin, unless diabetes, family history of
premature CHD, or cigarette smoking are present)

CAC = 100+ and/or 275th percentile, initiate statin therapy

If risk decision is uncertain:
Consider measuring CAC in selected adults:

CAC = 1-99 favors statin (especially after age 55)

Nl Risk-Enhancing Factors

Family history of premature ASCVD (males, age <55 y; females,
age <65vy)

Primary hypercholesterolemia (LDL-C, 160—-189 mg/dL [4.1-4.8
mmol/L); non—HDL-C 190-219 mg/dL [4.9-5.6 mmol/L])
Metabolic syndrome (increased waist circumference, elevated
triglycerides [>175 mg/dL], elevated blood pressure, elevated
glucose, and low HDL-C [<40 mg/dL in men; <50 in women
mg/dL] are factors; tally of 3 makes the diagnosis)

Chronic kidney disease (eGFR 15-59 mL/min/1.73 m2 with or
without albuminuria; not treated with dialysis or kidney
transplantation)

Chronic inflammatory conditions such as psoriasis, RA, or HIV

History of premature menopause (before age 40 y) and history of
pregnancy-associated conditions that increase later ASCVD risk
such as preeclampsia

High-risk race/ethnicities (eg, South Asian ancestry)

Lipid/biomarkers: Associated with increased ASCVD risk

Persistently elevated, primary hypertriglyceridemia (2175
mg/dL);

If measured:

1. Elevated high-sensitivity C-reactive protein (2.0 mg/L)

2. Elevated Lp(a): A relative indication for its measurement
is family history of premature ASCVD. An Lp(a) =250 mg/dL
or 2125 nmol/L constitutes a risk-enhancing factor
especially at higher levels of Lp(a).

3. Elevated apoB =130 mg/dL: A relative indication for its
measurement would be triglyceride 2200 mg/dL. A level
2130 mg/ dL corresponds to an LDL-C 2160 mg/dL and
constitutes a risk enhancing factor

4. ABI <0.9

BRIEIR: 2018 ACC/AHAIERE, EEIEHZFMFRAEIR

BEVAIEENZGHNERFRAERE TREAR
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RS E REF

er] &

miri%, {BE1130ALDL-CRIGEIRIFZHIM AR D, BRIXA~60H AEAMmMITE.

E[E
B RIE—INEF2013~20204ENHANES BRI Y, EE205 U ERAT 18708 ABEL—RASCVDFSE, HAP~75%IEEFERMITIETT, BNE~25%E
HBILDL-CIK FATHITE70 mo/dLEVEEFELIT; SXKASCVDEECVDEHAERAIESXBEN~3IxLA L, ERHEEFEEMSTEAM EEREZM/PCSKOIM

BE: XEASCVDEERITHRFBIBIATTER (Bf: BAAN)
<70 70 - <100 =100 - <130 =130 ) EZM or
o PCSKO9i
very-high ASCVD risk N 4 ~0.6M in US
_ 4.0 | 5.4 35 2.4 ‘
(N=15.3M) I 4 LDL-C 2
without very-high ASCVD risk recommended sdcron ELTS lll e mg/dL
zKl=394M) D.7 1.1 0R:I0RS] 4 Recommended
] add-on LLTs
i ~11.3Min US
(,\f\g%ﬁ:ﬂ) 47 6.5 43 33 :
~25% have good i Established
o \ .
control of LDL-C level 1 ASCVD with very
\ a o
\ high risk
m Atorvastatin/Rosuvastatin Other Statins No Statins ‘\ ~15.3Min US
\
‘. Established
N\
. . . ASCVD y
very-high ASCVD risk 4.3 3.4 N ~18.7M in US o
High risk for ~<_ e
without very-high ASCVD risk developing R - T
_______ ASCVD
! ~10% of 40~75 yrs
population

4.6 1 4.4

~75% taking Statins

ASCVD |

ZEHIKIE: American Heart Journal Plus: Cardiology Research and Practice, doi: 10.1016/j.ahjo.2022.100201, E{SiE&HZ 553 EIE

Tk EZM, ki

3¥: LLTs, lipid lowing therapies, B&Rg
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GUOSEN SECURITIES

FTER, IKNERREREE &Y EEIs

#%: LDL-CHEXPEAEZ54 Il R BUExTEE

Evolocumab Alirocumab Lerodalcibep Inclisiran AZD8233/I0N449 Enlicitide AZD0780 Evinacumab

Amgen Sanofi/Regeneron LIB Therapeutics Novartis/Alnylam AstraZeneca/lonis Merck AstraZeneca Regeneron
300 mg SC 0/3 mo,

420 mg SC Q4W 150 mg SC Q2W 300 mg SC Q4W followed by Q6M 90 mg Q4W 30 mg PO QD 30 mg PO QD 15 mg/kg IV Q4W
11% 9% 2% 1% 2%
0% | 5% |
HoFH
A =-40% A =-36% A =-49%
8% 8%
HeFH -40%
A=-62% A=-58% A =-59% A=-48%
49
-46%
HC
A =-56% A =-46% A =-50% A =-62% A=-61% A=-51% A=-51%

BRER: SEARNE, EISIESERFMRAEIR ;3 Lerodalcibep HoFHIG R XTBB4H JyEvolocumab, EfbIGARMAZII AL EFIXTER, Az B 5% 5 KILDL-C/K 481k

BEUFIZEXZENERERREN NRERASR
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GUOSEN SECURITIES

% : PCSKOHEXZPIWRE

Evolocumab

Amgen

Alirocumab

Sanofi/Regeneron

Inclisiran

Novartis

Enlicitide
Merck

AZD0780

AstraZeneca

mR
ZRA
ASCVD
(1% 7aB7)

ASCVD
(2% Fp)

5 B [E] B2
ImAF

HeFH

HoFH

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
I
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
-
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1=
1
1
1
1
I
I
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
I
i
1
1
1
1
1
1
1
1
1
1
1
1
1

VESALIUS-CV
(Ph3, N=12301)
KRR B S B YERTR,

BERZECIEER TR
BEERER
(ERHEET11H8HAHAZ I A T)
FOURIER

(Ph3, N=27564)

ASCVD#H HLDL-C >= 70 mg/dL
140 mg Q2W or 420 mg Q4W
5P-MACE (36 mo.):

9.8% vs 11.3% pbo
HR=0.85 (p<0.001)
3P-MACE (36 mo.):

5.9% vs 7.4% pbo
o HR=0.80(p<0.001)
DESCARTES
(Ph3, N=901)

LDL-C (52w):

-52% vs +4% pbo (Diet only)
-56% vs +7% pbo (ATV 10 mg)
-47% vs +10% pbo (ATV 80 mg)
-47% vs +2% pbo (ATV 80 mg + EZT 10

mg)

RUTHERFORD-1
(Ph3, N=167)
LDL-C (12w):

