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Abstract

The academic technology assessment group (ATAG) reviewed a report on the additional benefit and
cost-effectiveness of Inclisiran (Novartis Pharma K.K.) for patients with non-familial hypercholester-
olemia (non-FH) and familial hypercholesterolemia (FH) with insufficient response to maximum-toler-
ated HMG-CoA reductase inhibitors. This report summarizes the results of the review and reanalysis
by the ATAG. The target population was classified into four groups: (a) non-FH patients with a history
of atherosclerotic cardiovascular disease (ASCVD) for whom treatments with evolocumab self-
administration are difficult for inevitable reasons such as limited physical or cognitive functions; (b)
non-FH patients with ASCVD not categorized as the population (a); (c) FH patients with ASCVD; and
(d) FH patients without ASCVD. The comparator was standard of care (SoC) in the population (a),
and evolocumab + SoC in the populations (b)-(d). In evaluating the additional benefits of inclisiran,
the manufacturer defined LDL-cholesterol (LDL-C) change and treatment discontinuation/adherence
as outcomes. Regarding LDL-C change, while the systematic review conducted by the manufacturer
identified randomized controlled trials (RCTs) comparing inclisiran to placebo and evolocumab to pla-
cebo, no RCT directly comparing inclisiran to evolocumab was identified. For the population (a), they
used only the subgroup results of ORION-15, a trial for Japanese non-FH patients and concluded that
inclisiran provided additional benefit through a significant reduction in LDL-C. For the population (b)-
(d), they conducted network meta-analyses (NMA) with the placebo groups as common treatments.
Although the NMAs did not show statistically significant superiority of inclisiran over evolocumab in
LDL-C reduction, the manufacturer concluded inclisiran had additional benefits in populations (b)-(d)
by also taking into account treatment discontinuation/adherence, based on an observational study of
treatment discontinuation/adherence using medical claims data in the US.

The ATAG considered LDL-C change was appropriate as an outcome for evaluating additional ben-
efit. Regarding LDL-C changes, the SR by the ATAG identified the same clinical trials as the manufac-
turer. For the population (a), the academic group performed a meta-analysis of five RCTs (ORION-1,
10, 11, 15, 18) comparing inclisiran and placebo while the manufacturer used only ORION-15, since it
is a phase two trial and no differences in the efficacy of inclisiran were observed by ethnicity. As a re-
sult, inclisiran significantly reduced LDL-C compared to placebo, indicating an additional benefit over
SoC. For the populations (b)-(d), the ATAG did not perform NMAs due to heterogeneity between trials
of inclisiran and evolocumab, but instead conducted pairwise meta-analyses comparing each drug to
placebo using the same trials as the manufacturer. These results did not demonstrate that inclisiran
was superior to evolocumab, and the ATAG concluded that there were no additional benefits of incli-
siran over evolocumab for the populations (b)-(d).

The manufacturer conducted cost-effectiveness analyses using a Markov model that predicted re-
ductions in baseline cardiovascular event risk and then estimated cardiovascular-related deaths, di-
rect medical costs, and health-related quality of life from LDL-C changes. The ATAG revised the pa-
rameters of direct medical costs after cardiovascular events and the efficacy parameter for inclisiran.
For the populations (b)-(d), the ATAG conducted cost-minimization analyses. As a result, for the pop-
ulation (a), the base-case analysis showed that inclisiran led to an incremental cost of JPY 3,265,420
and 0.453 quality-adjusted life years (QALYs) gained compared to SoC, resulting in an incremental
cost-effectiveness ratio (ICER) of JPY 7,212,577 per QALY. For the populations (b)-(d), inclisiran had
an additional cost of JPY 781,886 compared to evolocumab. In conclusion, these results suggest that
the ICERs for inclisiran compared to the comparators are likely to belong to the interval between JPY
5 and 7.5 million per QALY in the population (a), and inclisiran are likely to be "cost increase" in the
populations (b)-(d) from the perspective of public healthcare payers in Japan.

Keywords:inclisiran, hypercholesterolemia, cost-effectiveness analysis, health technology assessment
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ACS Acute coronary syndrome
ASCVD Atherosclerotic cardiovascular disease
ASMR Amelioration du Service Médical Rendu
CAD Coronary artery disease
CADTH Canadian Agency for Drugs and Technologies in Health
CDA-AMC Canada’s Drug Agency-L'Agence des médicaments du Canada
Cl Confidence interval
Crl Credible interval
Ccv Cardiovascular
eGFR estimated Glomerular Filtration Rate
FH Familial hypercholesterolemia
HeFH Heterozygous familial hypercholesterolemia
HAS Haute Autorité de Santé
HDL High density lipoprotein-cholesterol
HMG-CoA 3-Hydroxy-3-methylglutaryl coenzyme-A reductase
ICER Incremental Cost-Effectiveness Ratio
ITC Indirect treatment comparison
KEICER Institute for Clinical and Economic Review
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
LDL-C Low density lipoprotein-cholesterol
M Myocardial infarction
NDB National Database
NICE National Institute for Health and Care Excellence
NMA Network meta-analysis
NF Non-fatal
NYHA New York Heart Association
PBAC Pharmaceutical Benefits Advisory Committee
PCSK9 Proprotein convertase subtilisin/kexin type 9
QALY Quality-Adjusted Life Year
QoL Quality of life
RCT Randomized Controlled Trial
SD Standard deviation
SE Standard error
SMC Scottish Medicines Consortium
SMR Service Médical Rendu
SoC Standard of care
SR Systematic review
UA Unstable angina
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The CADTH Canadian Drug Expert Committee
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BIEARTEEE NEISHT
R NICE Y ERICEL
1 FUX —
SMC Y ERICEL
T7IVR HAS Bafiiles! L
h+ & CDA-AMC | M »1)
F—X+Z7 Y7 | PBAC HY EZICEL
KE ICER HY EZICEL
#1-1-3 FEICH T2 ERMDRFMEEROFFME
#£1-1-3-1 4 ¥ Y R(NICE)IcH 1 2 BRENMREFMER DA
WERFEE | N
B4 41U R
B2 NICE
SHIFE LR DURLZ & | https://www.nice.org.uk/guidance/ta733
SR R A% AT Inclisiran A%
FHMmAE R Recommended with conditions O ETHERE
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ST EHEDGE
&, T OGO

Inclisiran is recommended as an option for treating prima-

ry hypercholesterolaemia (heterozygous familial and non-

familial) or mixed dyslipidaemia as an adjunct to diet in

adults. It is recommended only if:

Mthere is a history of any of the following cardiovascular
events:

e acute coronary syndrome (such as myocardial infarc-
tion or unstable angina needing hospitalisation)

e coronary or other arterial revascularisation procedures

e coronary heart disease

e ischaemic stroke

e peripheral arterial disease

Mlow-density lipoprotein cholesterol (LDL-C) concentra-
tions are persistently 2.6 mmol/Il or more, despite maxi-
mum tolerated lipid-lowering therapy, that is:

e maximum tolerated statins with or without other lip-
id-lowering therapies

e other lipid-lowering therapies when statins are not tol-
erated or are contraindicated

Mthe company provides inclisiran according to the com-
mercial arrangement.

BMADOEHKMESIL 27 A—JLIE (HeFH & 3E
FH) £ 7 I $EAEEEEEBED S H. LT OO0
BARY FOBEELND HHE -

c BUTERBE(LHEEC AN DELILTE
BOER &)

o BENIR £ 7= (Z M DENRR O MM 1T BB EAT

o WENARIE OV

o [ M4 B 2 h

o RIEENIREEE

UFICRIRAMBOREEETEICLZABEICH
mHbH 5T, LDL-CIEA2.6mmol/LLL L+ THi L
W3 :

s D EEERTEEZHEOAEZM LT RAM
BEDRARF >
CXRAFVHBERTELRWHAERTH ZIHEITH
DIEEETEL

e Secondary prevention: people who have had a previous
cardiovascular event, including acute coronary syn-
drome (such as myocardial infarction or unstable angina
requiring hospitalisation), coronary or other arterial re-
vascularization procedures, coronary heart disease,
ischaemic stroke or peripheral arterial disease.

c BUTERBE(LHEECAREET IALTE
BOER &), BEIRE 7 (X% Db D EhARMAT
HEMN., TEREOES. EMEREP, R
FREBREDLIMEARY FOBEREDH S
BEDOZNRFH

ST SRR e Primary prevention with elevated risk: people who have| " .. . . s
L0 X R A 7 L 2B PR AL
not had a cardiovascular event and have type 2 diabetes ;e{ﬂf@/;%/ ;?_Eiﬁ; j‘i\ﬁi Uf}f{fj
or heterozygous familial hypercholesterolaemia, or who e R 8
7 Z S = ;% L 1LY =
have a 10-year cardiovascular disease risk of 20% or %iz nggﬁiifgégggiﬂfggg
more based on Framingham risk score or equivalent. . HéFH@_w%%O 2 R
e Primary prevention with heterozygous familial hypercho- A
lesterolaemia.
Inclisiran 284mg administered as a single subcutaneous . N . . .
AR injection: initially, again at 3 months, followed by every 6 4,/ 7Y \/7,(28_4 mg?%}}@\ ?bnﬂ‘ bLUZ
. DHII6NA T L ICETEFICLYVEET 5,
L o . = AMAE T 'FIT7. 7YUA
LbE S IR ezetimibe, alirocumab, evolocumab BAMBEDOZ KT >, T€F17, 7IAI™

7. Thav~<7
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e Secondary prevention in people who are eligible for ali-
rocumab and evolocumab:

The cost-effectiveness results for the secondary preven-

tion population assessed by calculating net monetary ben-

efit. The incremental net monetary benefit of inclisiran

was compared with alirocumab or evolocumab, at thresh-

old values of £30,000 saved per QALY lost using the com-

mittee preferred assumptions.

Inclisiran was associated with an ICER of below £20,000

per QALY gained compared with either ezetimibe or maxi-

mum tolerated statins in the populations eligible for treat-

ment with alirocumab and evolocumab.

e Secondary prevention in people who are NOT eligible for
alirocumab and evolocumab:

e TFURIRTBELVT RO I TAERE LD
TRFPHOEEERICEITDZRA 7T D
BRSTHE 1 QALY losth 7= Y 30,000~ KT
MEL/HAE 7Yoo~ £l rRns~<
TEHB L. 4> 2 )T > Dnet monetary
benefitlXIEDETH - 7=,

FTURIRTELFIROITTOBEILE RS
BRWIRFHERICB T2 0E
AR TEF I TE R RIBATMERER X T
vetk®mLIA o U T D ICER

+ m e g N 28 o ) o ) ‘ 7
FTELEHERAME|ICERS for mclfswan compared with ezetlmlb.e or maX|m.um 20,0007 > F/QALYHi%2 2 L 1t 2 WAL & 75
L& tolerated statins for the secondary prevention population B AT AT s
- . e =l o
kel to bo around or below £20.00 por QALY gttt |* 1 U A2 D—RFHEEBI 42 7Y
o Pr)i/mar revention with elevalted ripsk' . 72 DEBNMR : TLF ST T ERAWE
ICERs foryiﬁclisiran in the primar reve.ntion with elevated BRg7o LUBLEA 7Y > 720 ICER
. . ALY 1 220,000 > F/QALY % #B 2 2 AL AR L,
risk population and an LDL-C of at least 2.6 mmol/I, were . N NS .
likely to be above £20,000 per QALY gained *TURAINTELBIARR YT OWS LS
. Pr)i/mar revention ;/vith ﬁeteroz gfus farﬁilial hypercho- wUHePHO =RFB BT 64> 7 V> T >
Iestero)llapemia opulation ’ o DEMUHR - RAMMER 2T > LRI
popuration. ) 4. ICERIZ20,000 > F/QALY % L[E] -7,
In people who are not eligible for alirocumab or evolocum-
ab the ICERs were significantly above £20,000 per QALY
gained when compared with maximum tolerated statins.
In people who are eligible for alirocumab or evolocumab,
the ICER was below £20,000 per QALY gained when com-
pared with maximum tolerated statins.
£1-1-3-2 4 XY X(SMC)IZH1F 32 BRI R TMER DM
WERFEE | LT
B4 :
AFUXR
B4 SMC
SHEFE R DURLZ & | https://www.scottishmedicines.org.uk/medicines-advice/inclisiran-leqvio-full-smc2358/
SR SR A% AT Inclisiran A%
S R Recommended with conditions XD EHEE
For specialist use only in patients at high cardiovascular
risk as
follows: o LDL-CEA'5.0mmol/LL EDHeFHIZH 1T 510
e patients with heterozygous familial hypercholesterolae-| M&A N> k D—XFF5
mia (HeFH) and LDL-C =5.0mmol/L, for primary pre- | e LDL-CEA'3.5mmol/LLL_EDHeFHIZE IF % /0
UM EHEOHE | vention of cardiovascular events MEA R hDZRFH

1. % DEMOE

e patients with HeFH and LDL-C > 3.5mmol/L, for sec-
ondary prevention of cardiovascular events

e patients with high risk due to previous cardiovascular
events and LDL-C=4.0mmol/L

e patients with recurrent/polyvascular disease and
LDL-C=3.5mmol/L

cLIMEANY FDEENDH Y LDL-CE A
4.0mmol/LUEDZEY 27 EE

cBHRMU/ZMEBEERBEDH S BE CLDL-CEN
3.5mmol/LLl E o &

ATAG. Rep. 2025;3(5)
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Adults with ASCVD (including HeFH) and LDL-C .2.6
;nerzoilt/eLmaximall tolerated statins * ASCVDOBHE (HePHE L) 24 L, BATIA
Adu[I)ts who re u)ilre rimary prevention due to elevated ARTF2ESICH DB D LT LDLCH
EdipE Ea e quire priman;p 2.6mmol/LLLE
. : ) CXRXFUNBRMAETHLICHE IO
;Ft’:dER) with LDL-C .4.0 mmol/L despite maximally toler- LDL-CA%4.0mmol/LEL_E & — & T 5
statins
Inclisiran 284mg administered as a single subcutaneous . NN e
e P, : A1) Z 284 mgzAIEL 3R, BLUZ
AR L:Lenitr:(;n. initially, again at 3 months, followed by every 6 N N N A
HbBo iR SoC, alirocumab, evolocumab BHERE, TRAs< T, 7O o< T
¢ ASCVDEEFED ZRF[h
- EEERE E D EER 1 51,4088 K/QALY
Base-case results ASCVD: S IARAY Y THIEERE L O Domi-
SoC: £51,408/QALY nated
Alirocumab+SoC: Dominated -TURIRTHIZERE L OLLE  Domi-
FTELEHERSE | Evolocumab+SoC: Dominated nated
Lo fE Base-case results PPER: ¢ ASCVDE Y X7 D—RFf
SoC: £49,137/QALY - BRI & DLLER - 49,1377R > F/QALY
Alirocumab + SoC: Dominated S IARAY Y THIEERE S OLLEK C Domi-
Evolocumab+SoC: Dominated nated
- TYURY T HIREERE E OB Domi-
nated
#1-1-3-5 HF X (CDA-AMC)IZH 1 3 BRI RITFMERDFH
SEMRFTESE NI
E3E4 hF &
e CDA-AMC
SR D URLA & | https://www.cadth.ca/inclisiran-0
ST SRR AT Inclisiran A>o)vZv
Eafiiles!
Bl [Draft recommendation posted for stakeholder feedback | S&f4> = H#E 2
(18-Jul-24)]
ST EHEDGS (5 HORRERTRICL D BEOBEIIAIMDOLT R
. ZTOREOFHME | " RABDRZF A FEINT L DHeFHES
HeFH®D, # % W ZASCVDDEEED B 5 IEFHD
- - BRAEET, BRAHBEDXZF VIC& B BEIC
ST SR B & PSRN
PN SRR T LM b ST E 55 SLDL-CEDETABEA
BE
(s - AoV 284 mgaHEL, 3nA. BLUZ
BERZEC0 FHfF DHIE6H B & IR TSI L VRET B,
ASCVDODOBIED & % IEFHDEM] -
o AR
N - HeFHM &M :
3 B2 =7
ol Bl cTUnsvT

e T;RA % <7 (140 mg/mL)
e T;RA % <7 (120 mg/mL)

ATAG. Rep. 2025:3(5)




ASCVDDEHED H % IEFHDEMN :

ICER = 77,705 K JL/QALY (384 # B = 59,990 K
L, #4HQALYs = 0.77)

HeFHO &M :

T ~1EELN 7

FRUEDERAR | e FURSRTHEVEIRAS T TOREDY R
MAgE AW EBRRIMEOTOBR LY. 8%
MEUEA VIV 7V THESNDHBE, 7Y
AV 7F/IETRAI <7 LR L Tlitgs] =
T IEBER L,

#1-1-3-6 #—Z b7 U F7(PBAC)ICH\} 2 BRAMNHRTFMER DM
RERTTEE NHIDHT

B4 F—Zk5YF

% PBAC

TR OURLA & https://www.pbs.gov.au/info/industry/listing/elements/pbac-meetings/psd/2023-03/inclisiran-leqvio-

