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No. at Risk
Conservative strategy 2591 2452 1931 1321 747 298
Invasive strategy 2588 2378 1931 1313 742 283

N Engl J Med 2020,382:1395-407
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What lesions are related to peri-procedural
myocardial injury in PCI?

*Side-branch

Lesion length

*Presence of Thrombus

*Plaque volume

*Vulnerable Plaque
*Ruptured plaque
*Thin-cap fibroatheroma
-Lipid-Rich Plaque
*Excentric Plaque

Herrmann J. Eur Heart J 2005 26, 2493-2519
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Uetani T, et al. Eur Heart J 2008; 29, 1714-20.



“CHEESE GRATER EFFECT”

Bhatt DL, Topol EJ. Peri-procedural myocardial infarction and emboli

protection. In: Topol E, ed. Textbook of Interventional Cardiology. 4th ed.
Philadelphia, PA: Saunders; 2003:251-266.



A representative case and standard colors for grade classification.

Culprit lesion

©2011 by American Society of Nephrology Wada M et al. CJASN 2011;6:2792-2798 CJASN
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Effects of polyunsaturated fatty acids on periprocedural
myocardial infarction after elective percutaneous coronary
intervention

Akihiro Suzuki!, MD; Hirohiko Ando!*, MD; Hiroaki Takashima!, MD; Soichiro Kumagai', MD;

Akiyoshi Kurita!, MD; Katsuhisa Waseda®, MD; Yasushi Suzuki!, MD; Tomofumi Mizuno!, MD;

Ken Harada?, MD; Tadayuki Uetani?>, MD; Hiroshi Takahashi®, BSc; Daiji Yoshikawa*, MD; Hideki Ishii*, MD;
Toyoaki Murohara*, MD; Tetsuya Amano’, MD

* The 231 native coronary lesion treated with PCI between June 2009 and
December 2010 per patient was analyzed.

» Various biomarkers including serum troponin-T (TnT) levels, eicosapentaenoic
acid (EPA), arachidonic acid (AA), LDL and HDL cholesterol were measured at
baseline and at 18 hours after PCI.

 pMI was defined as a post-procedural increase of TnT;3 times above the
upper normal limit.

* Using integrated backscatter intravascular ultrasound (IB-IVUS), coronary
plague characteristics were assessed before the PCl procedure.

Suzuki A, et al. Eurointervention 2014,10:792-8



EPA/AALLEPCIRILEDIEZEFREUA D

[X5R] FHEBIPCIZIEATUR R EFC(EARZEMERE 23141
[757%] SHERIPCIFEITRD.DANESSD (pMI) FEEL. PCIETRIORE MEHEPA/AALLE DBIE(COVWTIRET LI,
a) MEMIRZ>T (TnT) NEE_LRMEDMEZEBXTLER (>0.3ng/mL)

B pMIFEREDTFBIEFICXT S

o
%) : 05274 BRI RRHT R R
B2 ST
J\T—RLb P{E
15 (95%{SREX E)
pMI EPA/AALE(0.1 L 51E) 0.63(0.47-0.85) | 0.003
i LDL-C/HDL-CLt 1.93(1.26-2.94) | 0.002
fE 10- P = 0.006 — —
32
NG ERIE 5.89(2.39-14.5) | <0.001
5- %2 AT
J\F—RLb P{E
(95%(EFEX )
0- EPA/AALE(0.1 L 51E) 0.62(0.43-0.88) | 0.007
<0.23 0.23-0.47 O.47< LDL-C/HDL-Ctt 1.92(1.15-3.19) | 0.012
(n=77) (n=77) (n=77) 25> ME(10mmiZhNgE) | 1.40(1.07-1.83) | 0.015
EPA/AALL =11 AL EPOAE 8.89(2.83-27.9) | <0.001
*P<0.05 (y2-testF/z(dFisher's exact test) C) Filin. MR, BMI. ZOfthDFEF (EPA/AALL. LDL-C/HDL-CLE,

AT MRARERDEOEE) (CTHE

b) Cochran-Armitage x*-test ,
Suzuki A, et al. Eurolntervention 2014; 10: 792-8&DYER,



Effects of eicosapentaenoic acid on peri-procedural (type IVa)
myocardial infarction following elective coronary stenting
Akiyoshi Kurita (MD)?, Hiroaki Takashima (MD)?, Hirohiko Ando (MD)?,

Soichiro Kumagai (MD)?, Katsuhisa Waseda (MD)?, Masahiko Gosho (PhD)P,
Tetsuya Amano (MD, PhD)*"

* Department of Cardiology, Aichi Medical University, Nagakute, Japan
b Advanced Medical Research Center, Aichi Medical University, Nogakute, Japan

* A total of 165 consecutive patients who underwent an elective
and de no vo stent implantation in native coronary artery for
SAP were prospectively assigned to receive statin or statin
together with EPA treatment.