350/420 mg Q4W

-55%/-43% vs +1%
pbo

RUTHERFORD-2
(Ph3, N=203)
LDL-C (12w):
140 mg Q2W

-61% vs -2% pbo
420 mg Q4W

-56% vs +6% pbo

TESLA-B
(Ph3, N=49)
LDL-C (12w):
420 mg Q4W
-23% vs +8% pbo

oy e S U S PR ——

ODYSSEY OUT_COMES
(Ph3, N= 18924)
ASCVD (iF%£#91~121A8
EEImER LR
#ELDL-C >=70 mg/dL
75/150 mg Q2W
4P-MACE (48 mo.):
9.5% vs 11.1% pbo
HR=0.85 (p<0.001)

COMBO-1 COMBO-2
(Ph3, N= 316) (Ph3, N=720)
LDL-C (24w): LDL-C (24w):

75 mg Q2W 75 mg Q2W

-46% vs +0% pbo -51% vs -21%
Ezetimibe

HIGH FH-1 HIGH FH-2
(Ph3, N=486) (Ph3, N=249)
LDL-C (24w): LDL-C (24w):
150 mg Q2W 150 mg Q2W

-49% vs +9% pbo = -49% vs +3% pbo

ODYSSEY HoFH
(Ph3, N=69)
LDL-C (12w):
150 mg Q2W

-27% vs +9% pbo

D e e e o o o o e e o e e [ = o o o e o o o e o o o o o e e o

VICTORION-1P
(Ph3, N=14000)
FASCVDHESE,
F HLDL-C >=70 mg/dL
4P-MACE
(2029)
VICTORION-2P
(Ph3, N=16970)
7= BB [E] &2 [ fiE
HAASCVD,
LDL-C >= 70 mg/dL
3P-MACE
(2027)

ORION-4
(Ph3, N=16124)
7= B [E] & [ fE

H&ASCVD,
LDL-C >=100
mg/dL
4P-MACE
(2026)

ORION-10 ORION-11
(Ph3, N=1561) (Ph3, N=1617)
LDL-C (510 days): LDL-C (510 days):
300 mg 0/3mo., 300 mg 0/3 mo.,
HE/EQ6M KFE/EQ6M
-51% vs +1% pbo -46% vs +4% pbo

ORION-9
(Ph3, N=482)
LDL-C (510 days):
300 mg 0/3 mo., FE/EQEM
-40% vs +8% pbo

CORALreef Out_comes

(Ph3, N=14550)

= B Efz I fE

HEZSRKASCVD
BB =ML R AIASCVD,
HEBBLAEH#HITRMASATT
5P-MACE
(2029)

P

ICORALreef AddOn CORALreef Lipid

(Ph3, N=301) (Ph3, N=2760)
S REEEEMEH 4= mﬂﬂlﬁlﬁ;ﬂnr (>=1]
RERASCVDE 4R RASCVDEM R |

=L R A SRREREA
ASCVD, #HEB£ ASCVD)

| EHHTMMASATT  EBSA24w
| BIAZ|8wLDL-C LDL-CERELZLTL
| 293 G#ITH)

i CORALreef HeFH

: (Ph3, N=303)

i IABLDL-C& =

D e e o e o o o o e e e o o e e [ T = e o o e o o o o o o e o o o e o o o e e e o

AZURE-Out_comes
(Ph3, N=15100)
1= RE B EZ [ fE
H&Z =X KASCVD
HBERENKLZRAASCVD,
H B KA FITEMAS AT
5P-MACE
(2029)

AZURE-LDL
(Ph3, N=2800)
1= B [EEZ [ fE
(>=1RASCVDEH
o RS XU & R IASCVD)
FEERSA
12w LDL-C
RELT
(2027)
AZURE-HeFH
(Ph3, N=405)
FEARSA
12w LDL-C
IR
(2027)

FRKIR: ERRANE

, EfFIESREFMRAEIE E: 3P-MACEEIE CMEFHSBME T +LE+H X, 4P-MACEFE3P-MACEE S FIBMARER LLBFHMEREM
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| BB | ASCVDEFRIE:

| B | LDL-C: #TREBERSEENER

| B | Lp(a): M3 FLDL-CRIRSBRKET

| P | #5EURRBIER
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Lp(a)2it 7 FLDLAYASCVD X B & F &Y EEis

GUOSEN SECURITIES

B Lp(a)/Lipoprotein(a)/lEEH (a)REMFIEFTERMEER TN, HLDLHEH A (LDL-like particle) Ki@id ZHiEH N 45 & 7 HapoB-100_EAJapo(a)2hl A% -
Apo(a)BIE % i kringle-IV (KIV1~10) Kkringle-V&Eta, Kk —insk ERE QESHEEHE (protease like domain) , EFKIV1EKVI3~10{XEEN =N,
KIV2GFEEEEN, REAERAEKENapo(a)lE. Lp(a)iiz 5 ' : :

B Lp(a)SASCVDREFASEX, JEARETHEHEhEKUSIERE . Lp(a) @A R istEHLE
& (atherogenic) . 12&{EM (thrombotic) . F 1L

5 LS HIRAAER - Pro-inflammatory
Bg (OxPL) msr BV R RAER A Macrophage IL-8 Pro-inflamm Monocyte
. KRR : HUIESLDLENL, Lp(a)isBRERE expression chemotaxis/transmigration
. Oxidized Phosopholipids
WISTRSEINE, MERRGRRILTIE, A Monooyte cytokne t e Carries MCP-1

TR KR ATFE B o 4 EC PAI-1 expression

. ﬁ?ﬁ- apo(a) S4FABIE (plasminogen) ZE#IAEMIN, A o
HEAREAEPES, MHEEHELR, ATT BRI
?téfré’ﬁsaEliﬁﬁarx_i‘E, BT RS MAE LA ; A Upregulation K, (S § Plasminogen activation
of adhesion
- {B%: Lp(a)R AEHOXPLIEZHF, OXPLATLURGE . molecules SHig
i X < - [ s KV, & *Flbrm degradation
B, BAZMMAR AR MBS EREEEE T, H ASMC apoB- 1oo
proliferation
4

Proteoglycan
matrix binding

Proatherogenic
anoquioayjoid

A Foam/cell formation A TFPI activity

A Necrotic core formatiom OxPL |
$ Platelet responsiveness

+ Lesion calcification

ZERIKIR: JACC, doi: 10.1016/j.jacc.2016.11.042, ESIEHE TR AEETE

BEUFIZEXZENERERREN NRERASR
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Lp(a)7KEEANE

B EE: P{AE14 mg/dl (30 nmol/lL, #%E81 mg/dL= 2.15 nmol/L
&, TRE) , >30 mg/dL (65 nmol/lL) E£~27.8%, >50
mg/dL (108 nmol/L) &tb~14.7%, >70 mg/dL (150 nmol/L) 0.06
drtt~5.6%, >90 mg/dL (194 nmol/L) &5Eb~2.6%;

GUOSEN SECURITIES

th 2IRAD ‘ E{SiEH

: Lp(a) K FEABDZI RS

- ———» 25th percentile: 5.50 mg/dL

m 3 [F : White/South Asian/Black/Chinese & i ¥ 4 3 K 0.05 A
19/31/75/16 nmol/L, FTASCVDJ® 2 A B >150 nmol Et {31
~12.2%, ASCVD#HSEAEH2150 nmol/L (~70 mg/dL) ELf 0.04 -

~20.3%; TEFTASCVDIRSEAEEH, Lp(a)2150 nmol/L ABFK K
104EASCVDEH R L £ % ~4.2%, MikLp(a) AEEA~2.8%;
ASCVDFSE AEEH, Lp(a)=150 nmol/L AB#Kk104EASCVDE
HERKREBITEER~14.7%, MikLp(@) ABEH~12.9%;

B AE: P11 mg/dl, >30 mg/dLdstt~18.7%, >50 mg/dLg
tb~8.4%, >70 mg/dL&tE~4.0%.