PSD-March-2023

SRS ST Inclisiran A%
The PBAC recommended inclisiran for the treatment of
TR heterozyggus familial hypercholestgrolaemla (HefH) and HE3E (HeFH %5 & OUASCVD % £ 5 JEFH)
non-familial hypercholesterolaemia (non-FH) with ath-
erosclerotic cardiovascular disease (ASCVD).
L = Listed as recommended
3. T OO
S SRS Hypercholesterolaemia ERICEL
Ny N . . m ) A0 )7 284 mgxlElL, 3hA. BLUZ
ERAECK) Injection 284 mg in 1.5 mL single use pre-filled syringe DBHEIE = & e T ek et B,
1. Ezetimibe 10 mg tablet administered once daily.
2. Evolocumab 140 mg subcutaneous injection adminis-
tered fortnightly or 420 mg subcutaneous injection ad-
Hesd iR ministered monthly. IVYIFT, TR T FUVRIST
3. Alirocumab 75 or 150 mg subcutaneous injection ad-
ministered fortnightly (titratable dose) or 300 mg sub-
cutaneous injection administered monthly
Based on the overall population, treatment with inclisiran ERONFREICHLT, 127Y> 7 aId
was associated with apn ipncremeyntal cost per QALY gained 7275 & UPCSKIFAAR L LB L T,
ERLEDRADR of $35,000 to < $45,000 compared topezetimibge and ICER(%35,000~45,000 I )L/QALY T2 > 72,
ol PCSK9’inhibitor thera’ ies for thz treatment of hypercho- BRI NLABRMEDFORR, (> 7Y >
octorolaamis & 1 S OMEE TS LICk Y, PCSKIRREH
' BELLR L CERBIBE D Z LA RENT,
#1-1-3-7 KEICER)ICH T 2 ERAXNMEFME RO
S ARTEER NHIDHT
ESEA KE
A& ICER
FHAEFE R OURLZAR & | https://icer.org/wp-content/uploads/2022/04/High-Cholesterol_Final-Report_12-Month-Update_041222.pdf
SRS BT Inclisiran A%
- . : : BEINZME T, ICERODEMFEFZEHED
=T + N
B fifpr= = No discount required at placeholder price BEAIBR S &I,
SR EHEDSE

3. T OEREOFFM

ATAG. Rep. 2025;3(5)
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S SRR

Heterozygous Familial Hypercholesterolemia and for Sec-
ondary
Prevention of ASCVD

¢ ASCVDODOEEEICEH 5 T HeFHEBE
¢ ASCVDEIEDH B Hm Y XU DBH
¢ RRXFUANHDEEH

A7 ECK)

300 mg on days 1 and 90, then every 6 months

A0 )T 284 mge i, 3R, BLUZ
DRIF6NA T EICHTERICLVIRET B,

B8R

Statin + ezetimibe

ARZF+ITEFIT

FEL
BABERMRLOE

Results for the Base Case Compared with Ezetimibe +
Maximally Tolerated Statin: $157,000 per QALY gained
Heterozygous Familial Hypercholesterolemia with Estab-
lished ASCVD: $84,000 per QALY gained Statin-Intolerant
Individuals with Established ASCVD: $103,000 per QALY
gained Individuals with Established ASCVD and Recent
ACS: $147,000 per QALY gained

o DFEMOFER 157,000 KIL/QALY

o ASCVDEE{E D & B HeFH : 84,000 K /L/QALY

o X ZF AN DASCVDEEE £ 1 103,000 KL
/QALY

e ASCVDOEEEN S V). WITACS%E FAE L 7= 2
2 1 147,000 KJL/QALY

1.2 BERFTEEIC L ZENEOERKMHEEEICE 1T 5 FHEREDOL €2 —
BLEMRTEEE I & 2 #HNNE O BB A RS D FHMER & 1

R, BERTEEOWEART L LW DL DIEE

HD,

1.3

L7,

<NICE>

DR IICHITBEEER
FESNE O E AT FFI A RS 1<

BIFLIERERESFEZRL.

VF DT HN

NHIDHTICH T DL B2 —Df
FIFTHEEROARBIHICLZEH DT

DWW,

RIRTDSE LY 525 DELUTICE

o (T IZBAL T, PCSKIRERR E & EH-NMAICED EBMMAERMTE. B L ONICE
TA393(F7 U B 7<= ) TERINFETAICESWAETILIATZ7ETILEBAWEERNESHTATHN

77o

e NMADHER, A7 U T oA IEFITHELVT 7R ELBL CLDL-CIEDET & B&
TVOIRTERITROIITIEA L 7Y T UICHR SHEEEN
TR Eh > 7,

B THDHDOD, BEBEMOSVEBINEENTE Y,
FERENI28BE WS XA LKA > MC
IChT-> THERFEINE D EDINIEIFRRATH S Z emEN bNMADIER

52 EHERLTWE, —A,
— XA TIELDL-CED R D DK E H 2 7= D5,
FEEEDOHEIT L -NMADFEIZ

o 81

BURITDEEIC
H1FBLDL-CED

RAFHICER

—EBMoRVERBRIEENTWE Z &,
E Y

ICIEREEEAE S & anT=,
o LMEARYMNYRTIZHTZA 7 UL FVvOMEICOVTIE, BHENAIET Y IARELTW

B1-ONHEETH S Z L ITHEIN,

& L7,
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<SMC>

oAy )T IZBL T, PCSKIPHEHIZ &% &HT-NMAIZED BB AMHE, 3 £ UNICE
TA33 TIEAEINAETLOBEICE DWW YL 7ETILERAVWTERDRIFIIThNT,

o BUSIRFEEE DIRH LANMAICIE, BEEFE. ERAGKE. LDL-CEXRDFMFRL & sBRE D
REUHLH DR TRALH 2,

e EFIILTHEAINIENMAICIETEEELAHEZ2EDD, AU Zv 7UYRAIRT, TRAIY
7ORTREMNRICEREIRBWL I EARI NS,

<HAS>

* NMADHER, BATMHAED A X F VAR ESINTZASCVDEEICEWT, R—X 74 U Hh 5248 S
DLDL-CEMLEIE, THEFIT, RLARFE, RAXRFB+IEFITELIVOTI72RELRL T,
A7) I TEYVRED 5T ZD—FHT, A7 YT EPCSKIRHEFE(TVRI YT H &
VT RAI< )R LELIIGE, IDL-CEOE{RICEEREII R, > 7,

e /272 L. REININMAZHBO LB BA DG W ECHBBOEEUNH L Z e EN L, 1
ROTHEEMEAKRE WL EERD T,

<CDA-AMC>

AV I UTTUNCVBEEXRELVIRTER, H5VIERFRARTEXEARBLIEEILE2RIIET
ZAHDN+53TH 5 (ORION-9, ORION-10, ORION-11EEEIE Mo DT M AW LEFHIET B L 5 (1
A rINnTULAERL),

e AT T UIFEEREE B L TIDL-CZARBICET S 2. BMERBOFER. BEOD
PCSKOBEEAI L LB L THEEM IR D hh o7, DEMMEE LN OBEDITCICIE. HERED
REM, REPEVARBZ 7L 2THENREBOUED LA T T+ 0—7 v THEQLER) R +5
THDIEREDTEREDDHY . RFEDLH 5,

eHeFHIZX L, BRIV OORBNAGERIFEMAOND D, 17 UL T v OERS
FARCHZIFZE, 7VAIR7PIAROIT T LR L TIX MIBROAEE S ES & LT,

<PBAC>

o ALEERFEE N HIRHENANMAICL D & ASCVDOBESH Y., FHEThEMEDYRIERY
ZEREERICBEVT, AV I U T VETEF I 7 EHRL CLDL-CEZRFAFMICERICET
o LALENS, AV 27U Sy eETHRAITT7OLETIE, FEMT—ELTIRAITTH
BNHERERLTHEY, HeFHEHICBLW T Z OEIIREFENICEETH > 72,
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e LA LAA L, NMATEE S NHBREOMERIEN,. RAMTAEOR—2, HABRIFHDENS
£ ABREICEEEUYH Y BRICTHEEEL?H D & LT,
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ENNEYE A 1 o S

21 BHPWICHBIFRSRTFIT4vILEa—
DHIDITIE. A7 V)7 0BNMEREA®EITT 2701, R2-1-1-1ICRT U —F I/ T XF
IVICEDC Y RTFYT A4 v L —%2FmwL T,

211 2P AHPRELZVY—F I RFa v
NI AERELT=. A7 U FVICDVWTDOSROY Y —F VT RF 3%k 2-1-1-1ICRT,

£2-1-1-1 DHISHRICEBVRTFRTAYILE2a—DYY—F /T RXFa Y

EHH AR
£BE BAMAEDOHMG-CoABTERBER THET O RIEFHIZFHEE
SN UTFoWwWThhxE&OBEARESD L ILHAEE
J1
Ao
~ IRAs <7
FLBOIR 7548, SoC
T hAL LDL-C o Z{tE
WMETH A~ RCT
P EA ! R 70

2.1.2 EEoiih

NERETIE, ERBRY —ER - XBRROFFIRD, KEL. EFG. ART A FoLHE
ZHAEDE TREXNEBEL -, RROBBETIIPTHRERZ2TT. NALBWREZFEAL
TLBHRICOVWTIREK L, ZETIBRAARETE L1, TDH, AXFONKRESZHD L
NZENDRIRNKERICERRAREZIRY 2 7ce MXDT7RAMZ 7 MIEDICRI7 V-2V 7 &
SOEMOEREFHEICAV IR EZRES 21FEEF. bBROMILLE1 -7 —AERTICTE
MEL7ce X DIREITERNCRE LICHAANEE, BRAEEICHVHEL, LE2 -7 DR
—HFE L2 -7 —HOBEICLYEE L, RRNICKBESNHROMEE EE L OEE
L. SEICEE S N7 XEIS T LIRS R 2 1T - 72,

2.1.3 SRR DEAANEREELRNEHE
SROELHEAANELE & BRAEEZFK2-1-3-1ITRT,
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#+2-1-3-1 EIREHE

A ANELE PRofEE
= FAMAEDHMG-CoABTHREELTHRN | ..
e +9 5 RFHRFHES RS
A FOAANICE2BERES L < IEHREE EEL U
AT )Ty
B R eI RO <T
e 774K, SoC
T NAL LDL-CEftE R4
HET YA~ RCT EELUSN
o EBIFRE
o FeER
" . oL X—
NOYEE RE =
THR OB FEH Pt
e TFRN— A=A
o fRER
Bt SEE. BAEE EEL U

214 ERALET—2R—=X
SR [Z1%. PubMed, Embase. Cochrane Central Register of Controlled Trials(CENTRAL), E&
FEWeb = Lo,

215 {ERAL-BRER
SR otgzmEFt A K 2-1-5-1~3% 2-1-5-4 |21 T,

#%2-1-5-1 PubMediz¥t L THW=%ER

%A 202498 9H
BE RRA TERE
"Hyperlipoproteinemia Type II"[Mesh] OR "Hyperlipoproteinemia Type I1*"[tiab] OR "Essential Hypercho-
#1 lesterolemia”[tiab] OR "Essential Hypercholesterolemias"[tiab:~0] OR "Familial Hypercholesterolemia"[- 10637

tiab] OR "Familial Hypercholesterolemias"[tiab] OR "Autosomal Dominant Hypercholesterolemia"[tiab]
OR "Autosomal Dominant Hypercholesterolemias'[tiab]

"Type Il Hyperlipoproteinemia*"[tiab] OR "LDL Receptor Disorder*"[tiab] OR "Hyperlipoproteinemia Type
#2 | 2*"[tiab] OR "type ii hyperlipoproteinemia*"[Title/Abstract] OR "Id| receptor disorder*"[Title/Abstract] | 184
OR "hyperlipoproteinemia type 2*"[Title/Abstract] OR "Hyper Low Density Lipoproteinemia*"[tiab]

"Nonfamilial Hypercholesterolemia"[tiab] OR "Non familial Hypercholesterolemia"[tiab] OR ((Hypercho-
lesterolemialmh] OR "Hyperlipoproteinemia Type II"[mh]) AND NFH[tiab])

"Hypercholesterolemia"[Mesh] OR Hypercholesterolemia*[tiab] OR Hypercholesteremia*[tiab] OR
#4 | ((High[tiab] OR Elevated[tiab] OR "ascend*"[Title/Abstract] OR "increas*"[Title/Abstract] OR low([tiab] | 593,874
OR reduc*[tiab]) AND ("low-density lipoprotein"[tiab] OR "cholesterol*"[tiab] OR "lipid*"[Title/Abstract]))

#5 |#1 OR #2 OR #3 OR #4 595,536
"ALN-PCS" [Supplementary Concept] OR "ALN-PCS*"[tiab] OR inclisiran[tiab] OR "leqvio*"[tiab] OR

#3 7

#6 "KJX 839"[tiab] OR "KJX-839"[tiab] OR KJX839[tiab] 420

7 "evolocumab" [Supplementary Concept] OR evolocumab[tiab] OR "repatha"[tiab] OR "AMG-145"[tiab] 1200
OR "AMG 145"[tiab] OR AMG145[tiab] '

#8 #5 AND #6 325

20 ATAG. Rep. 2025:3(5)




#9 | #5 AND #7 968

#10 |#8 OR #9 1,209
(randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized [tiab] OR placebo [tiab]

#11 | OR clinical trials as topic [mesh:noexp] OR randomly [tiab] OR trial [ti]) NOT (animals [mh] NOT humans | 1,511,478
[mh])

#12 | #10 AND #11 399

#13 (Case Reports[Publication Type] OR Review[Publication Type] OR comment[Publication Type] OR Let- 7 676.474
ter[Publication Type] OR Editorial[Publication Type]) T

#14 | #12 NOT #13 267

#15 | English[Language] OR Japanese[Language] 33,290,341

#16 | #14 AND #15 256

5:2-1-5-2 Embaselc¥t L THW=HRERR
W3R H2024F989H

BE Ly FEERE
‘familial hypercholesterolemia'/exp OR 'lipoid gout':ti,tt,ab,kw OR 'mckusick 14389"ti,tt,ab,kw OR 'mcku-

#1 sick 14430":ti,tt,ab,kw OR 'mckusick 14440"ti,tt,ab,kw OR 'hyperlipoproteinemia type ii*':ti,tt,ab,kw OR| 17,114
(((essential OR familial OR 'autosomal dominant') NEAR/2 hypercholesterolemia*):ti,tt,ab,kw)

49 'type ii hyperlipoproteinemia*":ti,tt,ab,kw OR 'ldl receptor disorder*"ti,tt,ab,kw OR 'hyperlipoproteinemia 256
type 2*':ti,tt,ab,kw OR 'hyper low density lipoproteinemia*':ti,tt,ab,kw

43 ((nonfamilial NEAR/2 hypercholesterolemia):ti,ab,kw) OR ((non NEAR/1 familial NEAR/1 hypercholester- 101
olemia):ti,ab,kw)

#4 ('familial hypercholesterolemia'/de OR 'hypercholesterolemia'/de) AND nfh:ti tt,ab,kw 11

#5 | 'hypercholesterolemia'/exp 91,128
hypercholesterolemia*:ti,tt,ab,kw OR hypercholesteremia*:ti,tt,ab,kw OR (((high OR elevated OR 'ascend*'

#6 OR 'increas*' OR low OR reduc*) NEAR/2 ('low-density lipoprotein' OR 'cholesterol*' OR 'lip-|232,796
id*")):ti,tt,ab,kw)

#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6 276,579

43 'inclisiran'/exp OR 'aln 60212":ti,tt,ab,kw OR 'aln pcssc':ti,tt,ab,kw OR 'aln60212":ti,tt,ab,kw OR 'kjx 1104
839'":ti,tt,ab,kw OR 'kjx839"ti,tt,ab,kw OR 'leqvio:ti,tt,ab,kw OR 'inclisiran':ti,tt,ab,kw OR 'aln pcs':ti,tt,ab,kw | =’

#9 #7 AND #8 739

#10 'evolocumab'/exp OR 'amg 145'":ti,tt,ab,kw OR 'amgl45'":ti,tt,ab,kw OR 'repatha':ti,tt,ab,kw OR 'sal 3836
003":ti,tt,ab,kw OR 'sal003"ti,tt,ab,kw OR 'evolocumab':ti,tt,ab,kw ’

#11 | #7 AND #10 2,491

#12 | #9 OR #11 2,897

#13 | 'randomized controlled trial'/exp 841,914

#14 | 'controlled clinical trial'/de 443,722

#15 | random*:ti,ab,tt 2,105,669

#16 | 'randomization'/de 99,630

#17 |'intermethod comparison'/de 309,835

#18 | placebo:ti,ab,tt 382,289

#19 | compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 655,181
(evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess:ab) AND (compare:ab OR

#20 ) ) 2,977,797
compared:ab OR comparing:ab OR comparison:ab)