* EPA was administered in 82 consecutive patients who
underwent PCl and a total of 83 consecutive patients treated
with statin therapy only.

Kurita A, et al. J Cardiol 2014



Typela myocardialinfarction
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Kurita A, et al. J Cardiol 2014
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- Carotid arteriosclerosis (CA) (&, IMT > 1.2mm=ZE7T=1L
Plaque score > 5.0 F 9 558 & EELT-,

A EIFNAE A BRECAE D EEZTRETLT=,

Umemoto N, Ishii H et al, Atherosclerosis. 2016:;249:65-69.



n=461

Male (%) 66.6
Age (years) 6712
Duration of HD (years) 8.9x7.7
Diabetes (%) 45.6
Hypertension (%) 75.4
Hyperlipidemia (%) 14.7
Smoking (%) 254
BMI (Kg/m?) 22.1%+8.8
CAD (%) 24.1
Stroke (%) 22.1
PAD (%) 16.5

Umemoto N, Ishii H et al, Atherosclerosis. 2016:;249:65-69.



Associated Factors for Carotid Arteriosclerosis
by Multivariate Logistic Analysis

OR (95%CI) P value
EPA/AA 0.30 (0.12-0.70) 0.0055
Age 1.03 (1.00-1.05) 0.032
Diabetes 1.42 (1.01-2.01) 0.049
Stroke 2.12 (1.09-4.13) 0.028
PAD 2.01 (1.10-3.65) 0.023

Umemoto N, Ishii H et al, Atherosclerosis. 2016:;249:65-69.
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=t EPABULIEOmega-3iEAEER A DM E 7D MH AR —E

& B AT {E
(mg/dL)

Statin TochL

XAr
(%F)

(%)

TG

LDL-C

HR: (95%Cl)

850 mg HBEEP: 3T or IEBUEH . )
GISSI-P |1999| 0, =1\ recent Ml 5 162 | 187 | 35 |\ e mpp i pp 2e e HR:0.85 (0.74-0.98)
850 mg = OL]Am HR: 0.91 (0.833-0.998)
GISSI-HF |2008) ppipHa | BEMEHF 2223 | 126 1 NR 39 | o aEP S or CVARE  |HR: 0.92 (0.849-0.999)
840 mg N ¢ . -
OMEGA (2010|000, 5uia Recent Ml 94-95 NR NR 1 DR OR: 0.95 (0.56-1.60)
400 mg EPA + X
4 85-87 144- | 99- BEEP: BIE/IERFE LD . .
a-OMEGA | 2010 R'L": + 29 MIEL T BEETE| 150 | 102 | 33 |mE&q~Tkor mEEE HR: 1.01(0.87-1.17)
Recent ACS
SUL.FOL. 600 mg ‘ 83-87 101- BEAEP: JEHEMEMI, . i
om3  12910| 2pA+DHA E; $$1$ iEETE | 97115 104 | 47 |mimed or b HR: 1.08 (0.79-1.47)
840 mg = 140- ~ febs . _
ORIGIN |2012|C5, =\ [CVD&URY 53-54 1ax | 112 | 62 [(DIEE HR: 0.98 (0.87-1.10)
Risk & 15413(850 mg CVDEURY 41 150 | 132 | 5 [iLIEFE or mEHAR HR: 0.97 (0.88-1.08)
Prevention EPA+DHA = - o Rl
840 mg - BEEP: EBIEMEMI, JEBFEHE . :
ASCEND |2018| o, S |CVD#&MDDM 74-75 NR | NR | 74 | o A or M5 HR: 0.97 (0.87-1.08)
840 mg - 375 EREP:MI, fxzZzch, . )
VITAL |2018| 25, S n  |CVDBLAESR cHosagm | NR | NR | 53 | e HR: 0.97 (0.58-1.12)
JELIS (2007 9 =CHOL 100 151 182 | 4.6 |BRFE/FEBRFEMEMI, A& ERE |HR: 0.81 (0.69-0.95)
EPA only & e
or BYE%E
4 BEEP:LIMETE, IEFBIEHEMI,
REDUCE l201g| 2000 ma - | SVDRILor | 978 | 216 |7476| 49 |Semomttmizsd. BHes or F%|HR 075 (0.68-0.83)
y = TR or FIRE