- - -+ 50th percentile: 11.23 mg/dL
0.03

0.02

75th percentile: 22.64 mg/dL
0.01

Density of the Fraction of Study Population

0.00

0 20 40 60 80 100 120 140 160
Lp(a) (mg/dL)
M <30 mg/dL >30-50 mg/dL M >50 mg/dL

ZERIKIR: JACC, doi: 10.1016/j.jacc.2025.02.032, ESIEHFE T AEEIE

BEUFIZEXZENERERREN NRERASR
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ASO/siRNA: ASOBEBIR, BIrBUKNEHA

B Pelacarsen: HilonisFF&BI#EELPA mRNAKIASOZaY), K2 -MOE (REZE) MEIF+PSHERE S (£1K) gapmeritZF &I K GalNAciEix; 20174,
Novartis5lonisiAEA1E, XX AL ETIRIIZE + 75005 ETTEFER + 1.5 ETFA & + H&5146.52 ETREIZMATER + mid-teens~low-20% 544
S H; 20234 Novartis 5lonisiABFTRI & 1ENFH Z(T6000 A XL EHHFFK, HTXIEBEFH L T—KLp(a)iafr#449. HriPelacarsen Ph3 HORIZON#ZE (N=
8323, 80mg Q4W, 2022.075EFALR) #HiTrh, FEL S H94P-MACE, topline##EFMitF2026H1i%H 3+ F2026H212 37 FisEAiE.

H ‘ BiSilH

GUOSEN SECURITIES

3
I

« Ph2: BEEEHLMEERELp(a)7kFEiBiZ60 mg/dL (150 nmol/L) ZiX#&286.A, 1%520/40/60 mg Q4W. 20mg Q2WskQW447h, 5525/27FLp(a)kF
B 2% 93 BI-35%/-56%/-72%/-58%/-80% vs -6% pbo, Lp(a)7kFEFEZES50 mg/dLEA T EIEE L4 Bl }23%/62%/81%/65%/98% vs 6% pbo; RE&MSH,
SAE%L % 577 712%/15%/13%/6%/6% vs 2% pbo, BIR N SHEBMEZEE 5T 7 F4%/0%/6%/2%/12% vs 4% pbo.

B Olpasiran: HArrowheadFF & B9%EELPA mRNARISIRNAZGY) (SS/AS=21 nt) , RHA2-F/2-OMe (AS=8/13) +XKiHPS (6) kF&im K GalNAciEE (F
EZESS5'Kuf, m3IMMLEH) ; 20165, Amgen5Arrowheadi AR E1E, K HXNAIS00FEXTLE TR + REIE6.1TILET BB + BT R HETE
HISHE 9. BREiIOIpasiran Ph3 OCEAN(a)-Out_comesfiff3t (N= 7297, Q12W, 2022.105E), —HFkE) #tiTd, FEAH3P-MACE, topline#iiEiit
F2026H2i5 1 ; E T OMEFHE S —RINBERIPh3IEKMA S 1 25H2~26H1 E 5.

« Ph2: BHEEZALMERMKALp(a)kFiBiZ60 mg/dL (150 nmol/lL) ZiXE281A, #310/75/225 mg Q12Wg,225 mg Q24WHR%h, SE36/ELp(a)istk
45 511-67%/-94%/-98%/-97% vs +4% pbo.

BEUFIZEXZENERERREN NRERASR



GUOSEN SECURITIES

ASO/siRNA: FRIsiRNAZGHIISLIN90%+Lp(a)PEiE &Y EEis

B Lepodisiran: HDicernaff% B9%EELPA mRNAKISIRNAZGY) (siRNA hairpin, SS/AS=36/22 nt) , ZF2-F/2-OMe (AS=7/15) +KiEPS (4~6) {kF1&ifh
K GalNAci#i®E (9 3EREZESSEHE28~30nt) ; 20184, Eli Lilly5Dicernalf&1E, ZHXMMAMIETENR + MLETBRIUIEE + REEENFEES
F3.51Z £ BIERETEL + mid-single~low-double digitf§& 4y k. EHiLepodisiran Ph3 ACCLAIM-Lp(a)fff3s (N= ~12500, Q6Mx3, BHEQ12M) FEL& S
4AP-MACE, 75312029415 Htopline#1& .

 Ph2: ALPACAH, AZHLp(a)7kFiBiZ175 nmol/LZiX&E320 A, 7EHE0/180K3%516/16 mg, 96/96 mg, 400 mg/pbo. 400/400 mg, H360X%EIiF%E
FELp(a)REL T 5737 79-30%/-67%/-68%/-91%; BEMFH, SAELEZRSFA3%/12%/11%/16% vs 9% pbo, RZEFIELE T —HlEIR L SHHIFH
=

B Zerlasiran: HiSilenceFF &ZKI$BELPA mRNARISIRNAZGY) (SS/AS=21 nt) , RF2-F/2-OMe (10/11) +FKixPS (10) LEFEEIHRGalNAciEE (7 7E
EESS/ASHIHS Kif, 1~3MN3FAF) . HHL. Zerlasiran Ph3llEEMZ A RigITH.

« Ph2: AN4HLp(a)7kF#BiZ125 nmol/LZiXE178 A, 300 mg Q24Wx2, 300 mg Q16Wx35450 mg Q24Wx251)x%, BI36EFHLp(a) K ERELTILE L
R % 5 49 Bl H-86%/-83%/-81%; H&MSHE, SAELERDHHF5%/19%/13% vs 9% pbo, EIR M SHHIEZEE D FH0%/5%/2% vs 0% pbo.

BEUFIZEXZENERERREN NRERASR



OBR: LillyZ&kBE—/—&FpPh3IGKRAS

E{SiEH

GUOSEN SECURITIES

4

B Muvalaplin: Eli LillyFF&BLp(a)il#lFl, #id5Apo(a)lIKIV7-8HiREREEIE S, MMAEIRApo(a)
SapoB100z [EJHIEI MRS, RABUZMUS MUK, UU=FER (trbenzylamine) F#xl, =
ZHEEFHMESELRR/MREER, RRSSMSKIVERENZMIEIERM. EEMuvalapin Ph3 MOVE-
Lp(a)fft5z (N= 10450, 2025.0985)1, —/—4&kFfh) #1TH, FELSTIP-MACE, Fit2031ETER.