#21 | (open NEXT/1 label):ti,ab,tt 117,677

#22 | ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 287,597

#23 |'double blind procedure'/de 222,900
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#24 | (parallel NEXT/1 group*):ti,ab,tt 34,087
#25 |crossover:ti,ab,tt OR 'cross over':ti,ab,tt 130,121
426 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention 485 141
OR interventions OR patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '
#27 | assigned:ti,ab,tt OR allocated:ti,ab,tt 520,204
#28 | (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 489,980
#29 |volunteer:ti,ab,tt OR volunteers:ti,ab,tt 293,257
#30 |'human experiment'/de 670,765
#31 | trial:titt 439,794
432 #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR 6.752 065
#26 OR #27 OR #28 OR #29 OR #30 OR #31 e
((random™ NEXT/1 sampl* NEAR/8 (‘cross section*' OR questionnaire® OR survey OR surveys OR data-
#33 | base OR databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised con- | 3,434
trolled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'randomly assigned'ti,ab,tt)
'cross - sectional study' NOT (‘randomized controlled trial'/exp OR 'controlled clinical trial'/de OR 'con-
#34 |trolled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control | 428,547
group':ti,ab,tt OR 'control groups':ti,ab,tt)
'case control*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled":ti,ab,tt OR 'randomized con-
#35 O 22,666
trolled':ti,ab,tt)
#36 |'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 295,178
#37 | nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 19,690
#38 |'random field*":ti,ab,tt 3,064
#39 | (‘random cluster' NEAR/4 sampl*):ti,ab,tt 1,678
#40 |review:ab AND review:it NOT trial:ti,tt 1,212,458
#41 |'we searched:ab AND (review:ti,tt OR review:it) 54,189
#42 |'update review":ab 147
#43 | (databases NEAR/5 searched):ab 75,387
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR
444 sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt 1269.027
OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR | ™ !
marmoset*:ti,tt) AND 'animal experiment'/de
#45 |'animal experiment'/de NOT (‘"human experiment'/de OR 'human'/de) 2,669,953
#46 | #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 4,630,295
#47 | #32 NOT #46 5,945,199
#48 | #47 AND #12 696
#49 | #48 AND ([article]/lim OR [article in press]/lim) 377
#50 | #48 AND ([article]/lim OR [article in press]/lim) AND ([english]/lim OR [japanese]/lim) 365
#2-1-5-3 CENTRALICX L THW-#&FER
1%FH2024£9A89H
BE U TERE
#1 | MeSH descriptor: [Hyperlipoproteinemia Type II] explode all trees 669
4 ("Hyperlipoproteinemia Type 11" OR (Essential NEAR/2 Hypercholesterolemia*) OR (Familial NEAR/2 Hy- 1265
percholesterolemia*) OR ("Autosomal Dominant" NEAR/2 Hypercholesterolemia*)):ti,ab,kw '
43 ((Type NEXT Il NEAR/3 Hyperlipoproteinemia*) OR (LDL NEXT Receptor NEXT Disorder*) OR (Hyperli- 718
poproteinemia* NEAR/3 Type NEXT 2) OR ("Hyper Low Density" NEAR/2 Lipoprotein*)):ti,ab,kw
#4 ("Nonfamilial Hypercholesterolemia" OR "Non familial Hypercholesterolemia"):ti,ab,kw 36
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#5 | MeSH descriptor: [Hypercholesterolemia] this term only 4,285
6 (Hypercholes?erolemia* OR Hypercholesteremia* OR (High OR Elevated OR ascend* OR increas* OR low 1,083,760
OR reduc*)):ti,ab
#7 | #5 OR #6 1,084,222
#8 | ("low-density lipoprotein" OR cholesterol* OR lipid*):ti,ab 71,057
#9 | #7 AND #8 56,315
#10 | #1 OR #2 OR #3 OR #4 OR #9 56,562
#11 ("ALN-PCS" OR ALNPCS OR "aln pcssc" OR "aln pcs" OR "alnpcs" OR inclisiran OR leqvio* OR "KJX 839" 133
OR "KJX-839" OR KJX839):ti,ab,kw
#12 | (evolocumab OR "repatha" OR "AMG-145" OR "AMG 145" OR AMG145):ti,ab,kw 560
#13 | #10 AND #11 106
#14 | #10 AND #12 424
#15 |#13 OR #14 525
#16 | journal:pt 1,646,224
#17 | #15 AND #16 365
#18 | "Conference proceeding":pt 247,486
#19 | #17 NOT #18 235
#20 | (jpn:la OR eng:la) 2,091,917
#21 | #19 AND #20 in Trials 232
#£2-1-5-4 EdhiEWeb (23 L THWRFRR
%% H2024FE9H9H
B RR TERE
#1 |"®S3LRTFA—JILIME"/TH 7,068
Cholesteremia/TA or Cholesterinemia/TA or "Elevated Cholesterol"/TA or "High Cholesterol Level"/TA or
"Hyper Beta Lipoproteinemia"/TA or "Hyper 8 Lipoproteinemia"/TA or Hypercholesteremia/TA or Hyper-
#2 | cholesterolemia/TAor AL XF Y »/TAor AL XFA—J/L@E|M/TAor 3L XTF YU »i/TAor &3 L [6,993
A7 A—JLI/TA or &R—& Y REAMIE/TA or "&B-YREZ /<7 Mm"/TA or "&B-Y RERAM"/TA or "5
BYREZ >y MIE"/TA or "BBY RERIMAE"/TA
#3 #1 or #2 10,939
#4 | "Inclisiran"/TH 27
45 "IncIisir:am"/TA or "ALN-PCS"/TA or "KJX 839"/TA or "KJX-839"/TA or "KJX839"/TA or Leqvio/TA or A >~ 1
707> /TAor L7 EA/TA
#6 | #4 or #5 30
#7 | "Evolocumab"/TH 361
48 Evolocoumab/TA or "AMG 145"/TA or "AMG-145"/TA or "AMG145"/TA or Repatha/TA or T:RA 7 < 7/TA 118
or L/X—4/TA
#9 | #7 or #8 372
#10 | #3 and #6 11
#11 | #3 and #9 169
#12 | #10 or #11 180
#13 | (#12) and (PT=28HH% <) 125
#14 | (PT=fE5t M5t GRS, 20, K5, QA B ExE, L & — EAIRETS, 3 X > b —1K) 4,646,566
#15 | #13 not #14 9
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L] H R A (n=6) ]
- 1

3 R & NSRRI

£ (n=16)

2 [FRRatER & L Tn=17]

E2-1-6-1 7A—Fv—F

2.1.7 ERERRBROBIE
VRATRTA VI LE 2 —THEIN/-THMERENICET 7R L. BB EMTICET 510
RBOMELE2-1-7-1~%2-1-7-17 I2EH T 3,

£2-1-7-1 FHERNRFEMICET B ERRABROBE(ORION-1)[1]

R ORION-1
Ray KK, Landmesser U, Leiter LA, Kallend D, Dufour R, Karakas M, Hall T, Troquay RP, Turner T, Visseren
e Ei FL, Wijngaard P, Wright RS, Kastelein JJ. Inclisiran in Patients at High Cardiovascular Risk with Elevated

LDL Cholesterol. N Engl J Med (IF: 91.25; Q1). 2017 Apr 13;376(15):1430-1440.

BRIRFRBRESRIBEIR | NCT02597127

HBREEBELISBH | TX VA AFVR FIT0L AFL KAV

SHER O Z R 2016.01~2017.06.07

WHREH ASCVDERESH Y. £7IFASCVDEREY X7 DH % =LDL-CEE
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e 18U LD B,

e ASCVDDBIERE £7-13ASCVD Y R 7 8 QANERRIE. FHEEL)AH S

e ASCVDEEEEM ® 234, MEBELDLAL X 70— LAT0mg/dLI ETH 5. £7-I1ZASCVDY X /184 TH
254, MELDLA L X7 0 —LA100mg/dLU ETH B

e X/ —Z v IBOEERNY /)t K <400mg/dLTH D

o HETE R ERMAEB R (eGFR) A'30 mL/min/1.73m2U L TH %

¢ ARFUEREHROEBREIX, RANAEZRSIN TS

CRBEERTEEREZAFVELWELRBILTFITHRE)EZITTWDIEEREIF, X7 —=>70 30 BUE
B LRELZASEZRALTVS

e XYY —=VJERB0HMULLZE LI-AETERS SN, ABESIPICEEFZIAEOEENFESINATY

AN

AEESNEE P, BEFIIAECEENFEINLTLAL

AV T74—LF Ay brETHIBRBLENZEL. BRI RTORHEZETTLIETHNH D

T BRONEAE

BERABAOSMICEEEE/- L, SNEPBERRBICSIMLZGEICEARBRICE S INIAHEEDOH
5, AV FE—LINTLAWNEER, BEEAKER. FEEFMNE L < IEARMZIKAE
BRETEOLMTICL Y, BRRABREROBRREZY S 208EMHOH 2 BMOEREER, 234N, &
Y, EFRPIREE

NYHAD B Z 211, Il VOOLTRE, b L < IEEERHEEA30% K

EEAIEI3A AURNICEYEEE/LIET7 7L —> 3> Tay FA—LTELD > T2 ORER

H I AN 2R o0 BRAE

Oy bA—LARBOSME

O b TRO2BNERE - SEEALBIOEL~E S B £ Alc(HbALe) >10.0%

SEBMETRES

BELHEERR: fBPEPOFEIMI2ERB L BATNEHE(BHRBIE, ETNHA. TOMOEELREK
2)

BESELUARICARFEMN, BEREE 2B E2BELEPAOBERG L L, AEFAOEEMIENA %
Br<)

TRFP F IR PO, RO AEENH Y. BITEROSITE, N 7-BIR) 2 FERT 2
BERofunit

HBEEP, FRSNIZBHLEZFERL < RVEKE

e BESERICT L I—ILBLY/ FHIEEYEILBOREENH D

© 30 AU D RERER £ 7= |3 RERIEES 12 L 2 8EEL H D

e X7 ) == JH190 HLUWIZ PCSKI ICHT 2 E/ 7 B—FILRUEIC L 2 8EEHNH 5

NN ED

4y UyT v 1EES 200mg
4y UyT v 1EES 300mg

45U 5 v 1EES 500mg

Ao US> 2m%5 100mg (IHE &90HE)
Ao 1)5 2 2E%E 200meg (IHE 90HE)
Ao UsZ2mE%S 300mg (IHE &90HE)

HESH B D EEAR

77 R1EERES
7 74R2E%S (IHE L90HE)

REBRT YA

LR tE, BIE. 7> & LB

BRILE

—EEWE

FEFHHEE

R—XZ74 v 180 HEICE S LDL-CE OZE(LEK

F 75 BIRAFHER B

NR—=ZZ74>»Hh5 180 HEICH T 5 PCSKI ENE{LXK
R—254vHi5 180 BEICH TS BEREEELE

Bt

Ao Zv1EEE 200mg: -27.9%
Ao Zv1E®E 300mg: -38.4%
AUy Zv1E#EE 500mg: -41.9%
77 R1EES: 2.1%

Ao U>Z2m#%E 100mg: -35.5%
Ao T 2E%E 200mg: -44.9%
Ao Z v 2E%S 300mg: -52.6%
77w R2EES: 1.8%

BELAEERIE. A7 U TV aBRESNIEBEDLL%, 77 R 2REINIBEDSRICHET LT,

ERBMBARIGEA 7 )T DTREZTI2EBEDSRICHKR L7,
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HAAERICHIT 2
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Bl ZEBL
HARANERICEITS | .
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£2-1-7-2  FHENT SRR ICBI T 2 ERARER OBIZE (ORION-9)[2]

R4 ORION-9

Raal FJ, Kallend D, Ray KK, Turner T, Koenig W, Wright RS, Wijngaard PLJ, Curcio D, Jaros MJ, Leiter LA,
EFER Kastelein JJP; ORION-9 Investigators. Inclisiran for the Treatment of Heterozygous Familial Hypercholes-

terolemia. N Engl J Med. 2020 Apr 16;382(16):1520-1530.

NCT03397121

BRPREVBR B SR IE
B R L 73577

TAYD, 7R hFEATz—Tv ARAY FxzaA, Tvx—0, . B77UN

ER D & SR HA R

2017.11.28~2019.09.17

WEREH

HeFHZ &

fai
o
s
B3

¢ 18U LD B,

o BRFREICED CHeFHOBEFE, & U/ 72 I3EAFEIKE T LDL-C>190mg/dL >, FH OREE. &
ALZRTA—II, F/IEFHERRT 2R\ OEEVINIDH D Z L ERTEHELH Y. FHTH D Z &
REEINB

e Xy —ZVIBOEERNY U EY K <400mg/dLTH B

¢ eGFRA30 mL/min/1.73m2U tTH %

C XARTFUEHBREINTWEIEMEIRX, BAMBREARSSLTWS

C RAF U EBEINTUVWARWVNWSINEIR, PACEL2BEORZTF Y DEAEBICHT 2 ANMA DA E
ftanTcuiiFrnidimsian

CBEETEERZFVELWELRIEFITREEZIITWESMEIG, XU -2V D308 LR
MORELZAEZRALTEY, HBREMNICERELAIIHAEOEBAFESNTLAL

F RN EAE

o BREBADSIMICEEA /2L, HREICCRARIITAEEOH S, BEINTLRVWEBELES

o NYHARHEZ 7 XU I, VOLTFE, b L < IEEERHEAI0% KiE

o EUEAHI3A BURNICEYEEE/IET7 7L —2a>»Tay FA—LTEAD > LOTRER

o FEEANMFISAAURICOMERDERBREEER

e IV FO—ILAREDOSME

e O b O— L REDO2EMERE - FIEALHOMEILA~TE S B EAlc(HbAL) >10.0%

o MIEAFIOIFEMICFM(BATYIGRE L VLBEBFRUIERAER ). BEIREEL BL WV EE28E 5%
B L L -BHES OBERE

o SEENERTR S

HHIRP E - RBRA T O, FRIIEROTEMLH Y, BHEEROBER, N 7 —BHEER) A FEHRT D
BROA WM

o RERHAEIF, FRINIZBTEAFER L/ AWEKE

e XY= kA B30EURE ZIFFERESE O WT AR WVEIRBAN IO BERER £ /2 13RS (2 &
LipEEZITTWS

e PCSKIICH T B E/ 7 A—FLIMAKICL D BER Y —Z> 7 H590HLUR)

N ATTED

{415 300mg

LB B D FE A

77 R

ABRT YA

ZiERItE. BIE. 7 > & LR

BiRLE

—EEWRE

FEEEE

R—=Z74vHH510HE TOLDL-CIEDZE LR
90 HEH S 540 HBICH T 5 FHHDLDL-ClEDZ LK

F 74 BIRHYFHEE B

R=2F74vH5510HE THOLDL-CIEDZEL D E
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R—=274vH5510HB TOLDL-CEDZE LK
o (>4 )35 300mg: -39.7%
e 754K 8.2%

A 90 HEA 5 540 BB TOFY OLDL-CED Z{LE

o455 300me: -38.1%

« 75w 6.2%

EEAEEERIL. AV UL TV EREINAEEDTS%, BL0TTLRERE AN BEDI8% IR
I BT,

EFEUKIGIEA 7 VT T OFFEZ T -BEDLI%ICHKE LT,

HAAERICBITS

Bt s
;iﬁ%t:i&ﬁ% Sl L

%2-1-7-3  SRERI S 1< RIS 3 BBk EUBR OB E (ORION-10)[3]
v 2 ORION-10

Ray KK, Wright RS, Kallend D, Koenig W, Leiter LA, Raal FJ, Bisch JA, Richardson T, Jaros M, Wijngaard
PLJ, Kastelein JJP; ORION-10 and ORION-11 Investigators. Two Phase 3 Trials of Inclisiran in Patients with
Elevated LDL Cholesterol. N Engl J Med. 2020 Apr 16;382(16):1507-1519.

