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#W X4 : A Phase 3 Study of Evolocumab (AMG 145) in Statin-Treated Japanese Patients at High
Cardiovascular Risk, Arihiro Kiyosue .et.al, Am J Cardiol 2016;117:40-47
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Introduction
1. WHEHBIOZEN B D H, BY ON ONA | P40 £ L5

The primary objective of the study was to evaluate the efficacy of 12
weeks of subcutaneous evolocumab administered biweekly (Q2W) or
monthly (QM) in combination with atorvastatin in Japanese patients
with hyperlipidemia or mixed dyslipidemia and at high cardiovascular
(CV) risk.
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Method
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2. BINHE OWAEFEMEIZ SN T, AANIERE (inclusion criteria) HBY [ON ONA | inclusion criteria

BRI EEYE (exclusion criteria) DFEHNH D . P40 Methods
Eligible patients
FROETEI TR B, X E DERIMIRE R 2 DD, * HAAN
- 20 7k LA I 85 A
Supplementary Date [http:/dx.doi.org/10.1016/j.amjcard.2015.10.021.] + CVevent N1 U RJ
Key exclusion criteria included New York Heart Association Class 111 - 4 AR LA O & AR L TR R SE
or IV heart failure or left ventricular ejection fraction < 30%; BHEIL
uncontrolled serious cardiac arrhythmia in the 6 months prior to - ZEfFF LDL-C = 100mg/dL
randomization; myocardial infarction, unstable angina, percutaneous - ZE I TG<400mg/dL
coronary intervention, coronary artery bypass graft, or stroke within 6
months prior to randomization; planned cardiac surgery or exclusion criteria
revascularization within 6 months after randomization; type 1 diabetes P40 & F L2
or newly diagnosed (within 3 months prior to randomization) type 2 S A SRR e L

diabetes, poorly controlled type 2 diabetes, or newly diagnosed impaired
glucose tolerance; uncontrolled hypertension (SBP > 160 mm Hg or DBP
> 100 mm Hg); receipt of cholesterylester transfer protein inhibitor in
the 12 months prior to screening; renal or hepatic dysfunction; and/or
malignancy (except nonmelanoma skin cancer, cervical in-situ

Supplementary Date ~
- NYHAIllorIV
+ EF<30%
- % 6 » HLLWIZ MILUA (I

carcinoma, breast ductal carconima in situ, or stage 1 prostate &% PCLCABG I, stroke i

carcinoma) within the last 5 years or previous receipt of evolocumab or *6 7 H LLIN O D& TN or AT

other investigational therapy to inhibit proprotein convertase HEROTE

subtilisin/kexin type 9 (PCSK9). - 1% DM, 34 HLNIZZH
At screening, all patients were required to discontinue red yeast rice 728 DM, =2 fr—b

and > 1000 mg/day omega-3 fatty acids for the duration of the study. ARE® 2% DM

Additionally, patients without HeFH were required to discontinue > 200 cfEay Fe—LRE(SBP >

mg/day niacin and any prescription lipid-regulating drugs other than 160 mm Hg or DBP > 100 mm
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study-provided atorvastatin. Patients with HeFH were allowed to
continue treatment with study-provided atorvastatin, ezetimibe,
bile-acid sequestering resin, and/or probucol, but were required to
discontinue other prescription lipid-regulating drugs (e.g., fibrates and
derivatives).
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Primary endpoint
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UAZ1L?

Secondary endpoints

P41 /& 125
Safety outcome
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5. RROEEEOHEIXFBORGE, BETH D0, WY N OONA | JAS criteria
CTCAE ver.4
6. REREIBEDOT U R I LAOEER S 5%, AEARLBEHOLH | OY ON HNA
oD,
7. EOXIICHEIEGE S D LT OREHEHN B B D, Y EN ONA | P41 4 L3
o, BHD, FRNICRE L2277 EOVLEREE, mf OraD mE 77 0 90%

oW T Ot E & e,

A sample size of 45 patients in each of the 8 treatment groups was
calculated to provide >90% power to detect the treatment effect (30%
reduction in LDL-C with a common SD of 30%) of evolocumab compared
with placebo.
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Patients, investigators, and study site personnel were blinded to T4 ROFHEIZHONTIX
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Results
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The first patient enrolled on October 7, 2013, and the last patient last
visit was June 25, 2014.
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W57
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- CTCAE Ver. 4.3

Result DR A
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Supplementary Date [http://dx.doi.org/10.1016/j.amjcard.2015.10.021.]

At screening, all patients were required to discontinue red yeast rice and > 1000 mg/day omega-3 fatty acids for the duration of the
study. Additionally, patients without HeFH were required to discontinue > 200 mg/day niacin and any prescription lipid-regulating
drugs other than study-provided atorvastatin. Patients with HeFH were allowed to continue treatment with study-provided
atorvastatin, ezetimibe, bile-acid sequestering resin, and/or probucol, but were required to discontinue other prescription

lipid-regulating drugs (e.g., fibrates and derivatives)

SERE O, ALAFREK@E 2 VAT r—VERRE LTHEA SN TS 7Y A2 1) & 1000mg/day

LUE DA A 77 -3 NEIWIER OFEELH 1L,

JFEHeFH BE : 7 bAANRZEF L F A 72 200mg/day LA I T, ZA LAk $EN3E AR AT,

HeFH ¥ 1 7 4 77— FRLSOFHNIAE A AT,

Discussion
21. FRIRRYE S & MEHHA B ZOE W& KA L T WY [N ONA | P45 4 F L20
MR EEZDH Y (72 L) OHE LI, B RITFENMRE L2 2B F MRS T
TR L TV D0, LDL-ClmmolL o X T f& |
CV A 2 h DI A 20%]8
Statin therapy has been shown in global studies to reduce the incidence B,
of CV events by 20% for every 1-mmol/L reduction in LDL-C. 1mmol/L=38.66535mg/dL
22. ABRKER O —BALIC SN T, SIS PR AITE DR & D 7 00Y EN CNA
23. HBOPBRIIZ OV TTREDH 50, BY N ONA | P46 /& L4
NA T ADAREME, RBEE OB, it LcofME, AEoF¥1 T
Tl TE R VAR ORI &
Limitations of this study included the 12-week treatment duration for
the assessment of safety, tolerability, and sustained duration of LDL-C
reduction. In addition, this study incorporated nonintensive
(atorvastatin, 5 mg/day) and intensive (atorvastatin, 20 mg/day) statin
use, representative of standard practice in Japan, which is more
conservative than that in other global regions. This could affect the
ability to compare these results with those of global studies.
24. FEWRITEREGEL TV, MFEFER TR LN Z L BEmD HY N ONA | P44 /£ 14

TN D DN,

In this study, Japanese patients at high risk for CV disease according
to JAS criteria who were treated with Q2W or QM evolocumab in
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combination with background atorvastatin showed marked reductions in
LDL-C at week 12 compared with patients receiving atorvastatin plus
placebo.
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