« Ph2: BEEERLCMERRMEKRFFREEERMESEERZMAE HLp(a)kFiEBiZ175 nmol/LZiXE233 A,
H£210/60/240 mg PO QD REF, B12EETLp(a)5e Bk EHILp(a)k T 54 -48%/-82%-
86% vs +1% pbo, &Tapo(a)lR=EitEHHILp(a)7k FiiEL%-42%/-11%I-70% vs -3% pbo; REMI5H,
SAE% % #5771 76%/3%/3% vs 6% pbo, BIRNSERISHE 77 780%/0%/9% vs 2% pbo.

B AZD4954: WRIFBPAEHEF, KIhxtLpa)B &R INGEI1ER L& 96 X LY3473329/89I1C50 4 3l A

0.58/1.05 nM, AR/ Lp(a)iNFIZR30/5 mg/kgit&4196996%/91%. 5 mg/kgit&416875% . 5
mg/kg LY34733295956%. 20244108, AstraZeneca5 Az F#LYS23020181ARFINE{E, 112

AZD4954 |5 shPh1IIE R 5% -

B HRS-5346: RIBIHEAEYWEF|, KIM3FLp@)BE/HNHI1ER L &6 K LY3473329R71C50 43 5l K

0.41/0.75 nM, BEFEAEKRPKEIE15 mg/kgit&496%50 mg/kg LY3473329 Cmax#2367/2192 ng/mL.
AUC#33067/22153 ng/mL*h. 202543H, Merck5 8% EE 255 HRS-534614 A 15
=k

LET

E#5F20255%2H 5 51HRS-5346 Ph2lf K5 .

FRARETNEREARS

BEVRIZEZ GRS

E: Lp(a)hy TSRS HREE

Muvalaplin
H
N
OH /
(0]
0
» 5 HO
H
Compound 6
(W0O2023078333A1,
HAE)
Compound 96 OH
(W0O2025103442,
HAED) o
KH NH
¥
HO Neor g OH)
(s N

FRRIR: WIPO, EfSIEHEFMRAEE




£IkLp(a) A & i#E R ‘ BiEil S

GUOSEN SECURITIES
F: £IKLp(a)PLiHtRE

YRR BRAAIKS

ASO Pelacarsen Novartis/lonis APOA ASCVD—_Zx¥iks Ph3 2018.03 Ph3 2018.03
ASCVD—% s Ph3 2025.08 Ph3 2025.08
elevated lipoprotein(a) Ph2 2017.02
sRNA Olpasiran ~ Amgen/Arrowhead APOA ASCVD—%wmpr | Ph3 2022.10 | Ph3 2022.10
ASCVD—ZK Fiifs Ph3 2025.08 IND 2025.07
elevated lipoprotein(a) Ph2 2020.02
Lepodisiran Dicernal/Eli Lilly APOA ASCVDZ#4Fiks Ph3 2024.03
elevated lipoprotein(a) Ph2 2022.10
Zerlasiran Silence APOA elevated lipoprotein(a) Ph2 2022.09
BW-20829 RRAEEH#IZS APOA elevated lipoprotein(a) Ph1 (AU) 2023.11
Kylo-11 HEMNEY APOA elevated lipoprotein(a) Ph1 2024.04
SRSD216 B EEY APOA elevated lipoprotein(a) IND 2025.04 Ph1 2025.03
SYH2068 AHEHA APOA elevated lipoprotein(a) Ph1 2025.06
MNYF Muvalaplin ~ EliLily = Lp(a) ASCVD—/—#%®mp5 | Ph3 2025.09 | Ph3 2025.09
elevated lipoprotein(a) Ph2 2022.09 Ph2 2022.09
HRS-5346 Merck/{E¥mEZS Lp(a) elevated lipoprotein(a) Ph2 2025.02
AZD4954 AstraZeneca Lp(a) health adults +/- elevated Lp(a) Ph1 2025.05
JX2201 R Lp(a) elevated lipoprotein(a) Ph1 2025.03
/ Femll Lp(a) Il R AT
/ (ERVES Lp(a) Il R AT
geneediting CTX320 CRISPR Therapeutics =~ APOA ASCVD+elevated lipoprotein(a) | Ph1(AUNZ) 202310
VERVE-301 Eli Lilly/Verve APOA &R BT
STX1200 Scribe Therapeutics APOA |37 NET}
/ Arcturus APOA Il AR AT
/ SIEER APOA & R AT

HRIKIE: ClinicalTrials, E{SIEHKFHEREEIE

BEUFIZEXZENERERREN NRERASR
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[11]])

| Il | ASCVDERfiBiE

| B | LDL-C: #TREEAERERENER

| B | Lp(a): 3 FLOL-CHRHBRKBET

| M | #EENERBIER

BEVAIEENZGHNERFRAERE TREAR




01 MEBREYANTRAE O S R &Y BE1

GUOSEN SECURITIES

B Genetic Estimate: #R#EJAMA Cardiologyk F#I—INE T Z & /REEN LB B ST 54, BBEK10 mg/dLAILDL-CSTR. (genetically predicted) 14.5%H
CHDX& TBE (&M, HETE1 mmol/L LDL-CXTR45% O ME XK TFE) ; mEEK10 mo/dLEILp(@) *FR5.8%HICHDXIE B, HERAIEE
101.4 mg/dLKILp(a) TNBE 3t CHD XU Bt F2 M3 i E 25 [E] FFE{E1 mmol/LAILDL-C;

B Observational Estimate: fR#EJAMA (doi: 10.1001/jama.2009.1619) F20094 . B9 —IR AR FIAE 4 RAFISZEM 5T (BFE68 M KCHEARNZT~30A & #iE o0 I
ERHBZINE, AiT2797 NERE) , 81-SD (}R~33 mg/dL) LDL-CH S RAICHDXIEHR= 1.38, itHE A58 1 mmol/L LDL-CTFEXTR31% L M EHH
TR TN FE; RIES—12009F % FAEJAMA (doi: 10.1001/jama.2009.1063) BIRTAEMERATIZZERAST (BIE361RIIERATI~12.6 AN, BKEIH~1308 AFE) ,
10 mg/dL Lp(a)H &5t R flogor40.0383, T+EAI15498.5 mg/dLAILp(a) TNB&XTCHD XL Ay FE Xt B2 R385 [EFF£(E1 mmol/LAJLDL-C;

B : PFE{KLDL-CXKLp(a)7KkFxtls M E S 4% X Ba A R NG

Genetic Genetic

50% estimate 50% estimate
|
1
40% - 40% - !
Observational i Observational
______________________________________________________ estimate 5 > estimate
30% - 30% '
|
1
20% Fmmmmmmmmmmmm i m e T Trial 20% - ;
estimate !
— - :
s T et e T :_: --------- :
- . 1
10% - _ - ——’ ------ 10% - !
_—_..-’--'—‘"T‘.‘—‘ ------ :
|
1
0% N T T T T 0% ! T T T T T T T T T |I 1
0 10 20 30 40 50 0 10 20 30 40 50 60 70 80 90 100 110
Absolute Lowering of LDL-C Level, mg/dL Absolute Lowering of Lp(a) Level, mg/dL