AR ERIB®R | NCT03399370
HEBEERLIIGHT | 7AU D
HER D B IRHRR 2017.12.15~2019.09.17
IHREM ASCVDEREH Y. £7-IZASCVDLRAIFY R/ DH 55 AL AT A—ILEH
o 18U LD BL
* ASCVDDEFERE £ 7 12ASCVD YU X 7 Y QEUMERE. FHZEE)
e MELDLO L X7 A—ILHAT0mg/dLLL E
e Ry U—ZVIRHOERERF MY U+ Y F<400mg/dL
e e eGFRA'30 mL/min/1.73m2L
= e AXF UEHERDOWEHEIL, RAMBELZERSEINTVLD
C RXFUEBEINTUVWAHWSINEIZ, PACEL2BEORLATF Y OLAEICNT 3 NMA DN E
TSN TLWAITNIER S AW
CEERTERRZAF Uy HLW/ELBIEFITAEEZITTWIEREIZ. X2V -2 7 D30BLL LR
HMORELI-AEARALTHEY., ABRSNPICEREF/ZIIASEOEEAFESINTL AL
c[EHRAB~OSMICXEE &L, HREICEREREIITHAEROSH S, BEINTVWARVWEEAKS
e NYHADRE Y 7 RIVDOILARE, B L K IFEEFRHEEA25% K
o EEAHI3A BLURICEYEREL/IZT7IL—2a>Tay FA—LTELRD > T ORER
e O FA—I/ILREDEIME
 SEBIMEATERE
F RO ERE o HFIRFEIIRA P OLM, ELISIFROATAEME A H W BEEEOEER, N 7 —BER) A FERT 3
BERoiunict
o MERHARIh, FRINZBHTEAFEAL < AVWEY
e XYY —Z v IR HEI0OALUNE A IFERBBESBO WITNAR WA OB X 72 (8BRIESSICK D
BEEZITTWS
e PCSKOIZHT B E/ 7 A—FAHEICL BBE(R 7 U—=> 7 H 5908 LUR)
NATTEDSEM A2 U5 300mg
B BB 0> S5 75 R
HBFY A~ ZiEEAE. BN, 7> & LEHER
Btk —EERE
. R—254 55100 B THOLDL-CEILE
(IR
FRFWAE 90B B 55408 B 12514 F90 LDL-Cll Z L%
FHBRFHMIER | R—X 74 > H 5 510 HE TOLDL-CEOZL Dttt E
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R—=ZX74vH5510HELDL-C &b
e (>7 7 300mg: -51.3%
e 771K 1.0%

Rl 90B B4 55408 BICH 1 3 FH0 LDL-ClEDZ (L=

o 44U 300me: -51.3%

o 75t F: 2.5%

BEAEEERIT. A7 UL T EREINFBED2L%,. BLUTTLRERES - BED26.3%C
fé\’k{ %Eﬁtf\io

EHEAIRIGIEA 7 )T DEEERIT-EED26%. BLOT T REREEINLEEDINICER
L7

BAAERICHIT 2

BT
Bl HEBL
ABANERICHEITS |
ST
ﬁ/ﬂi\'[i u/<__—Ll EN L/
£2-1-7-4 FHEXREAMICBI T B ERARABROEIZE(ORION-11)[3]
HEra ORION-11
Ray KK, Wright RS, Kallend D, Koenig W, Leiter LA, Raal FJ, Bisch JA, Richardson T, Jaros M, Wijngaard
ZE5ER PLJ, Kastelein JJP; ORION-10 and ORION-11 Investigators. Two Phase 3 Trials of Inclisiran in Patients with
Elevated LDL Cholesterol. N Engl J Med. 2020 Apr 16;382(16):1507-1519.
BEPREBREEKIE®R | NCT3400800
RBEEBLIZGH | AF YR, 92544, Fza, RAY "y HYU— K=K, . B77UhH
R & IRHEAR 2017.11.01~2019.08.27
WNREM ASCVDEEEH V). £721ZASCVDERIFEV R/ DH2mI L AT H—ILEH
¢ 18U LD B L
o ASCVDDBEEE £ 72 1ZASCVD ) X 7 18 QEIHERRF. FHESTD)
e ASCVDERIEEN H 2 5A. MBELDLaL 27 a—LHT70mg/dLl ETH D, F7/-IZASCVDY X /Y TH
A, MELDLOL X T A—LA100mg/dLL ETH D
e Ry ==V IJRKOZEERNY YUY F<400mg/dL
¢ eGFRA'30 mL/min/1.73m?LL £
TR EAE ¢ AR FUBEROEHREIL. RAMNBELZHREINTLD
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CBEETEERZAF VLW ELRIEFITREEZIITCVWHRHEEEIL, X7 —=v 7 D308 LR
PoRELZAEZRALCEY., BARSMPICEELZIIAEOEBELNFEINTLARL
o WHERE T ABRBEEFIBEORIAEIICA Y 74 —L R - IV M ETSER NI DY . BEBLHABRFIEE
TRCEFTH2EBEHNH S
s BHREABAOSIICEXELE/- L, HBREICEREZRITAEEOH S, BEEINTLARVWEELRERS
e NYHAD B 7 AINVDLARE, B L < IEEERHEEN25% K
o EEAEI3AD BLURNICEYEEE/IET7 7L —2 3> TaY P A— L TERD > L ORER
e Oy FO—ILARRDSIME
o SEENERTEEE
FBRANELE o IIIRP E - IIIRAFOLM, FAIKITIROABEMED S V). BHITRROBTER, N 7 -T2 FERT 25
EROBRVLME
o AR, FARINIZBLEEFEA L2 HWLBKE
e XY ==V RBHIOHURNE - IFERIBSHOWT AR VIS ORREF /- 13 ARIERICL 2
BEAEZITTLS
¢ PCSKIICH T 2E/ 7 A—FIULFURIC L 27AR(R 7 U —=> 7 H 5908 UM)
NAFTEDFEM A2 1)Z> 300mg
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BRAE —EERE
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90HENH5408BICHF 3 FHD LDL-CfE ZL=

F 75 BIRKFHEE B

N—=2F54vH 55108 B TCHOLDL-CIEDZEL DI E
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R—=274vH5510HB TOLDL-CEDZE LK

o (>4 )5 300mg: -45.8%

e 7S5 4R:4.0%

90REBEA 55408 BICH T 2 FEHDLDL-ClEDNZELE
e {4 1) 5 300mg: -45.8%

e 7S5tk 3.4%

Tl

BEERBEERII. AVIVITUAERSEIN-BED223%. BLUVT 7R EKEIN-EBEHED225%IC
FIB L1,

SESEARIGIEA Y7 )Ty DEEEZITIEEREDLIT%, BELOT 7R E2REENTZEEDIS%ICHKIR
L7,

HAAERICEITS

i HALL
;iﬁ%ﬁ:ﬁﬁ% Sl L

£2-1-7-5  ERER KL BT 3 BBk SER O HEE (ORION-14) [4]
HErZ ORION-14

Luo Z, Huang Z, Sun F, Guo F, Wang Y, Kao S, Yang G, Huang J, Li J, Zhao S, He Y. The clinical effects of in-
clisiran, a first-in-class LDL-C lowering siRNA therapy, on the LDL-C levels in Chinese patients with hy-
percholesterolemia. J Clin Lipidol. 2023 May;17(3):392-400.

PR SR B SR I5 R

NCT 04774003

REREERL 2B

E

AR Z FRHA

2021.02.26~2021.10.18

HWEHRER

BAMBAENDRXF v A#RALTCVWSEILRATO—ILEE

=
o
i
il

CEFAICLDA VT A—LRAVEY FAREBINTVNE I &,

e 1I8FEULDBEL

o ZEREIFMELDL-CA'100 mg/dL(2.6 mmol/L) U EtTH B Z &

e BfERF MU 2 U & Y KAH'400 mg/dL(4.52 mmol/L)Ri#ETH B &

C BAMBEDRXFy#RALTWDZ L
CEHETEEREZFVPIEFITHE)IE, RV -V J/H30AMLELREL TWE I E(AEN—TETH
D, BREOZEEN RV L), BLUHARSMPRFICERCHBEOEBENFEINTLARNI &

¢ RAFVERAL TLAWEREDHE, 2R LH2BRULORL IR AFVIRTORAEIINT 2R
MHEICDOWT, OXEICLZEHMAH S

TbRANEE

R EEAKRBERKEMES AL AT A—ILME. NYHARDFRED 7 7 ZINE LRIV LAE, F-EREBICHBEL
T EERHEMN25% K

o 2EUMERRE,. EEOSME. SEBMUAES. HIVESR, £/413aY A — LT IERALBES

e EMILBEIEITMERAE T I—IER, BBRROBEEBOME, 7o I3RBRE/ARE S 7 RIIHT 2
TLILX—FENDH DIEEHRE

e TV R LLD3INARIUNICERADMEA N> b & RR L7 HERE

* eGFR#'30 mL/min/1.73m2LL T DiERE

e LDEBREAERAL TWD, FIXARERCAREROFERNFEIN TV D HERE

o ITIRTIEE AR M T REREZR SR ICEITAEGE R BT FM. N TR RILEVEITEA, TERE
ERRE) &AL TULARung

e PCSKIICH T 2 E/ 7 A—FILIRAKICL DBE(R 7 U —=> 7 HH90HUA)

AT EDFEH

A4v 415 100mg
A4v 415 300mg

FEBO R o> ZF

77 R

REBRTH A

ZHesk R, B, 7 & LLHEAR

BRILE

“EERE
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FEHMER 0~ 48R UARN DEYBIRE /X T X — &
FABRMHEES | R—2 5 4 > H 5908 B TOLDL-ClEDZLE
R=Z2F74H5H90HE THOLDL-CEDZE(LE
. o« 42515 100mg: -49.6%
GRS o 4225 300mg: -58.3%
o 75K -19.3%
TRCOBFEBFRIIREZZIEFEETHY) ., AEFILEPEELFERERORS T LI 57,
et ESERAIRISIEA Y 7 U S DENERITLEBEDLI., BLUOT I REREINALEBEOIHICHEIRTL

7=

HAAERICH TS

B
A ALl
AAANERICEITS |
B
fé'[é ux(._:Ll L
®2-1-7-6 FHEXTKRILMICEET 2 ERAREER OE (ORION-15)[5]
g ORION-15
Yamashita S, Kiyosue A, Maheux P, Mena-Madrazo J, Lesogor A, Shao Q, Tamaki Y, Nakamura H, Akahori
ZE5ER M, Kajinami K. Efficacy, Safety, and Pharmacokinetics of Inclisiran in Japanese Patients: Results from ORI-
ON-15. J Atheroscler Thromb. 2024 Jun 1;31(6):876-903.
BEPREBRESKIE®R | NCT04666298
AR A EM L /25T | BAR
SHER D B SREAR 2021.01.29~2022.10.19
HREM CADDOBEENSH B, CAD/NA YR T ICHFEINS, £-ldHeFHZ BT 2 8%
e CADDEIE D & 25 M%E. [BABIRENLFESUAS)201TEHA R4 ] ICELTHY R7IChEEINT
#. F7-ldHeFHEE
¢ 20U LD BE
® JAS2017H A R Z 4 »IZfElL, LDL-CEEBIZEZ M- L TLiEL
R EAE ¢ AXFUEREHDLINEIL. BANEEZREINTLD
CARXFUEEZREINTULEVNSNEIR, PRCELIDDAXFVICHTINMENIE T AN XES
nTuna
e JREERTEERIIR U - /R30HMULELRELCHEY., 180BE £ CEF/HE0EENFEINTLA
[V
REESERENE DL X7 O0—LIIE L DS NE,
¢ PCSKIICHT BE/ 7 A—F AHUKIC L 23BE(R 7Y —= > 7'H 590HLUR)
e NYHARFED 7 7 AIVD AL, FIEREBICER SN EEHEERN25%KE
o EVEABI3A BURNICEYERE/IET7 7L —> 3>y Tary FA—LTELRWRERAH 5
N e I PA—LINTLWAWSILE : BEREICE NI DS T EEACEIOUGRIBIMEA160mmHgI + £ 7=
SRR 4435 53 1 E A1 100mmHg B E
CEBMTEREBCGRE. FFEICREM, ERE. REEOBELROONDI D, FERI U=V JEICT
TZVTI/NTVRT7 T —HALT), TARTIEVBT I/ 7 R7x27—H(AST), E¥ ELRE
(ULN)D3fEEBR 2 RERHD EF, £EHREUILEYDAULND2ERBR 51 D L ER)
C EMTFHRAE2ERBICEBILILEHREDHZ2EEDLMERUNDEEEZEH LTS
A2 1U7> 100mg
AT EDFF A>T 200mg
A>7 U7 300mg
FEB IR o R4 VAV AN
HBTHA v ZHEERFER. BIE. 7 % LML R
BRiE —EEWE
A R—=2 74 »» 55100 B THLDL-CE{L=
i
ERFHERE 90HEA 5540A B 513 2 FH0 LDL-CE ZfLE
EHBIRFTMER | R—X 74 > 5H510HE TOLDL-CIEDZE{L DiET &

ATAG. Rep. 2025:3(5)




R—=274vH5180HB THOLDL-CEDZE LK
e (> )5 100mg: -47.6%

B e {> 415> 200mg: -51.9%

e {215 300mg: -56.3%

o 75 4R 9.0%

FEAEEERIE. A7V T 300mgaRE S N-BED2.0%. BLUOT T RERSEINEEEDTO
N WICFEE LT,

EFEALRIGIEA > 7 )T 300mgDiEF AR I -BED61%, BLUV T T REHREINT-BHED3LE%
IZHIR L7,

HAAERICBITS

B £
AFNER B3 | .
Zatk £
£2-1-7-7 FHENREMICET 2 ERERABROBIE(ORION-18)[6]
AERZ ORION-18

Huo Y, Lesogor A, Lee CW, Chiang CE, Mena-Madrazo J, Poh KK, Jeong MH, Maheux P, Zhang M, Wei S,
Han Y, Li Y. Efficacy and Safety of Inclisiran in Asian Patients: Results From ORION-18. JACC Asia. 2023
Nov 14;4(2):123-134.

FRARELER B IRIER

NCT04765657

B & EIE L 73557

PE, BE, YUHR—-L BB

FBR D B R HAR

2021.03.01 - 2022.06.09

WEHRER

ASCVDEEE®H V. FHIEZTNICHET 2DV DHDE5ILRATO—ILEH

e 18U LD EBEL

* ASCVDOBHEME /- I3 Z NICHHL T 20 Y X7 QEMERRK, FHEED)

e ASCVDEEEEN H 5154, MELDLI L XFA—LAT0mg/dLL £, £7z1d. ASCVDERFICHEL T2 U X
O EBFTAHEEDSEAIE, MELDLIL X7 A—1LA100mg/dLI

e Xy —ZVIBOEERNY 7YY K <400mg/dL

¢ X FUEREROFBRE L, RAMRERZRSINTVLS
CXZFUEEZREINTLAVNSNE IR, PACEL2BEDOR LT OEREICNT 2 NNEDIENAXE
THASATLAITNIER S AW
CEEETEEREZFUBLWELRIEFITRE)EZITTVIEHREIL. X7 -2/ D308 L/
MORELEZAEZRMBLTEY ., BABRSNNICRELLIIAEOZEEAFESNLTULAL

o WERE IR EFIEORIARIICA v 74— LR - aver b ETIERBEENNH Y. RELRBRFIEZE
TRCETFTTH2R2EBNH D

F i BRONVELE

s [ERABADOSMICEEA E/ L, HREICSKRERITAEEOSH S, BEINTVWAVWEERELRES

e NYHAREED 7 7 AN DAL, b L < IFEERHEA26% K

o MIEABI3A BUNICEYERE-I1ZT7 7L —a>Tay FA—LTERD > = URERR

o EEAHIIA BUROTEALME A N> b

e IV FA—IILREDEIME

e eGFRA'30 mL/min/1.73m2LLF

o SEBEATERE

o EEAHISEURICARIEM (BN E - ZEHBEOVIRER ), MEEEE. £ E288E:20EE L
- EMEEEOBE

o HEIRF E L IIRBIA P OLM, £ ISFROATEEEA DB Y.
BERokhuniE

o ABMIEh, FARSNDIBETEHFER LA AWSBHE

e X7 —Z RS EI0ALUANEZIZERESBOVWTNAR VBN ICHORREF /- (1RBRIESRICL D
BEAEZTIE

* PCSKOICX T 2 E/ 7 A—FLHUUKICL BBE(R U —=> 7 H590AUR)

BEE(ROBHERE, N 7 —BEE) 2 EMAT 2

AT E D EER

A4v 4 U5 300mg

Heg B > EE A

7R

REBRTHA

ZHeR R, B, 7> X LMeEsR
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Biabik “EERE
FEHmELE N—274vHH330HE TOLDL-CIEDZEALEK
FABIRWFEMEER | LDL-CIED BRIFAEL L&
R=2F74 > H5330HE THOLDL-ClEDZE LR
B o {413 300mg: -55.8%
o S5 4iR: 1.4%
EELREBEERII. AV VYT VEREINTZEEZEDLT%, BLUOT 7 REREINIBEZED2.3%ITH
Tl L7

EELARIGIEA 7)Y Ty DEEERIT-EED29%. BLOT 70 REREINTEED06%ICHKER
L7

BAAERICHIT2

s
Bt %S L
AANERICEITS |

L
o ZEEL

#2-1-7-8 FHEX SELAMTICET 2 EREAREROBIE(FOURIER)[7]

R FOURIER

Sabatine MS, Giugliano RP, Keech AC, Honarpour N, Wiviott SD, Murphy SA, Kuder JF, Wang H, Liu T, Was-
ESRE serman SM, Sever PS, Pedersen TR. FOURIER Steering Committee and Investigators. Evolocumab and

Clinical Outcomes in Patients with Cardiovascular Disease. N Engl J Med. 2017 May 4;376(18):1713-1722.