BARTERINRESR (FE-AE) SMORBTHEZINFTT.

Jia X, et al. Curr Atheroscler Rep. 2019; 21: 1




B ARIE{CIEREBE DDA RS54 >20224Fhk

H3T BiRE{CIEEETFBOLDOBIENIRAIERR
4. BYIEE 4.3 HABE FQ22(1/3)

mbhJIVEFA FIEHDVMIEHDL ALATFO-IVEZSH#HYT SEE
REEBELCEVT. REF DT 17 7—b%E - SPPARMa - —OF

VEEREH - n-3 RSMARMAEHHEROEIGH A 3B ARFE(LIE R B ORI TFEH
(CHRZhZHD?

® I KNRIFI (EPA) E#EIDAXRFUOAOENFRREEE. &hJJ7 U4 NKINEZS
#9258 OB L ERBEENG ICEIITHY . HAEZZHET S,

(TEFALNIL - 1+, #RELAIL:A)

® U7 T7—hNRERDAZRF I ADEMFEREEE. 8N J) o4 KIEHADEHDL O A5

O—J)LMEZEHT 258 OHIRBCEERBEFRENFICENTHY .. HRAEEZRET .
(TEFVALNI: 2. #ELANL :B)

BASIME CF . BB C IR BT B A RS54 >2022FhR(20226E7H 4B F1T).
https://www.j-athero.org/jp/wp-content/uploads/publications/pdf/GL2022_s/jas_gl2022.pdf (20228 7HBHES) P.126



JELIS HBREIE

(GERT H1>]

RIEEEEA{CIFERLEEIER

(B8Y]

HARASEIAERECSVT, SHEEPARBIORIIESHEEIIRA R MEBLCEMN IR U,
GOED

#8LA570-)L 250mg/dL EOEREIMAEEE (B4 40~755%. &4t BfFE~T75m%)
#2%518,6454

[737£]

SREMAEEREZXIEEF (EPAFFIRSEE. 9,31941) HBLUEPARF (9,326f1) M2EFL L. EPABHC(
1,800mg/HDSHEEPAREIZIG S Ul e, MEFCZAAFY (TIN\ZAF> 10mg/B&E(FS >R
AF> 5mg/H) #IRSUlk. FISEBOBI AT Mz T,

(FH@IER )

BxYEEHEIER FEFHMBIER  EEIIRA N> MUOIEZEAATE. FFEIE U IEERGEE D AEEE.
TOMDIEEFEIEANRD N (RZERRCE. IERZRkA.
AT > Mitidn B WS E AR/ (A ) VRfT) )

BREHEIER @ #8550 BEIVERR(CEDIET - FRR=R, iZam, RAHENARR B

BHREERE
ZEEFHIIEE BEFER. BIFA. RRREEESLRE
ZOMOFHMEIER MBS MIRASAHELMER. MIRAEAERRE . EPA/AALERRE

Saito Y, et al. Atherosclerosis 2008; 200: 135-40

Matsuzaki M, et al. Circ J 2009; 73: 1283-90 Oikawa S, et al. Atherosclerosis 2009; 206: 535-9
ltakura H, et al. J Atheroscler Thromb 2011; 18: 99-107 Tanaka K, et al. Stroke 2008; 39: 2052-8
[(FlEtER ] ANAFISFHEEAASHONE (HRERH. FERKRIFOEIERFRBRE) (CLDEMEN,