ZRIKIE: JAMA Cardiology, doi: 10.1001/jamacardio.2018.1470, ESIEHFEFMAAEE F: NACMEFHEX G TREIEE

BEUFIZEXZENERERREN NRERASR



g1 MEEHYITRECNEE RS (5 &Y EEis

GUOSEN SECURITIES

B Trial Estimate:

« Statin: REFE—IXSEEMITBImetad #r, BIFESMAMNRIGKAR (S8E vs RIKEBEEMIT, ~4A AN, 100% KM AR, EZLDL-C/KF~2.5
mmol/L, HFRHFEH~5.19) R2INLREFIFRIGKMAR (FREMIT vs ZEF, ~13A AN, ~60%_RKFHARF, HLZLLDL-CKFE~3.7 mmol/L, H{I%ikE
H~4.84F) , MINEHEEMEIE1.0 mmol/L (= 38.67mg/dL) LDL-CKE, FZis MEEHR K THE~20%;

« Evolocumab (Repatha, Amgen) : FOURIER#%H (~2.7A A, 100%_—EKTp5 AEE, HZLDL-C/KFE92 mg/dL. Lp(a)7kFE37 nmol/lL, =H{IiifEifF~2.2

) , %4841 BEvolocumabZA3Zi{#&LDL-C7k 92 mg/dL (= 2.4 mmol/L) B&Z30 mg/dL (= 0.8 mmol/L), El1.6 mmol/LAJLDL-CT~P&3t R 3P-MACE XL T~
FE~20%;

« Alirocumab (Praluent, Sanofi) : ODYSSEY#tZ=xH (~1.9A AN, 1~12MNHRAAX4EACS, EZLDL-C/KF93 mg/dL, HLi#pEiF~2.85F) , F481 A8
Alirocumab4B =i ZLDL-C7k 53 mg/dL (= 1.4 mmol/L) MZ&FI2H 3101 mg/dL (= 2.7 mmol/L), BEP1.3 mmol/LRILDL-C P&} Rz 3P-MACE R TN F&E~15%.

BEUFIZEXZENERERREN NRERASR



ii2: T AR 23R 2 &Y EEis

GUOSEN SECURITIES
: 4R IR A B e {8 F PCSKOEE Lp(a)#Hi5a w0 B B8 440 KU 3R 25 1 B

Base case: ASCVD with very-high risk (~11.3M)

absolute risk <30mg/dL | 30-50 mg/dL | 50 -70 mg/dL = 70 -90 mg/dL = > 90 mg/dL [:::::} HR <30mg/dL | 30-50 mg/dL | 50 -70 mg/dL = 70 -90 mg/dL = > 90 mg/dL
<70 mg/dL 29% 30% 31% 32% 35% e <70 mg/dL 0.94 0.90 0.88 0.85 0.80
Lp(a) inhibitor
70 - 100 mg/dL 34% 35% 36% 38% 40% 70 - 100 mg/dL 0.92 0.88 0.85 0.83 0.78
100 - 130 mg/dL 38% 40% 41% 43% 46% LLSI(_ag:-QZO(;@i 100 - 130 mg/dL 0.89 0.86 0.83 0.81 0.76
- - 0
> 130 mg/dL 46% 48% 50% 52% 55% > 130 mg/dL 0.86 0.82 0.80 0.78 0.73
PCSK9 LDL-C-50%|
@ inhibitor Lp(a) -20% <30 30 - 50- 70- > 90
mg/dL mg?dL m;?dL mg?dL mg/dL
HR <30mg/dL | 30-50 mg/dL | 50-70 mg/dL | 70-90 mg/dL . > 90 mg/dL Lp(a) (60%) 0o O (15%)
<70 mg/dL 0.90 0.89 0.88 0.88 0.87
70 - 100 mg/dL 0.83 0.83 0.82 0.81 0.80 LbL-C
100 - 130 mg/dL 0.78 0.78 0.77 0.77 0.76 <70 mL 0.90 089 0.88 0.88 0.87
25% VS Vs VS Vs VS
> 130 mg/dL 0.71 0.71 0.70 0.70 0.69 (25%) 0.94 090 '0.88 0.85¢ 0.80
AY
i
«  ®[%K1.0 mmol/L (= 38.67 mg/dL) LDL-C=100 mg/dL Lp(a) , 3P-MACEHMEXIX|
0.83 0.83 0.82 0.81. 0.80
Bﬁ—FB§~15% (RR0= 085), 70'(1:50%:';9/‘1" Vs Vs Vs Vs Vs
0.92 088 0.85 083 0.78
« LDL-C= 100~130 mg/dLXLp(a)= 30~50 mg/dL AE¥#I10-yr 3P-MACEZit X4 R
H40%;
’_ Z1N 3 7 ~ ~
« M#Emg/dL LDL-CELp(a)ZHIXTHMERE Bp.c = IN(RR,)/38.67 K Biya = 100 - 130 mgldL 0.78 0.78 0.77 0.77! 0.76
(25%) VS VS VS VS VS
In(RR,)/100 ; 0.89 0.86 0.83 0.81. 0.76
. RR = g(BLDLC * ALDLC) . RR = gMflp@ * Alp@) . RR'=RR. * RR *
ALDL-C ’ ALp(a) ’ 0 ALDL-C P 0.71 0.71 070 0.70  0.69
RR (15%’ Vs VS Vs Vs Vs
ALp(a) 0.86 0.82 0.80 0.78 0.73

FRRIR: @A, EEEsFEFmamEE

FIEE 2 ENR=ERRRET NEREAR



i2:

WP L — L TR A B RE BN\ R £ P BE 213K 1

E{SiEH

GUOSEN SECURITIES

m LDL-C

BEVRIZEZ GRS

EESBE AR (LDL-C>= 190mg/dL) : EFACC 201835 K NHANES 2011~2018%it
HE, ZE05 U ERFEAT=ESHEEEARLGEE~2.1% (FFN~4.8M AR, FHLDL-CK
S ~210 mg/dL) , EFAHE/REZBITRLEEI~25%, M TEZ A EEHNIE~3.6M;

40~755 &HPERFLSEEBAZ (LDL-C= 70~189 mg/dL) : #RIECDCX EEFERFEE
S5 ENHANES#i#R, XE40~755 AHBERFHESEEEE AE~20M, BRigMTEER
~40%, PAMST /G2 LDL-CNiBiE 100 mo/dL R (%t R R {5 A 25T BILDL-C7k £ 150~200
mg/dL) , Nii& $I$E~5.0M;

KB IEENAY— LR TR A BE (40-75% T ASCVDE#EFRf® A LDL-C< 190 mg/dL) : ACC 2018
$5RatR#IEPCE (Pooled Cohort Equations, &F#FPFIGTE) Fiz ABHZB10E 0 MEZHXKE
3H<5% (RRE) « 5%~7.5% GHZXE) « 7.5%~20% (FFEXK) X>20% (&fE) U,
RIENHANES Gt it #i48, XE>=5%M ABFME~40M, HH5%~7.5%. 7.5%~20%K%>20%
5 3 5 EE~30%/~60%/~10%, %t Ri~12M/~24M/~4M A B, 7(“ X=AN ANBEF I THSIE R
33 59~20%/~30%/~50%, M=z B iEF
Lp(a)