NCT01764633

HEBAEER L7235 49N E
SHER D B SRHEAR 2013.02.08 - 2016.11.11
HHREF ASCVDBEEH V). £7-IZASCVDEEFLRIED Y R/ DOH B 5L AT HA—IILEE
o FHEA A0 L E8SRIAT
B st o [RPRAYICEA S AR D MEBERBOEENH Y. BEY X /D5
R o 2SI DL-CH70 mg/dLLL £ F 7= (Znon-HDL-CAH'100 mg/dL
e ZBRERF MU U U FAHY00 mg/dLLLTF
o NYHARDFE Y 7 RINF 72121V, F 72 I3 EA DO EZEEHEEH30% KRG
eV hO—LEINTLWALWSME
R e Y bO—LINTUWRL, E-IXBERMEDLEHER
o o SRIBE D FIRARMEEETUESE X 72 ISR+ 04 A HE 2 2 1 7- IR AR AR (R T AE
o REEABREES I L X7 A —LILE
o MIEANEIDI2ABUAICLDLY 7 2 L — ¥ R - FMBRWEEEZ T TLEiHE
AT ED IRO7<7140mgA 2B &, F£7/-13420mg%x18 T &
B B8 0 2 7R
BTV A > ZHeR R, BINE. 7 v % LR
Bk —EFEE
—— FELMEA XY FOMERTE, OHIFE, BEEP, TLREROEICEL 2 AR, BEIRMOTHEEROEST
FEFMER NN -
v RMA Y ) RAER
EHRBERFFMEE | OMEFRT., OHER, WEFOEET Y FRA Y MREX
FZLME AR b
% e TRA Y <719.8%
e 7S tiR:11.3%
BELBEERII. TRAIVCTEREINLEBED248%, BLO TS50 R2REIN-BED24T%ITH
ot BLEBAEER, 57,

EHEAIRIGIEA 7)Y T DEEERITEED21%. BLOT T REREEINLEEDLORICEKR
L7

HAAERICHIT 2
Btk

ZEmL
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HAANERICEIT 2

EPN
o ZHAL
#£2-1-7-9 FHERKREMICEAT 2 EREERHABROBIE(HUA TUO)(8]
g HUA TUO
Tan H, Li W, Huang Z, Han Y, Huang X, Li D, Xing X, Monsalvo ML, Wu Y, Mao J, Xin L, Chen J; HUA TUO
BoriEap study investigators. Efficacy and Safety of Evolocumab in Chinese Patients with Primary Hypercholesterol-
= b 1B

emia and Mixed Dyslipidemia: 12-Week Primary Results of the HUA TUO Randomized Clinical Trial. Cardiol
Ther. 2023 Jun;12(2):341-359.

FRARABRERIB®R | NCT03433755
SHEREERE L 25T | PE
SER D B SREIR 2019.05.09 — 2020.04.24
WREM ASCVDELE#® Y. F72IZASCVDEIFECRZEY X7 0H 55 AT A—ILEE
s AEEBARICISHMU L
KR EINIRXF U H#EMELIFTEXFITLHAT, LDL-CIEOR 7Y —=> FHi0b 7k < & H 48R,
BETEELZAXRESEA2HEL TERTH YV BYUROH I CHEDEENTE L HlTE iz
o iR E CHE L 7= ZERFLDL-CEA X 7 ) — =~ 7151280 mg/dLIL L
CUTOVWTNADEY X7 FHIEFEBICHYRIOLMEREY R/ EEEH-T :
> BB A B 0 BEE
> 2 I 14 B 2 Fh o) B
> RIHEN TR 2B D 21
T EAE >hRIREETHE L eGFRAX 27 ) —= >~ 7' B1230~60 mL/min/1.73m?
> 2 BUE FRIE D 21

SLUTDOYRIEFDS BI3IDULNEET S BHETASEU L, ZMTHhRUE. SME. BE BN
MELEDREE (1R D B M Th5m kM £ 7 3= T65m k). HDLO L X5 B8 —ILH%40 mg/dLk .
JESE(BMI 28 kg/m2LL E)

e S, FALWIEEBICEWLMEKRE ) R VEEEFLSHLY, BERKLDL-CHARI U - 7EI2130
mg/dLL

e MRBEZTHELALZER YUY FARZ Y —=> 7812400 mg/dL(4.5 mmol/L) LT

XY —Z VIO T T REEARERCRIFANLND
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Tk EE

o BEAILHIZH B LURICODHIBEE, NLREMROE, BRENTERA > & -2 a >, TEER/NA /2T
F 7o IS B AR R A R BR

e X7 ) == 7 %20:BMLIAIC BB £ 72 13 ftb 0 1T AT % STiE

e NYHADHEZ 5 RINE L IEIVOLTRE, 7 IFBEEDEFRHERA30%RE

o EEAMBISARLUANICT Y FA—LENTOWAWEERER(BRE, DEELEDOEEH. OEMEN % 4
SEEALERE. £HAEEY Ty FO—LEATUWA WL EEER))

o IRUMERRIE, FRER U —Z v /BICO T2 70) O2BERF L2132y b O — L TRREO28E
PRI

e IV FA—IILENTVWAWSIEUMHEEME > 180 mmHg & 7= IZHL3REAMME > 110 mmHg)

o EEBACEII2ABUNICAL AT UL T RTFILEER v /87 BRER%EH

¢ | DL-CRZ ) —= v 7R ERBUANICUT 1B : {18, 74 7 > 200 mg/BiB. # X A 3EFHE1000
mg/B#B. A&/ —L, BEBEETELY U A M REFEIEF I TN

e IDL-CRZ Y —= v JHI3ABLURICUTOREEZZII58 1 280 70RRY v, 2582 TA4 K,
FIEERIVA/LF/ —VEER(RERSRED - ®)

e X —Z v BICHRBEEIED Y AL AN T WA UV BREREEEE TR/ FCERE (TSHAYE R FTRD 1.0
ERBEE 2 ILEFE LBRDLSERB)

s EEDBHRAEEESE

o SEENMERTAR R £ 72 1A FTHAEEE (AST £ 72 (FALT A IE S LR D 31%#8)

e VLT F ¥ F—EHIEE LRSS

e EEAHSELNOBHESCGERCERER. TEEBLENRE. ABERE. 27—V 1IRLEREIIBR <)

o PCSKIPEEFE £ 4 @K ICT T 7125k

e W EFRICHERINZRD PREBI~NDORERZHAHBL LD

OB A TV a2 — LIRS T ENEEL LW E TS NBE

o M DRRREE /AR A Z T CWB, T IZEMEAIB0BLURICHOBRERT L1-5E

o TR, RAP. FERBRPREPPRBR TRISGEMUAICIHR/FAEFEL TWBIHEE

o HERJEER R T, AMABEAE2EMRT 22BN/ R WSS

I NTT =D EEA

IRAY <7 140mg 2B &
IRAU<7 420mglAZE

LB B D FE

T eRBBT &
TS5 R1IATE

BT YA >~

SR, FIE. 7> & LB ER

BRE

—EERE

FEFEEE

R=Z 54 H5DOLDL-CEE(10BR & 128 E 0F9)
N—=274 > 512BE TOLDL-CE{LE

F 4 BIRIFHEE B

N=ZZ74»hH10EE L1288 O FYDLDL-CEENELE

R=Z2F74 v 5DOLDL-CIENZE{XR(10EE & 128E 0 F19)
e T;RAY <7 140mg 2B & -68.9%

e ROV ~7 420mg 1B Z&:-70.1%

e IS AR2BTE 1 1.9%

e FS5HwRIBTE 1 -04%

GEUES R=2 54512 BATOLDL-CEfE
e THRAY 77 140mg 2B &+ -68.4%
e TRAY 7T 420mg 1A 2 &1 -63.1%
« TSURBAT L 25%
¢ 7S HRIBIE 1 27%

Bl EELRAEERIE. TROITTERSSNEBEDLIL%, BLUOT 7R BRESNBEDTI% TH-
7=

BAANERICHTS |,
1

Bt aEEL

BANERIZBES ||

Zek
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+&2-1-7-10 FHlix RIZXAT IR T B ERAREROBE (HUYGENS)[9]

iR

HUYGENS

EEIEW

ol

Nicholls SJ, Kataoka Y, Nissen SE, Prati F, Windecker S, Puri R, Hucko T, Aradi D, Herrman JR, Hermanides
RS, Wang B, Wang H, Butters J, Di Giovanni G, Jones S, Pompili G, Psaltis PJ. Effect of Evolocumab on Cor-
onary Plaque Phenotype and Burden in Statin-Treated Patients Following Myocardial Infarction. JACC Car-
diovasc Imaging. 2022 Jul;15(7):1308-1321.

PR BUR B I

NCT03570697

MEREEE L 1Hm

F=XbZUT, FxzaA, AV AYHIY— ARIVT 70X TXUAN

UBR o B SR HRR

2018.11.19 - 2020.12.18

HWREM

CDHEEOBRENH I HIL AT O—ILEE

]
o
[ius
i

o RERFA O FHCFHREMBEIICA v 7+ —L ROy bREMHLAZZE

e 27—V IBICEMAISERU L

¢ IEST L R RS MTTREIREEIC & 2 AR ICTEEIGES DBRKIESHLH Y, BEEFREDBRENRESND Z &

¢ R —ZVTEORRZTF UAERRRICEDE, EHHERIEEE COLDL-CEALITICKZY !
—XZFVREM 130 mg/dL E
—(E~FEBER X F A 80 mg/dLU
~EBERZF fER 1 60 mg/dL k£

e HFH A KT A VICEDEERE L L TRAFBDEDARF VEREZBERALAICERT THELZ &

¢ XY ) ==V RO T TR EHEMELRLZIFANOND Z &

e XU IVWEIMEL CUTOEEL TN THT L !
-BEHREEDMEEZFAREHNH Y., MEREEA20BULFES L TWD Z & (MEEHFICL 2EENHT)
- EIBEIRD NEERBDDB0%UT TH % 2 & (RERIHET)

F 7 BRONVELE

e STERALHERZZIFEMTAY &

e BIRIBILME TIE AW EEZ SN DAL TERE

CRIRMICEERLEENH Y TEPR/ A /SXFHT, PClL HMEE/BIRNPHBRPICHE L SNDAEENH
5 EMRENYIMTT 25E

e X7 ) — = JEIGERBLAIC OEF R & =) 256

¢ Xy U=V T UEY FAH400 mg/dLLLE

s FEENLEEOBHEAERS

BESFELANICEUESCGEEEERER. TEEF EEAR, ABENEIRKROEBELTWDIEE

¢ XAXFUANMMETH B L HMrEN=HE

¢ PCSKIPREE LA BEICRIT-5E

¢ X2y V==V 2 BUNICCETPRRER A, £7/IELDLT7 7z L —> X %2254

o LDRERICSINP, £ IR THIOERFEDIGE

e R—2 74 VOCTHEMELEL H - IR WHE

o IR, IR, EFEEBRPMAP S L OERERTRISBEUANIIHRE - IEBAEFEL TWDEIEE

o IR RE A M T, REHRE TS L ORERTRISERICH Y BEFE2ERT 228, R WSS

e WERORFFIIRA~DOBEIENFIBAL TWEHE

AT ED

IRAI <7 420mglB T

P B D FE

7 7R

RERT YA

Ziestm, BIME, 7> & LB

BRILE

“EEWRE

FEHmER

BRt 7 X > b 2ERICET 2 ROHEERREOE S &L

F 75 BIRKFHEER B

BARHEMRIRDE & &L

IRt 7 X > b REICE T D RMUEERIRDE S DE{L

BEE IRA Y < 7420mg: 42.7 um

774K 21.5 ym

FETF(0% vs 1.2%) 5 & OB ERER(0% vs 3.7%)ICH VT, TRAV Y TRERE 77 R AEEDE
Erac i ICHRBEILED 57z FHHARIE(0% vs 1.2%) CHHEIE(6.3% vs 7.4%) DRAEFIZE W THRREMILA

h 27,

HAAEHICHIT
It

ZHAL
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HAAERICHIT 2

EETEN
£/£\,“$ u/(J:_l N L/
$+®2-1-7-11 FHERREATICEY 2 RARSBROBE (Koren2024)[10]
HEpa Koren2024
Koren MJ, Descamps O, Hata Y, Hengeveld EM, Hovingh GK, lkonomidis |, Radu Juul Jensen MD, Langbak-
s ke IH, Martens FMAC, Sendergaard AL, Witkowski A, Koenig W. PCSK9 inhibition with orally administered
S NNC0385-0434 in hypercholesterolaemia: a randomised, double-blind, placebo-controlled and active-con-
trolled phase 2 trial. Lancet Diabetes Endocrinol. 2024 Mar;12(3):174-183.
GPRABREERIEHR | NCT04992065
HABRAEERLIZGH | NULE— R4V, FUT v, BER F7VK R=FYF 7XU#h
Bk 0 B IRHEAR 2021.08.03 - 2022.04.26
SHREM ASCVDEEEH V). £721ZASCVDERIFEV R/ DH2mIL AT H—ILEH
o IR D AIBEIMEN TR W B F 7 13 &
o ASCVDDREN. S N 7-32Hr £ 7 IZASCVD&E Y X 7
REEBARIC40mU LT, ASCVDOBEEDLH 5
e EREZBLRIS0RULET, ASCVDY R W H %
e 27 Y —=v JHIChRIBAEE CRE L 72 MiELDL-CEA1.8 mmol/L(70 mg/dL) L £
T ELAE HAERASME OGS !
e AU L CEBEBIREEBDEEREL H 555, MELDL-CIEA 2.6 mmol/L(100 mg/dL)LL
o FEEUANDBARASINETIE. MELDL-CEA3.1 mmol/L(120 mg/dL) U E
CRAFVDRAFAREZEAL VDI L
e XX FUAERMEAL TLWAWGEE, 2ACEH2BEOELRZ XL F OLAEIINT 2 NMHEA X E TIE
BBahTwsZ &
e PCSKIFREEE(TUR I T ELBITRAIT)ERS Y - 7H90B LIRICER., £7-13PCSK9
SIRNABE(A > o U 7)) 20U =2V JRil2a BURICERL TWBHEE
R =V RFICHRBEZETCHEINSZERF Y U LY FEH4E.52 mmol/L(400 mg/dL) % B % %
FaRRANELE )
e X7 Y —=v 7 HDISOBRRMUNICOHER, IR, NREFROED-H DA, £ 72 (E— B 1R R m 5
ELH - 1-355E
e 20U —= v JHIChRBEE CRIE & N72eGFRA30 mL/min/1.73 m2kim D BHEEEE 15 254
NNC0385-0434 15mg &H
N, NNC0385-0434 40mg &H
AN < =
RATT RO NNC0385-0434 100mg % H
IRAY <7 140mg 2B &
LB R D FE A 77tk #A
AT A~ ZHER R, BINE. 7 v % LR
BRiLE —EEWE
FEHmER R=ZZ74 v bl12BE TCOLDL-CEDZEALE
R=—ZX74vHhul2BETOHEIL X FA—/L, HDL, VLDL, FU Z U+ U F, ApoA. ApoB. LT
FAREREFHMER | ApoCllD LK
19848 £ COREEREEHN
R=2F 4 vHh5l12BE TOLDL-CIEDZEALE
e NNC0385-0434 15mg : -26.3%
e e NNC0385-0434 40mg : -39.3%
& * NNC0385-0434 100mg : -56.2%
e Ti;RO Y ~7 140mg : -59.6%
¢ 774K 1 5.6%
T EEREEERII. THRAIVT T HRESNTEEDN, BLO T 7R E2REEINTBZDIRICHEEL
7=
ABAANERICEITS Y
B
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HAANERICEIT 2

|
Rl »Y
#+2-1-7-12 FHEXREMHICET 2 BRRSBROBE(LAPLACE-2)[11]
g LAPLACE-2
Robinson JG, Nedergaard BS, Rogers WJ, Fialkow J, Neutel JM, Ramstad D, Somaratne R, Legg JC, Nelson
BoriEap P, Scott R, Wasserman SM, Weiss R; LAPLACE-2 Investigators. Effect of evolocumab or ezetimibe added to
= b 1B

moderate- or high-intensity statin therapy on LDL-C lowering in patients with hypercholesterolemia: the
LAPLACE-2 randomized clinical trial. JAMA. 2014 May 14;311(18):1870-82.