Yokoyama M, et al. Lancet 2007; 369: 1090-8



E— JELIS Z£1%

POpEE:E: EPAZEY
n=9,319 n=9,326
BEEROEE 2,004 (21.7%) 2,334 (25.3%)
FRBESR
BEEE (B, T, DEANRER) 155 (1.7%) 352 (3.8%)
RIEEIR (B2, D, FiZ, ITIE) 65 (0.7%) 160 (1.7%)
< (BAENYE, A&sE, AHPYsE) 180 (2.0%) 144 (1.6%)
Hin (A, BRECH 0N, S0, &2 i) 60 (0.6%) 105 (1.1%)
PR REIERS 322 (3.5%) 378 (4.1%)

o OELEEUIAESRICLDIRSHILE. EPARBET1,087H1(11.7%). XTHEEFT6E734
(7.2%)|EBHENI,

® THECBHIDINL LD HI(IFHIRICETRN O,
ZEMCOVWTOFHlIEIRN N E 2SR TS0,

Yokoyama M, et al. Lancet 2007; 369: 1090-8
[(FISER] AAFREFHHEERANSHOSTIE (ARER. ZFESRERBOEBRRRERE) (CLDEMINT,



JELIS stnm=

[(MR-AEIBARABZOEEMLEEEFILXTAO—)L=250mg/dL) 18,645% xR (-, HMG-CoAR B R A EFI1% 5 3 EHMG-
CoAZTTEERMAEHRI+ T /37 —)L1,800mg/ B 5 D2E 25 1T . BEIARA N MDD REIZ DL TIRET LT,

(Zi). <sEtEHR> SEHMBT(EEFMER)

poiick:s:

INY—FKEE: 0.81(95%Cl : 0.69-0.95)2)
P =0.011 (log-rank test)

BRSO T\ OARE B H
e

O I I 1 1
0 1 2 3 4 5 (%)
RIS BRI
xR 9,319 8,931 8,671 8,433 8,192 7,958
EPABY 9,326 8,929 8,658 8,389 8,153 7,924

a) Coxtbfl/ N\ —KETIL

Yokoyama M, et al. Lancet 2007; 369: 1090-8
[(FIZER]IAARSFAEERASHOZE (MRER. FERRFOFERERERE) ICLYERRIN T,



JELIS =—x3mvrs—Tmsm

[WR-FE] JELISHREEZEDSL ., BEIIRAEEHNHETEZMSN TS EES,66445] (xt EREF1,8411451 . EPARE1,823%51) X RI<.
SEMDEEVHIRA ANV RERIERERE LT,

2.0

1.5

1.0

0.5

oSNNS E>>->TOMEE

fiE 51 2%
pugiicy:c
EPAZE

| ‘ EPAR: ‘ l
T P <0.001
(repeated-measures ANOVA)

Tl ]

0

1,549
1,581

I
1 2 3 4 5 (£)
il 4918 + SD
1,387 1,296 1,188 1,099 1,021
1,400 1,290 1,206 1,097 1,031

Matsuzaki M, et al. Circ J 2009; 73: 1283-90& U 4EX
[(FIBER]IAARIIFHEAERASHOIIE MRERA. FXRRFOEBERRBRE) ICKYERINT,



reduce-it

Reduction of Cardiovascular Events with
lcosapent Ethyl-Intervention Trial

Deepak L Bhatt, MD, MPH, Ph. Gabriel Steg, MD, Michael Miller, MD,
Eliot A. Brinton, MDD, Terry A. Jacobson, MD, Steven B. Ketchum, PhD,
Ralph T. Doyle, Jr., BA, Rebecca A. Juliano, PhD, Lixia Jiao, PhD,

Craig Granowitz, MD, PhD, Jean-Claude Tardif, MD, Christie M. Ballantyne, MD,

6

on Behalf of the REDUCE-IT Investigators

REDUCE-IT is a multinational CV outcome study of VASCEPA® (icosapentethyl) not conducted in Japan.
VASCEPA® is approved outside of Japan based on REDUCE-IT, and the dosage form, recommended daily dosing regimen
and approved indication phrasings for VASCEPA® are different from those for both EPADEL® and EPADEL-EM®.
REDUCE-IT and VASCEPA are trademarks of Amarin Pharmaceuticals Ireland Limited. EPADEL and EPADEL-EM are trademarks
of Mochida Pharmaceutical Co., Ltd.