HEELDL-CIER,: 1) FEESLp(a)AE (Lp(a)>= 180 mg/dL) , FIHiZABEEEE20%5 L AR
FANBPELE~05%, MM AEHIE~1.2M; 2) 40~755 §HBERFESLp(a) A& (Lp(a)=
90~179 mg/dL) , XE40~755HERFEEME~30M, RiLELp(a)htb~5%, IR EEME
~1.5M; 3) KBEIEZNEI—RFARGANEE, >20%M 8 ABE~4M, BRi&SLp@)dtb~5%, MMEE
MiE~0.2M.,

FRARETNEREARS

4

BAN)

B: XE—RTHARST (B

severe HC
(LDL-C >= 190 mg/dL, N= ~4.8M)

non-statin

statin use

40~75yrs with DM and HC
(LDL-C= 70~189 mg/dL, N= ~20M)

70-100 mg/dL =100 - 130 mg/dL =130 - 160 mg/dL ®160 - 190 mg/dL

non-statin 3.0 4.2
Pmmmess
statin use 4.8 : 2.0

40~75yrs without DM
(based on risk discussion, N= ~40M)

5%-75% ©7.5%-20% m>20%

non-statin 9.6 16.8

statinuse | 2.4 7.2

FERIKIR: NHANES, EfSIEHE5RrEE




g 3: iﬁ%ﬁ%ﬂﬁéﬁ%ﬁ@ﬁitﬁﬁrﬂ AY EEILS

GUOSEN SECURITIES
B PCSK9i: # Z£2025Q2, Repatha/Praluent/Leqvio LTM$HEZi&iH1AE|~40{2E T, HPEEHIZELE50%X M ~2012 £ T, BIEERAHEBA~4000E T

(58502 /4, GtN=~70%) , :&/—zﬁrﬁrxﬁ%%ﬁgu.5tt60%/40%, SRIXTRI30/20 A FEEAZEERE, MM ERIZ.4% (~8.7M) X1.9% (~10.6M) BiEXR,
BRI THI = KR8 1B E10%~15%, —HKFMEIBEER5%~10%, XNMNPCSKIAYEETHIATEEIT55~95{ZE 7T, &FkiiAE110~190{2E7T;

B Lp(a): BRIEFWE—/ZHAEAEHFHSERSPCSKOZAYI, FHAEXBAEPCSKOAYEA E+20%, XRLp(a)AixEmiazxE4&it15~3512%
7T, 2EMHIAME30~7012E T,

F: PCSK9KLp(a)BiEETHizzs &

AR
({Z%Ex)
R ASCVDRERR 2 R 8.7M 0 e ~
—RIAH (LDL-C >= 70 mg/dL) (11.3M x 75%) 107z S
PCSK9 (LDL-C>= 190mg/dL) ' $4000/yr
I 40~755 & FHRB IR P I\ B ot (85850/yr x 70% GiN) i
RiE (LDL-C= 70~189 mg/dL) 5-OM 5%~10% 20~42
RIRTREN— R0 A B o
(40-75% T ££ASCVD:4ER 5 BLLDL-C< 190 mg/dL) '
R ASCVDRERR = R 2.8M o N
=8I mitiE MLp AR MERE T = 15%)  (11.3Mx 25%) 1% 10720
(PEBLDAE o
Lp(a)>= 180 mg/dL '
Lp(a) - g/ ‘ $3200~$4800/yr
— T 40~755 & HBERRHESLPp(a) A B 1.5M 59%~10% 515

(Lp(a)= 90~179 mg/dL)
REIERN I —R Ty A B ELp(a) 0.2M

BRRIR: SRBoE, BFIEFEFMTEE
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GUOSEN SECURITIES

ig3: ELEEAYMITHEE (4) AY EELS

E: PCSKOZAHISEEEHERIE (BMN: HBAET)

Primary HL incl. HoFH/HeFH Secondary 60% reduction for list HoFH/HeFH Primary prevention
ASCVD additional LDL-C lowering prevention price to $5850/year 210 yrs readout
15 Aug 17 Dec 18 Oct 21 Sep 25 Oct
Repatha ® © . 4 L 4 ]
Primary HL incl. HoFH/HeFH 60% reduction for list Secondary HeFH
ASCVD additional LDL-C lowering price to $5850/year prevention =8 yrs
Praluent ® 15 Jul 18 May _ 19 April 24 Mar
raluen * T . T
800 - | ; | HeFH, ASCVD additional Primary HL with high HL incl. HeFH

: | | LDL-C lowering risk of heart disease 1st-line and mono

I | ! ) 21 Dec 231Jul 25 Jul

: : | Leqvio [ P } PY

700 1 | | |

| | ! I

I I I

| : | |

600 71 | | |

| | i |

500 1 1 | |
|

! 1 ! 1

|‘ } | }
400 | ! | !

| | : I

| | | I

1‘ : | }

300 ! ! 1 i
|

I l ! |

: | | |

200 | | | !
I

I l ! |

| i |
100 ! | 1

|

|
0 -

(e AN SN e | e e sl e e LI e e e e LN LI e M LaIe e e S LgiTe de e SIINe Laie iR e e SCe LgEe LI e e e L e e e SN e LAIN'e SO ol e SN e g
S I S e S N O N N A S N Sl SR N S S R R I A OIS LU K A IR U S R S R
A N L O L ] L i ] A A N L2 L i N L 2 ] e A N N A A ] 2

m Repatha-Amgen Praluent-Sanofi m Leqvio-Novartis

FRKIR: FORMR, EFEIEFEFMRAER 3 T HPraluentfi EHBUIRIMER IZEZE LR
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GUOSEN SECURITIES

g : MNCHLIMESE~mELM B

F: MNCHEL I EME~mELRHH

Eli Lilly Novartis AstraZeneca Pfizer Novo Nordisk Regeneron Sanofi

PCSK9 VERVE-101/102 Leqvio (siRNA, acqg Repatha (mAb, Enlicitide (oral cyclicAZD0780 (oral small Praluent (mAb,

(CRISPR/Cas9, acq from Alnylam, mktd, mktd, 2024 sales= peptide, HC Ph3 ro, Mol, HC/HF/CVOT mktd, 2024 sales=

Verve, HC Ph1b, 2024 sales= $2.2B) 2025); Ph3, 2025); €483M)

2025) $754M);
Lp(a) Lepodisiran (siRNA, Pelcarsen (ASO,  Olpasiran (siRNA, HRS-5346 (oral AZD4954 (oral smal

with Dicerna, CVOT CVOT Ph3, CVOT Ph3, small Mol, with Mol, with CSPC, HC

Ph3, 2024); 2018/2025); 2022/2025); Hengrui, pre-clinical Ph1, 2025);