FRAR SR B TR

NCT01763866

B & EIE L 7355

17 » H

FBR D B R HAR

2013-01-15-2013-11-12

WHRER

FEFEMESILATA-LVIEX IFESREERBESRE

&
o
s
i

¢ 18U E8OUT D BEL

e XX FvAERA L TWA WSS  ZEERFLDL-CA'150 mg/dL(4.0 mmol/L) X E

CFEETNBRRXF VBEEZZITTWEHE A7 —Z > JEOEERLDL-CA'100 mg/dL(2.6 mmol/L)LL
+

e EMNRRXTF UBEEZITTWEIHEE : A7 U —Z v JIFEOZRERLDL-CA80 mg/dL(2.1 mmol/L)X E

e RERE LU 7 U+ ) RAH400 mg/dL(4.5 mmol/L)LLTF

s

FaBRNEE

o X ZF VAR

o NYHADFE Y 7 XN F 72 1ZIVD AL

eI bA—lINTLWAEWSIE

e I FA—ILEIN TV WLAER

o 1RUMERRIE. F7/-ld T b A—ILRED2EMERSE

e Y A= INTULAWVRIRIREREE T £ 72 13 FIRIREEEETUELE

AT EDFE

<7 PILANZZF10mght >

1. 72K ETEF2EZE+7 71K ARER

2. TI7ERETERIAZL+T 7R AREH

3. 7R RTFENZBIE+IETF I 7 10mgRiRER

4, 7SR RTASNIBSE+IEF I 7 10mghiREHR

5. ITARAIZXT7I40mgl TES2BI & +7 7 1R AREH
6. THROAITT7A20mgE TEHNIAZ E+7 71K NRER
<7 FILANRZF 2 80mghE >

7. TR ETEF2EZ L+ 77K RIRER

8. 7IERRTFESIAZE+ 77t H ARER

9. 7R RTEFHZBEI L+ EF T 10mgNREH
10, 72K RFESIAZE+ TE€F 7 10mghiREH
11. THRA 72 7140mgR T EH2BZ &+ 77 R NREH
12. THRRAI T T7420mgE FESGIBZ &+ 774K ARER
<ARNRZF>EmgEE>

13. 77K EFEE2BIE

14, 774K ETFEHFIBZ L

15. TARAVZ Y7 140mgl T E52B &

16. TRAZ < 7420mg T 35118 2 &

< B RANRZF v A40mght >

17. 774K B TFEH2AZ

18. 77K ETFEHIBZ L

19. TRA 7 <7 140mglk TiE5128 &

20. TARAZ X 7420mg TIESIA &

<Y UNRZF A0mgEE>

21, 754N BRTFAER2ZES

22. 7R ETFAENIBEZ

23. TARAZ Y7 140mgE T ES2B &

24, TRAZ Y 7420mg TIESIA &
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B BB D EE AR

77 R

BT YA >

SR, FIE. 7> & L BER

BERE

—EEWE

FEEEE

R=ZF74 5D LDL-C ZE(1I0 BB & 12:8E 0, 12 EH)

F 7RI EFHRE R

R=Z2F74 50 LDL-CHERNZE(E(N0BE L 12 BEDFY, 12:8H)

o

LDL-C Z1t3 (%) (1088 & 12 BE D F19):
1. 85%
0.4%
-23.9%
-19.0%
-61.4%
-62.5%
13.1%
9.8%
-16.9%
-21.3%
-61.8%
-65.1%
7.6%
2.8%
-59.3%
-63.8%
6.6%
0%
-59.1%
-62.9%
3.3%
6.0%
23. -66.2%
24. -62.4%

® N EWN

9.

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.

Zek

BEABEERII. TROIVYT2BRE5INTRED21%, 7 MUARZF U+ IEF I TaBR5aNEE
T0.9%., 77t RERESNIEED23%ICHEKRE L,

ESEBURIGIEI RO T OFREZ T ZEEDLI%, T MINREF U+ I EF I TDEET0I%,. 7
TR EREINTBEDLA%NICHKIRL /-,

BAAEHICHIT2
Btk

ZELL

BAAEHICHIT2
Tl

ZELL

#&2-1-7-13  FHEXIKRELMICET 2 RAEBROBZE(LAPLACE-TIMI57)[12]

B

LAPLACE-TIMI57

FFIER

T

Giugliano RP, Desai NR, Kohli P, Rogers WJ, Somaratne R, Huang F, Liu T, Mohanavelu S, Hoffman EB, Mc-
Donald ST, Abrahamsen TE, Wasserman SM, Scott R, Sabatine MS; LAPLACE-TIMI 57 Investigators. Effi-
cacy, safety, and tolerability of a monoclonal antibody to proprotein convertase subtilisin/kexin type 9 in
combination with a statin in patients with hypercholesterolaemia (LAPLACE-TIMI 57): a randomised, pla-
cebo-controlled, dose-ranging, phase 2 study. Lancet. 2012 Dec 8;380(9858):2007-17.

PRI EBR B SR IE

NCT01380730

ABEERLIBA | TA VAN AFE Trye—0, A"vHU— Fz2
HER D B FRHAR 2011.07.01 - 2012.04.05

W REMH

EaLRFA—LMESE
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(et
o
i
i

o FEA IS LSORU T D EX

e EKBEINIKRAZF U EFERLTWA(ZET I 7 OHAR)
e MR EHABEM, BREL-ASEHBRLTWS I E

o PRERELDL-CH'85 mg/dLI

e BRERF U 7 U+ ) KA'00 mg/dLLLT

T BRONELE

o MIEAHIZA BURNICUHEE, TLEMUE. BEMNBERA > 2 —_X> > a v BER/NA /SR
FoERER A RR LGS

o 1AUERRE. X IEEFRBEE /2 b A—ILREO2RERE

eI bA—lEINTVWARWSIE

e NYHADREZ 7 RN EIZNVO LR, FIEEERHEERANI0%RBETHS Z LML TWLEHE

e O FA—ILENTULAVOTERR

AT EDFE

1. THRAI<T I0mgR FEE2B8T &

TRE <7 105mgl TiEs2E T &
ITAREITT 140mgl FiEF2BT &
ITRAZ YT 280mgH FiEsf4B T &
ITHRAY <7 350mgl FiEsf4B T &
ITRAY YT 420mgl FiEE4B T &

OO0 EwWN

e

TR

N

N S

MEEREER. BB 7 & LMeHEEER

I\

BRILE

—EERE

FERFEER

R=274vHi12BED LDL-C &=

F 75 BIRKFHEE B

N=XZ 41 12BED LDL-C#ENE({LE

N=254 vH512BELDL-CEEDEMEN 7Tt R)
e T/RAY <7 T0mgl TiEE 2B & 1 -41.8%
e T/ROY <7 105mgR FEH2B & 1 -60.2%

i * TRAY T 140mgH TEHET L 1 -66.1%
s ITRAY VT 280mgR TESABI & 1 -41.8%
* TRAY T 350mgh TIEHABT & 1 -50.0%
e IRAY VT 420mgH TESTABI & 1 -50.3%
Eall: BEEABEERIG, THROITT . TR RESNABEDZNENI~E%, 5%ICKBR LT,

ESERMIRISIEFNEFNLI~4%, 1~3%ICFKIRL -,

HAANERICEIT 2

it sEEL
Sl EE TN
#2-1-7-14 FHEXKREAMTICBIT 3 ERERBER OBIE (Likozar2022)[13]
HERZ Likozar2022
Rehberger Likozar A, Sebestjen M. Smoking and diabetes attenuate beneficial effects of PSCK9 inhibitors
E51BR on arterial wall properties in patients with very high lipoprotein (a) levels. Atheroscler Plus. 2022 Aug
2:50:1-9.
AR B EIRIG®R | NCT04613167
AR EH L /25T | xARZT
R Z ERHA 2020.11.10 - 2021.06.30
PSS DERBEZROLNMEEEREDEE
e DMTBERBOREN LD HC LN ARBLTNEZ L
B o W[E]l D B METBAE R FEAE R O Fin A 55 m AT

o Lp(a)iZEA°1000 mg/LLL £, F7-13Lp(a)i2EA%600 mg/LLL A DLDL-CA2.6 mmol/LL_E
CIRITDHA R TA VIZEDSE, DIEARY M) RIVEFARBEIEEINTWE L
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o FHEA ISR E /21365 E B X D HE

o HERFI6N BLUANICOEIBEDERENH 235G

e “RMEERRE

e HE D BHEE(eGFR<30 mL/min/1.73m?)

e FEENOCEEOFER(FN I VAT I F—ENEEBEDIEEZBR S, EVILEVHNEEBO2EZBR 5.

FRBRONEAE FLEFILTF o F—EHEEEDIEAEBR D55
o ABRFMRRICERUA D BIERE
o EEI NI T 2T LILF—RICDEENH B H5E
o ITYRA X 72 I$IRALF
s FEHRMNZHARBE RAENDHE
 BYAEICSMNT 2REA RV, F TGN EIAENTAIERSE
A s 7YURy<7 150mg2B T L 6h B
AT EOF ITAROS Y7 140mg2B L 6h A
LEB IR o 34 IRAEN L RE IR T EE
HERT VA~ Bk, 7 X LML EEER
Bk HE®
I fEE /T A —2DEAL
EfileE] "
EEFTEAE BIREI DL
FABIRNFMEIESR | BHAL
R—=XZ74>»DLDL-C
e 70Oy ~<7:2.2mmol/L
e Ti;RO Y~ 7: 2.4 mmol/L
S o ARSI EETEX ! 2.4 mmol/L
A 64 A% OLDL-C
e 70 <7:0.8 mmol/L
e Ti;RAZ<7:0.9 mmol/L
o AR EETEX 2.4 mmol/L
zue oy REHmL
AARANERICHEITD |
SATEA
i A% L
AARANERICHEITS |
SR
%é\“‘i uz(J:_[ £N L/
#2-1-7-15 FHEXREMTICEY 3 RARRBROBZERUTHERFORD-2)[14]
s RUTHERFORD-2
Raal FJ, Stein EA, Dufour R, Turner T, Civeira F, Burgess L, Langslet G, Scott R, Olsson AG, Sullivan D, Hov-
ingh GK, Cariou B, Gouni-Berthold |, Somaratne R, Bridges |, Scott R, Wasserman SM, Gaudet D; RUTHER-
e e FORD-2 Investigators. PCSK9 inhibition with evolocumab (AMG 145) in heterozygous familial hypercholes-

terolaemia (RUTHERFORD-2): a randomised, double-blind, placebo-controlled trial. Lancet. 2015 Jan
24:385(9965):331-40.

NCT01763918

AERE Ee L 7257

F—REZUF, FYTA—AYN 22—V =5V R T XUA. BT T7UN

R D B FRARR 2013.02.07 - 2013.11.27
WHREH HeFH®B&
o FEH 18U LBOMU T DB &
° HeFHDEMW A % %
AR CEREINIZA LTy BLUREERSNEZLEL TEALTWLS

e Xy —= v JEEDEERFLDL-CA100 mg/dL(2.6 mmol/L) A £
e R —ZVIEOEERK Y S )4 FA400 mg/dL(4.5 mmol/L)UAT
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F 7 BRONELE

o REEAKREREMES I L X7 A —ILILE

eI DL7 7L =Y RFLEMET 7L -2 ZEZIFTWVWDEEHEE

o NYHADFE Y 7 RN F 72 1ZIVD AL

e O FA—ILEINTULARWLAER

eIy bA—LENTLWAEWSIE

o 1RUMERRYE. F7/-l33 > b A—LREO2EERE

e Y FA—LINTLAWVEIRIREREE TE £ 72 13 FIRIRHEEETUERE

NN ED

IRAY <7 140mg2B T &
IRAY <7 420mglB &

P B > EE A

T ER2BIE
TZ7ERIAZL

N

Liesdtm, BIME, 7> & LB

BRILE

—EERE

FEFHHEE

R—=254vH5 12BED LDL-C &=
R—ZF4 50 LDL-CZE(10BE & 12 BEDF1)

F 75 BIRFHEE B

R=XZ7A4vHhH0 12 BB O LDL-C & ZLE.

B

R—=254 A 5128BDLDL-CELE

e /RO <7 140mg: -61.3%

e T/ROY <7 420mg : -55.7%

e IS HR2BTE:-2.0%

e 7S5 R2AT L 55%

R=254 »h>DLDL-C Z{XR(10:BH & 12 HE DF1)
e TR <7 140mg: -61.2%

e T;RA Y <7 420mg : -63.3%

e IS HHR2BTE:-1.1%

e ISR 2AT E:2.3%

Zek

BEABEERIE. TRA/YT A0mgbBTE, THAAV <7 140mglB T &, 750 R2BTE, 75+

RIAZEzREINIBEOZINEN, 3%, 4%, 4%, 5BICHKBE LT,
ERBLRIGIEZNZN. 5%, 7%, 4%, 4%ICHER L1,

HAANERICEIT 2
B

ZEm L

HAAERHICBITS
Lek

ZEmL

£2-1-7-16 FHEXNKRELMTICEI I 2 ERAKRABROBE(YUKAWA)[15]

R YUKAWA
Hirayama A, Honarpour N, Yoshida M, Yamashita S, Huang F, Wasserman SM, Teramoto T. Effects of evolo-
Brbpin cumab (AMG 145), a monoclonal antibody to PCSK9, in hypercholesterolemic, statin-treated Japanese pa-
=anlE T tients at high cardiovascular risk--primary results from the phase 2 YUKAWA study. Circ J.
2014;78(5):1073-82.
ERARElERE SRR | NCT01652703
AEREEEL BT | BA
EHER D B SR HA 2012.07.10 - 2013.05.14
WREM DIMEARY YR DEVWEH
e BAARLA(20~807%)
e RRFVEFALTWA(TEF I 7HEA)
B EAE e AR L HABEM, RELT-AEXMHHL VWS L

o ZZIERFLDL-CA'115 mg/dL(3.0 mmol/L) A E
e ERERF~ U S U Y FAYMO00 mg/dL(4.5 mmol/L)LLT
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o NYHAR$E Y 7 RN F 72 1ZIVD LA
e v FO—ILARRDSIME

HTHBMTI NI, FIET Y P A —ILRBDO2EERE

F R o EERHEAZOBRGE THD Z EHHIRFL TWBIHE
o LHIEE, RNEEROE. BENTBHIRA v 22— ar, BER/NA /SZMT, BZed o BLE
o EEAKREN A LUARICFE SN TWDOIEFM £ 72 X MITE 2
e OV hbO—ILENTULARVLRENR
IRAZ~<7 T0mg2B I &

N - IFRA <7 140mg2BZ &

RNTEDFR | L okn s <> 280mel g ok
T/RA <7 420mglA &

ot 'S R2ET
wERomE |2 BT

77 R1IB &

AT A >

LR, FIE. 7> X LB

BRLE —EFWE
FEMER R=2Z7A4vHhin 12 BE LDL-C LXK
TABIRMMIER | N—XF4 5 12:BB® LDL-C i E
R=Z25 4 v 512BEDLDL-CELEDEMZEGE 7S 1K)
e T/;RAY <7 70mg: -52.9%
B e ;RO <7 140mg: -68.6%
e T;RAY <7 280mg : -58.2%
e T;)RO Y~ 7 420mg : -63.9%
Bl i BEERBERRIE, THRAITT, TR EBREINEEDOZINTNLI~38%, 0%ICFKIFAL T,
= SESTE RIS I N2 N0~3.8%, 0%ICHE LT,
BAANERICEITS f=
BuhE 8
BAANEFICEITS =
frae s 8
#:2-1-7-17 FHERREWHICET 2 BRRSBROBE(YUKAWA-2)[16]
HERZ YUKAWA-2
Kiyosue A, Honarpour N, Kurtz C, Xue A, Wasserman SM, Hirayama A. A Phase 3 Study of Evolocumab
EE1ER (AMG 145) in Statin-Treated Japanese Patients at High Cardiovascular Risk. Am J Cardiol. 2016 Jan

1;117(1):40-7.

FRARABRZRIEHR | NCT01953328
RERA R L 725 | BA
20RO 2 SR HR R 2013.10 - 2014.06
HREH DIEA NV R R OFHWNEE
e HERARAN(BM £ 72 1320M). F#b20~857%
CRRXFUERELI-AETCHERULERALTWEZ L
G EAE o 2[R DL-CAH'100 mg/dLLL £
e ZZERS R U U £ Y K00 mg/dLLLT
e LMBEARY FDOFYRVEIIETHIL
e NYHADHEZ 5 2N E 12 IFIVDLTRE
e O b O— LI N TV VOAREERR
F AR ELE ey bO—LEINTULRWEIME

o 1AUMEFRE. E7/-lda Y P O— L TREDO2EMERTE
e OY hbO—LENTUWARWFIRIREEEETIE £ 72 13 FIRARERE FTHERE
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<7 MILARRZF > 20mghE >
TR RTES2ZBT

TR BTFESIBZE

IRAZ <7 140mgR FiEE2B T &
IRAZ <7 420mglE FiEE1IR &

AN N =
RATEDFH <T RILANRZF v bmglE>
TR RTEF2ZBEI L
7SR RTESIR L
IHRAZ <7 140mgl TEE2B T &
IRAY <7 420mg FiES1IA T &
FeB It B8 o> 24 774 R
ATV A ZhEER LR, B, 7> & LB
Bk —EERE
FEFMIEE R=XZ74 50 LDL-C ZE(12:BE., 10:BE & 12 BE0F1)

FEIRAFHHE R

N=2Z4vhi 128D LDL-CHEHNELE

<T RILNZZF v 20mght>
e TRAY YT 140mgl TE52B T L 1 -75.9%
e TRV YT A20mgl FiESIA T & -66.9%

BEE <T FILNRZF v bmghE>
e ITRAY VT 140mgE T ESI2BI & & -74.9%
e TROV V7 420mg FES1A T & 1 -69.9%
Ret ERAEEERE, TR TTERESNLBHO05%, 77 RERESNEBEDLE%CHR LT,

EREMIRISIETHRA Y v T O EZ T2 BED25%. T T HRERESESINIZEEBED25%ICHKIE L1,

HAAERICBITS
it

=t

HAAERICEIT 2
Tt

=t

2.2 BLERFGEEEZICLBZVARATFTT4v L Ea—

ERRIRIRICHEIIZLE 2 —RHROBE
221 BERFTEZEICLDZIVRATITA4YvILEaI—IIOWVWT

UEIRFTEEEIEA V7V 7 v OBNMNEREZRET 27-0, IREFMZRAWHAE DHMG-
CoOABTBZEMER CHENTNLIEFHE ZIFFHEE, WRETEINAEA V7YY T TRA
=7, 778RE L<IESoC, 77 b LELDL-CELE S L OSAEFRIT - A
22& LTCSREEREL 7=,