Mulvalaplin (oral global/Ph2 in CN);

small Mol, CVOT

Ph3, 2025);

VERVE-301

(CRISPR/Cas9, acq
Verve, pre-clinical);

ANGPTL3 Solbinsiran (siRNA, BW-00112 (siRNA, AZD1705 (oral smallVupanorsen (ASO, NNC0491-6075 Evinacumab (mADb,
with Dicerna, MDL  BD from fAZE Mol, HL Ph1, 2024) with lonis, HL Ph2, (mAb, HL, Ph1, mktd 2021);
Ph2, 2024); $160M+5.2B, 2025); 2020) 2023) ALN-ANG3 (siRNA,
VERVE-201 with Alnylam, CKD
(CRISPR/Cas9, acq Ph1)
Verve, HC Ph1,
2024);
APOC3 ALN-APOC3 Plozasiran (siRNA,
(siRNA, with CN right from
Alnylam, HL Ph1/2, Arrowhead/4E 1l %5,
2025) FCS NDA, 2024)
Anti- T Abelacimab | Eliquis (Fxaoral  Eliquis (Fxa oral  XARELTO (FXaorall [ T
Coagulation (FXI/FXla mAb, small Mol, mktd small Mol, mktd small Mol, mktd
(FX/FXI) Anthos acq by 2024 sales= $7.4B) 2024 sales= 2024 sales= $2.4B);
$925M+2.15B, $13.3B); Milvexian (FXla oral
2025); Milvexian (FXla oral small Mol, co-dev

small Mol, co-dev  with BMS,
with JNJ, AF/IS/ACSAF/IS/ACS Ph3
Ph3 ongoing) ongoing)

EHRIKIR: insight, EfSIESFEFMRETEE
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GUOSEN SECURITIES

Fz: MNCIEELMENE ~RELRME (4

Novartis

AstraZeneca

Pfizer

Novo Nordisk

Eli Lilly
Inflammation
(IL-1B/IL-6)

Pacibekitug (IL-6
mAb, Tourmaline
Bio acq by $1.4B,
2025);

Entresto (ANRI, HF
mktd 2024 sales=
$8.0B);

BW-00163 (AGT
siRNA, BD from
EH175 $185M +
3.98B, 20224);

Hypertension

SGLT2 Jardiance (oral
small Mol, mktd with
Bl, 2024 sales=
€8.357B)
GLP-1R Tirzepatide (HF) MariTide (GLP-
1R/GIPR, OB/T2D
/CVOT Ph3
ongoing)
Others OPSUMIT/UPTRAVI Aficamten (myocin
(PAH/HCM/  (ERA/PGIZ2, 2024 inhibitor, o0HCM
ATTR-CM) sales= $2.0/1.6B, Ph3);

Actelion acq by 30B,
2017)

Baxdrostat (ASI,
CinCor acq by
1.3B+0.5B, 2023)

Steglatro (mktd with [Farxiga (oral small
Pfizer) Mol, mktd 2024
sales= $7.7B)

Winrevair
(ACTR2A/2B-Fc,
mktd 2024 sales=
$419M, Acceleron
acq by $11.5B,
2021);

ATTR-CM Ph3, co
dev with lonis)

Steglatro (mktd with
Merck)

Tegsedi (TTR ASO, Vyndagel (ATTR-

CM oral small Mol,
mktd 2024 sales=
$5.5B)

Invokana (mktd

2013)
Camzyos (myosin  OPSYNVI
inhibitor, c0HCM (ERA/PDES5I, PAH
mktd, 2024 sales= mktd);
$602M, MyoKardia Macitentan (PAH
acq by $13.1B, NDA)

2020);

MYK-224 (myosin
inhibitor, HFpEF
Ph2a)

Ziltivekimab (IL-6,
ASCVD/HFpEF/AMI
Ph3, Corvidia acq
by $725M+1.375B,
2020);

Semaglutide (HF)

CDR132L (miR-132
ASO, HF Ph2,
Cardior acq by
€1.025B, 2024);

Regeneron

Tocilizumab (IL-6
mAb, STEMI Ph2);

Zilebesiran (AGT
siRNA, with
Alnylam, CVOT
Ph3)

CT-388 (GLP-
1R/GIPR, obesity
Ph2);

Petrelintide (Amylin,
obesity Ph2)

FRKRIR: insight, ESIEHFEFREAEIE
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GUOSEN SECURITIES

ASCVDEFHIBNE, MESEEEENIEEIEZE. ASCVD (Atherosclerotic Cardiovascular Disease, mBkBHELOIMEERK) E—XAn
BB S EN R K2 NEMORERNSR, SiFRakER 0K NILEHEXER. INERKERE. ASCVDRRIKEENEE
HREERz—, RIBEKEFRABMBEESRS T, SR ORBE199052021E TS IKFERE146I. EEE, 202258 B WHFRTAI7HE. Z
167545, 2205 ABEFRAF18708 ANELZFHIT—XASCVDEMH; fEHE, 2021FRM M CIERIETL196 751, ZEh£92307, 470007 A
EDLH—IXRASCVDRSE. KRR UREAIFEIESR, HPMEREESEENNREZR, LDLKLp(a)/TRLEF & HapoBhiks & HBEIEF R KEE
TR, SSBEBKEHEBEARRNEEIERT, LDL-CEASCVDRKREXMEE AR SIWESH FIiEE, BT AT EHEALLHIEENRIERR,
Lp(a)m L MEGUHFE A, (EAMMLTFLDL-CH “ERMIE" BF, BEpkREREt. RERERBELMEE LE LMESHNE.

MNC#H LM EME EER G, BHEPCSKIKLp(a) A a. BINABGHIZEAANEN Lilly. Novartis. MerckZF 7 #Ed ZHH1 5 2 259
ASROMEAYERENR, UEABERANOCMERRERFEAR. ETNANIGEMT R ESSHRHEE, AT 754 K& O M= 4 X
AXEEZAESEREETHIAZEHIT TS RNE, FitPCSKOL ki iAiliE 84 E110~19012E T, Lp(@)ilflR i aEAE

30~701Z%E Tt

HEAEL: RKRILE, ZMOMESHLSRIPh3IGARMFIGEL HIE, GIEVESALIUS-CV (Amgen, PCSK9 mAb, —Z#ifr, 2025.11 AHA
AL\ H#) . HORIZON (Novartis, Lp(a) ASO, —Z#ir, 2026H1) . OCEAN(a)-Out_comes (Amgen, Lp(a) siRNA, —ZE#7,
2026H2) . ORION-4/VICTORION-2P (Novartis, PCSK9 siRNA, ZZ&#k5, 2026/2027) . VICTORION-1P (Novartis, PCSK9 siRNA, —
R, 2029) . CORALreef Out_comes (Merck, PCSK9[J/RHBt, —ZHfkp, 2029) %,

HXFN: BREZD (L2 EfR+17. 7 =T BERAFIFLp(a)/ N9 F ORAMEIFIHRS-53461% R AMerck) « AZERE (12T E T
F+19.212 E T BT FFLp(a)/M 7 F O BRHPHIFFIYS23020181% 1 45 AstraZeneca) .