BIEIRFEEE (ZLDL-CEL 21251 T, BERONMA(Burnett2022) (171108 3 TR & 1T -
7=o Burnett2022l& MEDLINE, Embase. CENTRAL. Web of Science% 35 IZ 202142 B |2 32k
BF % EHE L 7z, Burnett2022I12349 2 BMM7%RSRE LT, EFRFEWeb #FHR<T—ZR—Z(ZDW
T. Burnett2022 DI REMERER TH 5 2021 F LU, B LT Burnett2022 THRT — X N — X
EENTULARWESREE Web ICDOWTIZFTERIED 52024 FE388H £ TOLHIM % MR ICIRER % EhiE
L7z SROFER. 21FOXEH Y 0 1THRDOEBRMARARE S NI, 4 7 U T ETFATY
TOEMYE - REM T EELBRLIRCTIEFEELL DN >7, SRICKV A7 )T ESoC%k R
L7738 (ORION-1[1], 9[2]. 10[3]. 11[3]. 14[4]. 15[5]. 18[6]). THA Y ¥ 7 &SoCx LLE L

BV RETSVRAD
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7= 10 =0 B& (FOURIER[7]. HUA TUOI[8]. HUYGENS[9]. Koren2024[10]. LAPLACE-2[11]. LA-
PLACE-TIMI57[12]. Likozar2022[13]. RUTHERFORD-2[14], YUKAWA[15]. YUKAWA-2[16]) #°
BESNTze TNLDREBED D> B, FHHeFH) DA ZTRE LIz DIEA > 7 U T2 ESoCk LHE
L 7215388 (ORION-9[2]) &, =T/hA I <7 &SoC% tb#k L 721588 (RUTHERFORD-2[14]) T®% - 7=,
4> 1) DIEFHEFHHeFH) OB 7 7L — T8I A TN ZFNHE L -3 12114 (ORI-
ON-15[5])C¢#% - 7=,

BLEIRFEEE (LA FRT - SAET FE7 7> XIZDWT, MEDLINE, Embase, Bk Web%
W& 3R & U'Grey literature DIRRZTWN, A Y27 U IV ROTHROZT 700 b 5
LTWBIH0EHERMEZRE L 7-[18],

222 BHSRICHEITZLE 2 —BROBE

NP HTIE,. WREFAZRAMAEDOHMG-CoARTERMAEE THRN T AIEFHE /ZIFFHE
. HBRBEMAETIRAI<YT, 754286 L <1ESoC. 77 b HL%ELDL-CE L7-SREEHL
Too Z DFER. 16#HEOXHA S 1TRBROBRRFEAEE & Nz,

BISERFEEE L NI HAETE L 7o KIERIC I3 TRBE D B 2 1Y, T NISELEIRFEEE OREE L 7230k
DfiCld, AURBRICET2EMBENEENTVDEIEAREICL DD THY . DUPHHEEL
TITHARIIETHERTEEDSRTHRHESIN T W,

[BLE IR EEDIRBEN(VRTF2TF14 v 7L Ea) T3 LE 2 —#ER]
VATRT A v I LEa—DFERIE. RERFTEEDRELALDLDLE

0 ZRIT—HLTWL3,

B BB0h—HL. ENMNEREOTHRICEELR/IEIINTEEN TV S,

O BRICEEELH Y. BNWERETFMICEELMLARIT T LS,

O Z ot )

3 HERFEFEHICLZEMNAEREFEE ANARICHE T L E 21 —BEROBE

231 BGERGTEEIC L ZEMVERAMEFE L 2WAMTICE TS L E1—BEROBIE

WEIRTTEE 3. DATHRERIC 31T 5 TN RELHT O LB BT IS T 5 BINK0E Bk % 54
FHIBIS, T HLELDL-CELES K USABFY - BET FET 5V 2020 LREL, MUF
O & 5 (ERE L 72
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o Xt R&EM (a)

BERFTEE L. SROBRINEINIZA VIV T e T 7R B LAZTRRD 5 b6
(ORION-1[1], 10[3]. 11[3]. 14[4], 15[5]. 18[6])IF L TN & HREEHIC—MHFHEE L EH, FH
EIFHERBITER W -DBENBRSI LB L TEY., H—IFHOY 7 /L — TRITER & RS
L TWBORION-1GRED Y 7 /L — TR EZRA WS Z &, YEZARONREFAI’BEAATH S
EHERTHEEBMVBRAUEOFMICL Y BYTH S &E R, ORION-15ICHF BIEFHEE DY
TION—TDRR A7 VI VEET 7w REICEITSLDL-CELR DR Z[95%CI] 1F
-68.1%[-74.3,-61.9]1 TH Y. 41> UL FVIET 7R LY bHFAMICERICLDL-CEBISE S Z
EPTREINT=Z e, BERFTEEITA YT T7UASoCICx L CEBINMEREZBT 5 & ¥k
L7

o s RE&EH (b)

BISIRFEEE L. EHLAZSROBR, A7 UL IV eI RA 72 EEERL-HRIL AN,
ST, BEERZIT -7z, DT RER () LRAER. 4> 27 V> ZICBL TIZORION-15mD 3
FHOY 77V —T@BITEROAZFAB LI, —A. THRRAI Y7 elRe LR TIHFFHEZ YR E
LY 700 —TBITERIIBESN WAL T2, FESNIZXED S B, FHICERE L 72

RUTHERFORD-2&88 % B&4k L. FHICBRIE L 7 LW 9:ER(FOURIER[7]. HUA TUOI[8]. HUYGENS[9].

Koren2024[10]. LAPLACE-2[11]. LAPLACE-TIMI57[12]. Likozar2022[13], YUKAWA[15]. YU-
KAWA-2[16]) #$EA AN R E LTz D5 B, HUYGENSOIIZ T RA /X 7 DREENELR D T:
O, D OBRN LT, BEMRETLRVEENRET LONMAOKER, LDL-CEEDERHZE
[95%Crl] & Z 12 1-6.49%[-12.71,-0.26]. 0.53%[-9.94,11.16] Td > 7=, EEMRET L TlEA >~
U I VIEIHRA IR 7 LY BRANICERICLDL-CEZRA SRR TH 720, BEMRTE
TILTIIBERERBEEZIRO ONEN -7,

BERRT - RET FET 7 XICDWT, SROFER, KEDUS Komodo Health database & AL
T, 2022FLUEICA> o )Ty, PURISRTERIETRAIR 7 E#FHBICMAINIZEE (L~
7Y 852A, TAHRAV YT 2T1TIN) ZR/RICI2ZHAADT F b7 7 v AR UAEMEEE % )
ELIBRAAEHBEMROZRRE(IBIMREINT, T FET TV RIF12h A OBREMS. WA
SNAEFNC LY AN—EN-HEDEIE(PDC: proportion of days covered)IZ &k Y EFEL, R—X
ZAVOBEEREEMR ATy F U ICL VAR L TEABThHBRZIT > 7o, BERITIE. TH
Ao~ 7 TIESEBEA0R. 4> 27U 5> TIFNAEZBRIHEREEELL, BFEEEICL
% &, 12 BRR TOFHPDCHRERE) IE. ZhZh4A oY F270.90(0.20), THRAs<7
<0.70(0.30) TH Y., A7 UL Ty THRAMICERICE N 572, 7o, 120 BRER TOAEMEE
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lZ. A2 10> 527802%, THARAYZ Y7 TH63%TH-7-, HERFEEIZ. ULOBEZRE
MICEEBTZ2E, AV 27UV RO 7ICWT 32BN ERENARENTWS EEERL 7,

o X REH (c) B L UV(d)

I REM (b) & EHEICSROFER, LDL-COZ/AEICOVWTA Y I UT IV ETRAIRTEE
B LI-E BRI >0, BERREIT 72, D REMA(C) (D) IFFHEEZ SR E L, Bk
BUEERBOBRFEICLVERIPDITONTWVWE A, HeFHO A% IR & L 722588 (ORION-9[2].
RUTHERFORD-2[14]) Tl&. ASCVDEI X DEEIC KL 2 T /N — TEITHEROF BAATREMENR L1
TWBZenn, HREMC)(d)%EEHE T L7, 7 ORION-15[5]i1F HeFH % 74—
BITRERAREINTWA O, NMAICEEINT, LE320EBRE2E L7-NMADKER, EE
MRETIVROEENRET VICE T 2EMEZE[95%CrI] I3 £ 1 2 1.8.02%[0.88,15.14], 7.53%]-
3.09,17.65] TH -7, WIFNHAHEEMBIEA > 7 UL I VICHANTRA Y <7 DA ALDL-CE A
SERMERATHY . BEMHRETLCTIEHFANEEEN R ONTA, BEEMRET L TIERETNEER
EFEonAr -7,

BERR - AET FET IR0 TE, AR RER () £ BRI, KEDUS Komodo
Health database Z W TA v 2 USSR ITHROZ Y7 DI2HABDOT KE 75 v 2R SREMGEE
TRE LBRMROFLBEL8ICHIT2HERLY . WERTEERIIA 27U T V0ORET FE

TIVANEYEWEER e, b, BERFTEEIL. IFZMATEFHEFFHAREL TWER%
BRASE LTEIFTWS,

BEHRGEEEIE. ULORBREZHRENICER T2 &, 2HFREACDIC>VWT, 4127 U¥ 7
YiFT AR 7ICH L CEMNBEREN RSN TWS EFR LT,

232 KXNPRICHEITILE 21 —HEROME

NHRIDITIE, TG REMORFEZ MY 52 LT BIKNAENE - 2% - BREEQOLZZE
BL. SUERFTEEARELL2ODT I FHLDS5 b, LIDL-CE(EBZE AT 7 hHLELTH
E L7z, WERFEEENEMNEAUTFMmOEREE L TRHWREFRK - BE7 FET7 7 R, £
BRICITON/-EEOBRREEZRT 70 BEOAENBR, EOT 7V M ALEEZAELTWS LI
EVWHDTWERDH BT-H. REPTICEWTIEEMNERUTFMOT 7 b HLELTERELED -

o BEIRFTEEE I FROBRAROFLEE[18]ICEOIVT, SEFICEVWTA Y7 UT T AT
KA 7 LY HBET FET 7V XV EHIT LA, DD TIE, UTOEBHRL Y, RISHE
Bl - BET FET IV RET T M ALICESDHBETH, HEXBMOBRICESLWTI oV T
YOIARATXTICNTHEMNERMZET 5 2 & IFREETH D L ER B,
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s BIRMMIN 12N B LB, BICERERBORWA Y7 L7 ORBOBETRKCEET FE 7
7V R MBS BT TR AW

CBAMEBEMRTH Y, KIEEFHFICLDINATROGFENBZIND— AT, BEREFORE
FER EDOFEMARE AL, ZTOFYHICOWTITHEEZITY ZEHARETH D, TDMBDOHFH
RICOVWTHLAAITRABRNROND Z & oeFlAFMEIEETH 2,

¢ TAVADT —ZR=REFALIZMRTHY ., YZMROBERIVBAROERKERZ KL T 5
MITEATH %,

e L7 P ETC—EDLFRERYH 2HEITEERPLEZRELTVED, LETFEDZDESBE
ECT—RICHLEZRET 2 Z EICITRELH 5,

AV UTTURIRAIITIZONT, LETMPLIYR MY HEVIEERKABROEHO T —
RAEAWTRET FET 7V XOREPITHNTEY TRAIT7OFWAERERZRE L71-
RELHL < HB[19-21], BEDEHE L LTI, Hirayamanh', ARAZNKE LATHRAT <
7 DERREIRTH 5 YUKAWA-1 L YUKAWA- 2D SMEZ R E Lic, =7V I NLOERER
DIERADH 5(22], AIXEICL R &, 2-5FEBOIT RO v 7HEHBICHENT, 86%ATHRO Y
YT DEREEME LI L INTWS, Lch > T, WERFEEEDSIB LIBEEARDOALD B, A

VO IVDEET R T I RN I RO T LY LEEEICS W EHIRT A Z EIZRETH D,

o St REM (a)

BIEIRFEEE T, SRICKYIRES N/ A7 UL T ESoCEUEL-TRBRD > 6, ME—3IEFH
DY T TN —TEITIERZRE L TLBHO0RION-1I5EHBOY 7 /L —THEROAZHAND I &h. H
ZRBRONKREBMNPBAANTHD I L HERT S L BMWEAMOTMEIC L Y BT TH S LE XTI,

7272 L. ORION-15IZEBIIMERETH Y, ZTDOY T I/N—THEROKR(A 7 U T :n=84, 7
ZHAR tn=42)ICEDE, FIZIEORION-10ER(A > 7 U T >in =691, 774K n=666)%
NHBR(A oV Tvin =724, 774K 1 n=739kEOEINERBRE RN L TEMVBAED
iz TS Z & ld. FHERRICTEEEZ Lo T EEZI LN,

. AV UT S ORARICBITEFHEZE DR AR Y% %K2-3-2-1127R L 72, ORION-15L14%
DERRZREBROBEEMICH T EFHOE AL~ 10%RETH DL 5 EET DL, FHEZEZ DT
MCTHERO I EZEBHIC, OBNRRZ T XTHRATIDIERENED, BB, BEREEICL
nE, 4> 20> 7 OEHEICEREEEIERRINTLAVEINTV S, DHAIHNZDRISD
WCHRIERFTEEICH L CTRBRETo7: 8 A, B OVWTHERRKEENEFET 2 2 L 2RK
TEEEBEFEONGED > T,
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+*2-3-2-1 FHHBRICHBIIBFHEZEOZA

BUE HEE BMIr—X fTAER HEE TAK SHDAN HEE $SDAE MAK FHEAWS H&E FHRESWS
ORION_1 JEFH  ®IIH A2 o5y T5hR 59 61 5.0% 5.0%
ORION_10 JEFH  EEIIIA A5y Tt 691 666 1.0% 1.5%
ORION_11 JEFH IR Ao L5y TSt 724 739 1.7% 1.7%
ORION_14 JEFH  EHA A5y Foti 15 10 T FER
ORION_15_all JEFH  EINA Ao o3y TS5 96 56 13.1% 24.6%
ORION_15_nonFH JEFH  SIIA A9 o5 F5tm 84 42 0.0% 0.0%
ORION_18 JEFH I A5y F5tw 145 134 10.0% 10.9%
Koren2024 JEFH I IHeed  F5tR 54 54 4.0% 11.0%
HUA TUO JEFH I IHeTd TSR 79 41 FEA T8
Likozar2022 ¥FH  FEA IHeed IS5tk 31 34 FE T8
HUYGENS JEFH I IHoTd TSk 80 81 FEA T8
FOURIER JEFH I IHeed IS5tk 13784 13780 FE T8
YUKAWA_2 JEFH I IHoTd TSk 51 51 5.0% 6.0%
YUKAWA FFH  ®II THeTd FSER 52 52 FE T
LAPLACE 2 atr_10mg  3FH I IHoed IS5k 110 56 FEA T
LAPLACE_2_atr_80mg  3FH I e FuR 109 55 FE T
LAPLACE_2_sim_40mg 3EFH  SEIII4E THywT It 112 56 FEA B
LAPLACE_2_ros_5mg JEFH I THsTT  FS5uR 113 58 Fe T
LAPLACE_2 ros_40mg  3kFH  ZEIII4E THRywT Fott 111 56 T FER
LAPLACE_TIMI 57 JEFH  EIIA IHeTT  FS5uR 78 78 B FEq
ORION_9 FH HII4E A9 o5 F5tm 232 232 100% 100%
ORION_15_FH FH HITHA A5y F5tw 12 14 100% 100%
RUTHERFORD_2 FH I IHswd IS5tk 110 54 100% 100%

ZD1=%, NN TIZORION-1GUA DB RS B H /- HERIC K 2 X ZEHTICED W TEM
BRMEFE L7z, SRCEAESN/HERO 55, ORION-14[4]FBIERERTH > 7L ¥4 XH /&
Wz oBRA L. BHEIC53ER(ORION-1[1], 10[3]. 11[3]. 15[5]. 18[6]) D X & @47 % EHe L 7=,
TR, A7) I VBHETITERBEDOLDL-CEMRICH ITZ2AEMRET LS LIVUEEHE
EFILOBERIZE[95%CrI]IE. FMZFH-53.11%[-54.62, -51.59]. -56.01%[-64.61, -47.41]1T#H > 7=,
A7) E7I8RE ) HHANICERICLDL-CERD S5 Z L ARE NI/ 0(K2-3-2-
1. 2D HREF(@)ICODWTA Y7 U T v OBIMBERENRINTWD L 7=,

Study

ORION_1
ORION_10
ORION_11
ORION_15_nonFH
ORION_18

Common effect model

Random effects model (HK)

MD SE(MD)

-54.4000
-53.8000
-48.2000
-68.1000
-56.3000

3.2296
1.25800
1.2245
3.1633
2.4235

Mean Difference

MD

-54.40 [-60.73; -48.07]

—53.80 [-56.25; —51.35]
—40.20 [-51.60; —46.80]
—68.10 [=74.30: -61.90]
—56.30 [-61.05: —51.55]

—53.11 [-54.62; =51.59]

Weight Weight

95%~Cl (common) (random)
57%  181%

d8.3%  21.9%

39.9% 21.9%

6.0%  18.2%

10.2%  19.9%

100.0% .