RPBERR: mARFMEARGE ., ~mimREM S BRI T R RE . = RE AT R . SARFARIER RS .
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GUOSEN SECURITIES

B Hi=EFEMNEIRXE;

B ST RllEERE M AR TR EARY XU ;

B FERE A A TR EAR XU ;

B B ARALIELXE .
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MisR: SGLT2iZ5tHESE &Y EEis

GUOSEN SECURITIES

E: SGLT2iaYALEEHERIE (BM: BAET)

EMPA-REG OUT_COME (NEJM 2015) CANVAS Program (NEJM 2017) DECLARE_TIMI 58 (NEJM 2019) VERTIS_CV (2020)
Jardiance/Empagliflozin Invokana/Canagliflozin Farxiga/Dapagliflozin Steglatro/Ertugliflozin
2500 | MACE 0.86 0.86 0.93 0.97
(0.74, 0.99) (0.75, 0.97) (0.84, 1.03) (0.85, 1.11)
0.62 0.87 0.98 0.92
CV Death (0.49, 0.77) (0.72, 1.06) (0.82, 1.17) (0.77, 1.11)
HHF 0.65 0.67 0.73 0.70
2000 (0.50, 0.85) (0.52, 0.87) (0.61, 0.73) (0.54, 0.90)
| T2DM T2DM+CVD (CV death reduction) T2DM+HFrEF T2DM+HFpEF T2DM+CKD
14 Aug 16 Dec 21 Aug 22 Feb 23 Sep
Jardiance & O L 2 & ®
T2DM T2DM+CVD T2DM+HFrEF T2DM+CKD T2DM+HFpEF
i 14 Jan 19 Oct 20 May 21 May 23 May
Farxiga | @ ® 4 g o4
1500 | | i 1
| : | :
Invokana @ : P I ° : :
ToDM| | | T2DM+CVD | | T2DM+CKD | !
13 Mar ! :(higher I : 19 Sep | I
| I amputation risk, | | \ |
| ! HR=1.97) i | i
1000 - ! | 18 Oct N | |
| : | 1 I
| 1 | : |
I | [ | |
I I I |
I I [ |
I | [ |
| | ! |
500 ! | N |
| i |
! I I
: I I
! 1 I
i |
o L | |
N DO N DD NN XN DD DN DD XN g D XN 9 XN XN XN QD XN g 5 X N
S OO T OO0 T OO0 TSNNSO OO0 OO0 00000000 0O ¢ 06 0
R I S S I S I i O I I I I I e S S A A e A Ui S i
2 N A i R A O O ] ) L ] ] ) ] L N R ] A S i i i ] ] P i N R ] A i A
= Farxiga-AstraZeneca = Jardiance-Eli Lilly Invokana/lnvokamet-JNJ

BREIE: EARMIR, EEIESLFMRMEIE 53: HHF, hospitalization for heart failure, (LFESHEERZEM; JardianceHEli LillyFBoehringer Ingelheimit[E @4k, 20244 &tk €8.357B;
- SteglatrolgMerckfnPfizerstE] @l 4k, HIFEFRBMIE .g




kel AY EEILS

EfSIES R BT R

BATRAR %5 3 57
REFRARNTSBOER () HHBE HF AT BT R IR 10%BL
AT (BEUBORIN) . FRbrE , ey ——
Jotf 2 575 FlI56%] 12/ B MEIAN A5 R, R TR it BRI THRR RIS L10%2 19
BB 275 FERICEI 12N AR (3 HFAD BRI T H IR R 10%EL
AR B FRIES TR R - i B
RRBHIBIE A . AR 510U R300fE 8 R BN SHIAR IR RIS
(000300.SH) {E7AEME; F=ARMHU=IRK TR TU R HRIM T AR RIETEH10% L L
& (899001.CSI) HEE; BBmHLlIEEH et s s e e Ao
et Lo e FARFTE e FAEHEIN T TR E 10%2
(SPX.Glsk#afmkse & (IXIC.GD AE k. BFFARH TEHRIMBFHHRRMEIERI10%IU
SRR

EERIEREMRANKEIRBEANARE; SNEEETEENRIIER, BIABAMARHEL, NKRMI. BN, QF, FRAZEMEZFRREIEME; (FEEIE. TEIREKR
ARG PR EAN BRI RS R B R ERGEE R, $5ItE,

BEERSR

AREBREGEIEERNBERAR (BEAERPFEIEMSIFATANESEFE AN FZER) HIE; IREMBAEGESRNERAR ATER “BRAR” ) B, ARENERLAREZFFER, A7

FeEBRABWBIAREMAEAZTA. KEPEIFY, FANBEADNATBSUEAERERD. EFSERE. FAMEXEAREHNHER D ERFRRARSEEXTEZON S, —PIAURABEE

PR ARIR S TR A Sk .

AREETEAFNERNREERES, ERVFATMRILZENLESHTENE, EHE. MREAENES. ER BURENMUEMEATDTFARSAFLHLENHIE, EFERE, AR
AREREHLMERREFH AR, BURENF—BHRE. RARTMREARSASEERERNGTHRIRE; RATTEHMENATE. EFMEITEXEERER, REBENHBITEIHEX

Eﬁﬂﬁﬂmﬁ BABR KB AT RESFHEAREPREMNARFFLITRIESEHIHITR S, TOREAXENTFRERFIRMILERIT. MEROREMTRERLRS. AQATNETE

HERT]. BESRIITUARE MR S SR AT RIS M S AR E P ER BB A —H IR B RE.

ARENESEZH, THREESMITIESKE MR ERNEARIBIE. EEMELT, FAREFHEENELHTHEIMEMDARR BRI .. TAERNDZFIEFREWESE DIBIESFKR
BB mE L OkKIES T hﬁ%meEEMhﬁEhﬂm%%ﬂﬁﬁﬂmmé%m$ﬁi%ﬁWﬁﬂ1 SHBEITRIENK, RARRBRMIEEEFRAAREREASTMIERN—T]

BRI EIBEAERFE,

HES 3% % & il A9 A

ANBEEPEIIMSBERNESR B EZ BN EEE. IEHFREEN, BRENSIESERESALSHNHAREREZSBARBUTIERAIESEREARERZFRBIESHES T, FUlkH

BUFEERZRZEEESARESNED: BERAAREEZTARRE, BRRHIEHRESERS; EHEXIEHEREZSENHE. RES., PSS, BRI ELARIESFKESHANE. iF

B RE, URBTHEE. BEMAFAXGBERRERIEFRAZORS; BEBRIE. FE, ERNESFEEEERS, REIEEREEORS; FEIESESAEHEMBRER.
EIEHEMRS %E#hﬁéﬂlﬂm MEAFEN, IHIEHEAR. EHEREZESENAINEERIEEFEEXTRNNE,. TIHELREHEAENERHITON, FRIESHHEE. BETFLF
BRENHENR, FMEEEARRE, HREALHHITH.
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