100.0%

—56.01 [-64.61; —47.41]

-80 -70 -60 -50 -40 -30 -20

Heterageneity: I° = 88.5%, ©° = 40.8793, p < 0.0001

K2-3-2-1 LDL-CELRIZOVWTDA Y7 VIS5 75 RDOLEBER(OERER ) (b))

o Nt &RER (b)
S WNRER(a) & ARk, BERFGEEIA 27U 5 DT ET X E L TORION-165E D

FEFHOY 7 /N —THEROAEFER LT, 2O EIZIE. BIRD
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THRAZTZIZDOWTIEIEFHICERE L TWR L, H 2 WIEFEFHOR WA A RIAGERABROE A A
NEE(ZIEE END)TH B8RER(FOURIER[7], HUA TUO[8]. Koren2024[10], LAPLACE-2[11],
LAPLACE-TIMI57[12]. Likozar2022[13]. YUKAWA[15], YUKAWA-2[16]))& & & T W5/, Bt
TONRNMDBEAANEENR L > TVWERATHRENH B,

L7=h > T, BRI TIEA > 7 )2 7 OBMNBERMEHEICHT-Y, 17U T IZD20T
IZORION-15EER D4 7 7 )L — 7HER LIS ABER (ORION-1[1], 10[3]. 11[3]. 18[6D) & & &7, &
oo TRAIZTTICOWVWTIEEERFTESE & A O 7B (FOURIER[7]. HUA TUO[8]. Ko-
ren2024[10], LAPLACE-2[11], LAPLACE-TIMI57[12]. YUKAWA[15]. YUKAWA-2[16]) % & &.
Likozar2022[13]IZBRITICHEL T — A —MHRESINTEH T, FEEICHAVEDEZIT o722 E
NEonkh-7rzH, ENHEDP OB LT, 7. HUYGENSPIETHABA I/ v 7 DHREEHNE
KBS, BLERFEEE & RRICENTRED SR L 7=,

NP TIE, ELOHABRZBUVINMAIC L 2EHEEBROERZRET LA LIIEA XV MY

ATDEFZR. 77 MHLAERES, GIEARY COBEA2ETLIEEDEE. N—X 74 > DEE.

MEEBFHAN—TETHRWRE, AV 70T TR 70RBEOREENIEFICKE
BRICBVWAEEEEZES ZeA”FREINEZ LB, NMAEERET., 127U 7 vBLU0T
RAVRZICETZRBICONT, INENT 78R EDHRICK B A XBITEERL Tz, X XEENT
DIER. AV IV TV EeETT72ROEKTIE, LDL-CEARICBII2EEMNRETLELUEE
EETINOBRME[IS%CrIE, ZNZN-53.11%[-54.62, -51.59], &£ 11-56.01%[-64.61, -47.41]
TH->1("2-3-2-1), THRAITTET5EROURTIE, BENRETLELOEENRET L
SHEIT BB E[B%CIE. FNFN-62.05%[-62.91, -61.18], -68.53%([-71.71, -65.34] T&H - 7=
(M2-3-2-2) A2 UL T &Y HTHRAITTDOANT TR ELELLDL-CELENAKE L
HEEABONZHOD, FIRDOBEY, A7 U Z 2y ETHRAIT7ORABEOREUENERICKE
WZ e, 2HOEMEDELICOWTHEICERIRT 2 RRETH L EEZ NS,
INOORBAZEMICLETZZEFELVHEDOD, DDFIE. DBl EbAr 7)o HAT
RO 7 &) HIDL-CERBREICRAVIEEZEARTIHERTHD LIEFZ NV EhB, 4
YUY I VDOIARAYRTICHT ZEIMNBEREF RSN T WAL EHIRTL 7=,
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Weight Weight
Study MD SE(MD) Mean Difference MD 95%~Cl (common) (random)
Koren2024 -65.2000 5.7280 : —65.20 [-76.43; -53.97] 0.6% 5.3%
HUA TUO —-70.9000 4.3878 —_— —70.90 [-79.50; -62.30] 1.0% T.3%
FOURIER -60.6900 04770 -60.69 [-61.62; -50.76] 84.9%  15.7%
YUKAWA_2 -75.9000 3.9000 — -75.90 [-B3.54; -68.26] 1.3% 8.2%
YUKAWA -68.6000 3.0000 e —68.60 [-74.48; -62.72] 21%  10.2%
LAPLACE_2_air_10mg -71.4000 3.1378 — | -71.40 [-77.55; -65.25] 2.0% 9.9%
LAPLACE_2_atr_80mg -76.3000 5.4082 —_— —76.30 [-B6.90; -65.70] 0.7% 5.7%
LAPLACE_2_sim_40mg -70.6000 3.1378 —_— —70.60 [-76.75; —-64.45] 2.0% 9.9%
LAPLACE_2_ros_Smg -68.2000 3.2398 — —68.20 [-74.55; -61.85] 1.8% 8.7%
LAPLACE_2_ros_40mg -68.3000 4.4388 e —68.30 [-77.00; -59.60] 1.0% 7.2%
LAPLACE_TIMI 57 -66.1000 2.7000 — —66.10 [-71.39; -60.81] 27% 11.0%
Common effect model ) -62.05 [-62.91; -61.18]  100.0% .
Random effects model (HK) <= | —68.53 [-71.71; —65.34] 100.0%

-100 -90 -80 -70

Heterogenaity: I = 83.6%, T = 16.2544, p < 0.0001

T I T

-80

-50 —40

[2-3-2-2 LDL-CE{RIZOWTHOIFRAI YT L7 7 RDLBRRE(SITHRER (b))

o s Xt g E&EH (c) (d)

SLERTEE L. HeFHZXNR & L7288 (1 >~ U 25 >:0RION-9[2], =:hO 2 <7 RUTH-
ERFORD-2[14]) & & T'ORION-15[5] D HeFHY 7' 'L — 7 D fgfrit R &2 BV TNMAZ B L 7=, &
DR, TRTOFRICE VT, HeFHEMIZHE W TASCYVDEEDEEICL Y 7 7L — TRBATHEEN
WEINTLWAREWO, HITHREF ()W) Z2HE L CGHEE I 2 2187400 -7, ROITIE. BIR
THAARAIET v RE2ERT DL, BERTEEDFEFIZITANARTH D EER T, 7721,
AT REF(b) LRAKRIC, o OHREORBEMLKE <, HELROBRORTEERMELKE W
ZENFRINE IO, NMAIZERBE T A7 U I VICBET2RBICOVWT, ThENT 7R
EDHBRICE DA RBITEER Lo, ZOER. BEDRETVRVEEMNRET VICEITEA 7
VoI vD7 7R ELEL7LDL-CEL 8 DEEMZ[95%Crl] 1 Z 1 Z 41-45.59%(-49.55,-41.62],
-48.76%[-120.95,23.44] T &% - 7=(2-3-2-3), THRA Y v 7EDAERIFRUTHERFORD-2HEBR D A T
HY, THRAIXTDT 7R ELKRL7ZLDL-CE{LEDEEZE[95%CI]1£-59.2%[-65.1,-53.4] TH
o7 WENHRMEEEIEA 7 U T VIR THRAI T TDAHLDL-CERD € 2MERAT
Hot-e ZOERLY, LDL-CORBIHEBICEVNWTTZROITT TS 27U T &) HLDL-CH
BT EBBRIMEOND, FIR L -HBREOEE SN O, 2HOESICOWTHAREICHIRTT 5 2
CIHRETHD EERAOND, L LEDNORAKNAITIE, AadedbERBIEA 7 )T oA THha
I 7LV ELDL-CERRICADIED I LZRTHERTHD EIEFFERZONEVWI ED L, 417
U IvDIRAIY7ICHT 28MIBAKEITRINTUO AL EHIRTL 7,
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Weight Weight

Study MD SE(MD) Mean Difference MD 95%~Cl (common) (random)

ORION_9 -44.3000 21429 —_ -44.30 [ -48.50; -40.10] 89.0%  61.9%

ORION_15_FH -56.0000 60969 — = -56.00 [ -67.95; —44.05] 11.0%  38.1%

Common effect model <= -45.59 [ -49.55; -41.62]  100.0% .

Random effects model (HK) = o -48.76 [-120.95; 23.44] . 100.0%
|

| I 1 | T |
-B0 -70 -60 -50 -40 -30 -20
Heterogenaity: I° = 69.5%, 1° = 47.5628, p = 0.0702

[2-3-2-3 LDL-CELRICHOWTDA 2V 5075 RDOLBIER(SITHRER (c)())

2.4 EMEERMEICET %5
NHDITIE, BERFTEEDREZR VLMD OSRICEDSWT, D REH(a)(b)(c)(d)icH
240 )T vOBMMERMATIML 7z, EREXR2-4-1~2-4-4ICFEHT 5,

#2-4-1 HHAHREF @) IZBITBA 27U F v 0BMNERMEICET % 35

HREM BIRECHEERBOBREDNH 2IEFHEE D S 6, (BC)EHIC L 2N ARERI’RETH DE
DN A1) Ty +IEERE(SC)

Hess iR 77 R+ 2R (SoC)

T NAL LDL-C Z{tE

H ENMNBERENREINTLS

OB EREIRENTLAEL

OhEISS] 20T [RF & ZHAEELR N

O # ofb( )

BINEHEAE

BMRCTOXXTF Y2 [ E—®ORCT
OFim E O LLREARME O RCTOREEELLR
OEHSABROLE O Zof( )

I DARP & 752 > 7
F—%

ARDMTIEA Y7V T T T vREZHKLIZ5DDRCT(ORION-1, 10, 11, 15, 18)D X X fEiT %47 >
THER. AV I VYT VEBET T RBEOLDL-CELERICH S 2 BEMZE[B%Cr] L. BEHRETILT

BINEE B % . e
EMAYE YL IHT ) oo 11%[-54.62, -51.59]. Z 8B ETILT-56.01%[-64.61, -47.411 CTH 7=y A ¥ 7 U TV T TR L

L7 Db HEHICEBICLDL-CA B S 65 2 EARENST o, 425 15> DSoCIZHT 5 BMIERESH
RENTWS & HEL 7,
£2-0-2 HERKERDO)ICEFBA 2 Y LT DEMGEREICET 3 HHb
HRER DB AR OBES 5 5 HFHEED > b, M) ICZY LA NS
A A1) TS5y +IEELBE(SoC)
He B TR 77+ EEAE(SC)
T NDLA LDL-C Z{tE
OEemmEREARENTWS
. . W EMPBEREISRENTULARL
BImaoHAtE OIHEAS3 | 550 [REE EHAEE ]
O % oft( )
" B RCTOXAXT7FYR [JE—DORCT
s -
PRORIEEST O s 2 o kBB O RCTOMEEH
O BEABROLE O 70 )
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BMNAYHE A% kT
L 73R

NPT, BESNLA 7V S RO 70RBREICTVWEEULH Y., BROFERENS
W EPEREINE ZEABNMAZITHLT, A7 U SvETHRONITTICONT, FNENT T ERED
HEBEER D X KB Z1T 572 HITHRER (@) LB, 4> 2 U2 FICEL TIE52>DRCT(ORION-1, 10,

11, 15, 18)D X 2T % 1T >7-, THAOZ < 7ICEIL Tld, 7>DRCT(FOURIER, HUA TUO . Koren2024,
LAPLACE-2. LAPLACE-TIMI57, YUKAWA. YUKAWA-2)D X & fifi % 1T > 7=, XA RIRITDRER, A >0 )
v ETTEROEETIE, IDL-CEURICBIFIEAEHRETILELUVLEENRET L OEMZE[95%Cr]
&, ZNZFMN-53.11%[-54.62, -51.59]. B &£ 1-56.01%[-64.61, -47.41]TH 7=, THRAI X TETSLHRD
T, BEMRET LS LIOCLEENRET ILOEMZE[BBCrI]IZ. ZNFN-62.05%[-62.91, -61.18].

-68.53%[-71.71, -65.34] TH > 7=, EROTHEEUZEET 2 L2FIOBFMMEICOWTHEEICERT 2 Z L1
HEETH DN, Db A7) oA TRAIT T LY HIDL-CEBREICRA S BT L2 RIHERT
HDHEFEZONENWZ END, A7V FVDIFRAT < 70T 2BMERMEIIRENTULALEH
WL 7=,

#2-4-3 HAHREF(CICHITZMA 7Y ¥ T 0EMBFREICEEY 3 5

HERER FHOBIRE LR R OB 25 5 5

A A1)y +HIEERE(SC)

et g IRAY <7 +1EHRE(SoC)

ok hL LDL-C DZ{ &
O EMOERAMEARE T4

. W EMMERMARENTULAL

2 - o

EAYA At OTHEAL2 | 55 Wi [RZEE ERAEE ]
O Z D h( )
BRCTOXZT7FU X [OE—®DRCT

)iy 7557

PARCRIEE T O gim = o i BamsaiE O RCTOMELR

O HEABROLE O Zof( )

BN A % HIkT
L 7=

SSIRFGEE I BEINLIT RN TOABRICE VT, HeFHER TOASCYVDEFFDEEICL 2 Y T/ IIL— T
HERAREIN LRV, DITTRER(C)(d)EHHE THFE L7z, DB IE. ELERFTEEDOFER
L7z, HeFHZ % & L7223 8k(4 >~ 2 1) > Z > :0RION-9, Ti/RE 4~ < 7: RUTHERFORD-2) ¥ & U'ORI-
ON-150OHeFHY 7/ —7TERZ BV CBMNERETEZ T 72, INOORBREOREMAKE
BEELBOREREOTEEMENARE W EAFRENDE DO, A7) YT ICBTEBRICOVWT T TR E
DLEIC K B2 A B EERLTZ, TOHER, BENRETARVEENRETLICEITSE, A ¥ 27U T7
DT 7R EHELZLDL-CE{L 8 D B Z [95%Crl] 1 = N ZF 1 -45.59%[-49.55,-41.62]. -48.76%]-
120.95,23.44] TH > 7z. THRA T < 7EDORERIZIRUTHERFORD-2HEBE DA TH Y . BEMRET IV RIVEE
RETNMCBITA2I RO T7DT 5 wRE B L 7-LDL-CEEDEBZE L. -59.2%[-65.1,-53.4] C&H >
2o WIND SHTEEIFA V7 USRI RAI T TOANLDL-CEED S 21ERTH -7, HERM
DEEUED . 2BIDELICOWTHREICHIIT 2 ldREETHDI—H T, Db A Uy I 0AT
RO 7LYBHIDL-CAEBRICHEDIEL L ZRTRERTHD LIFERZONEVWIEAL, AT UTT
YOIRAY 7T HEBMPERMEII RSN TUOARWE HIETL 7,

F2-4-4 DAMKEE(D)ICHBITEM4 7Y 2T OEINNEREICET 255

SR DIELRE OBEH B 5 FHEE

N A1) Ty +HIEERE(SC)

P dossiis IHhay <7 +iE% A (SoC)

T NBL LDL-CZfv&E
O SBMEE AR S LT 15

\ ) B EMMEREATRE N T LA

BInAYH At OTSHENL S| 55 WE [AEE dAAEAL]
O # ob( )

. BMRCTOAXF7F UL 2 [ E—0ORCT
LN DRI E 72 7=
PAORILEEST O gim = o BRsirR 0 RCTOMEIR

O HEstBRoki O zoth( )
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BINEE A & T

L7-EHH

AR DBY . ATERER(C) &()EXF LEMBRIELATET VAL BOND ZEh L. W
RFEEEDEREZIFAN, HIHNRERC) () E2ELE CEHEL 7zo DDA A7 U >
AU RENTUWARN T LZZEBHRICOWTE, LROAITHRER () LRIKTH 2,

H5>
v

HrTl3EhE
DEBMNE

[BERFTEEORHERGEMMWERM) TS L E 2 —ER]
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#6-1-1-1 CVARY FOFEFNDEREDEHER

EHR(ER) n FHfE(m) SD(M)

1 107,464 810,087 1,212,309

ARy PRERL 2 106,875 681,303 1,063,456
3 106,680 708,725 1,155,187
1 3,413 3,503,071 2,807,352

fhitEzE 2 3,380 1,158,912 1,600,409
3 3,377 1,226,099 1,716,414
1 1,178 3,008,163 1,966,875

DEHIBEE 2 1,172 1,014,996 1,237,678
3 1,172 978,984 1,394,487
1 2,242 2,118,466 2,062,349

TR EROIE 2 2,238 947,088 1,567,495
3 2,236 978,637 1,691,606

#£6-1-1-2 NRIEIRDFOER (BRDEN : [/5F)
EHL REL 95%CI(FER) 95%CI(LBR)

el 55,671 46,383 64,958

Fip () 13,626 13,254 13,998

RiEE(1ER) 2,436,945 2,401,077 2,472,814

AAEZE (248 B LURE) 264,637 236,364 292,910

OEIEE(ER) 1,896,254 1,835,938 1,956,570

DIHEE (24F B L) 215,498 168,203 262,794

B OE(LER) 1,067,310 1,023,730 1,110,891

B, OE (245 B LARE) 171,251 137,077 205,425

iy -277,347 -303,286 -251,408
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