Deepak L. Bhatt et al. N Engl J Med. 2019;380:11-22



Prlmary End POlnt: reduce-it
CV Death, MI, Stroke, Coronary Revasc, Unstable Angina

. 28.3%
Hazard Ratio, 0.75

= (95% Cl, 0.68-0.83)
j§ 20 —— RRR =24.8%
g 23.0% ARR =4.8%
£ NNT = 21 (95% ClI, 15-33)
g 10 - Icosapent Ethyl P=0.00000001

0 I I I I I

0 1 2 3 4 5

Years since Randomization

REDUCE-IT is a multinational CV outcome study of VASCEPA® (icosapentethyl) not conducted in Japan.
VASCEPA® is approved outside of Japan based on REDUCE-IT, and the dosage form, recommended daily dosing regimen
and approved indication phrasings for VASCEPA® are different from those for both EPADEL® and EPADEL-EM®.
REDUCE-IT and VASCEPA are trademarks of Amarin Pharmaceuticals Ireland Limited. EPADEL and EPADEL-EM are trademarks
of Mochida Pharmaceutical Co., Ltd.

Deepak L. Bhatt et al. N Engl J Med. 2019;380:11-22



Baseline lipid parameters in JELIS and REDUCE-IT

JELIS (Statins + EPA 1.8g/H) REDUCE-IT (Statins + EPA4.0g9/H)

EPABE (N=9319) | 3d%kEf (N=9326) EPABY (N=4089) | XT5E¥ (N=4090)

Baseline Year5 | Baseline Year5 Baseline Year1 | Baseline Year 1

BEER (k)

TG (mg/dL) 153.0 139.2 154.0 147.8 216.5 175.0 216.0 221.0
LDL-C (mg/dL) 182.0 136.5 182.0 136.5 74.0 77.0 76.0 84.0
EPA (ug/mL) 97.0 169.0 93.0 93.0 26.1 144.0 26.1 23.3

REDUCE-IT is a multinational CV outcome study of VASCEPA® (icosapentethyl) not conducted in Japan. VASCEPA® is approved
utside of Japan based on REDUCE-IT, and the dosage form, recommended daily dosing regimen and approved indication phrasings for
ASCEPA® are different from those for both EPADEL® and EPADEL-EM®. REDUCE-IT and VASCEPA are trademarks of Amarin

Pharmaceuticals Ireland Limited. EPADEL and EPADEL-EM are trademarks of Mochida Pharmaceutical Co., Ltd.

Yokoyama M, et al. Lancet 2007; 369: 1090-8
Deepak L. Bhatt et al. N Engl J Med. 2019;380:11-22
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Highlights of Cardiovascular Disease Prevention Studies Presented
at the 2022 American Heart Association Scientific Sessions

Kartik Gupta' - Josh R. Hirsch? - Jasmeet Kalsi' - Vaidahi Patel® - Mohamed Medhat Gad? - Salim S. ViraniZ*°(®

Abstract

Purpose of Review Summarize selected late-breaking science on cardiovascular (CV) disease prevention presented at the
2022 scientific session of the American Heart Association (AHA).

Recent Findings The PROMINENT trial compared pemafibrate to a placebo in patients with type 2 diabetes mellitus (DM)
and mild-to-moderate hypertriglyceridemia and high-density lipoprotein cholesterol (HDL-C)<40 mg/dL. who were already
on guideline-directed statin therapy. The RESPECT-EPA trial compared purified eicosapentaenoic acid (EPA) and statin
therapy to statin therapy alone for secondary prevention of atherosclerotic CV disease (ASCVD). SPORT compared the
efficacy of low-dose statin therapy with a placebo and six commonly used dietary supplements on lipid and inflammatory
markers. Data from long-term follow-up of the FOURIER-OLE study was presented to evaluate the efficacy of very low
low-density lipoprotein cholesterol (LDL-C) levels with proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors.
Patient-level meta-analyses evaluated the association of statin therapy with new-onset DM and worse glycemic control.
PROMPT-LIPID evaluated if automated electronic alerts to physicians with guideline-based recommendations improved the
management of hyperlipidemia in patients at very high risk. NOTIFY-1 trial evaluated if notifying physicians and patients
about coronary artery calcium (CAC) scores in non-ECG gated computed tomography scans led to increased prescription of
statin therapy for primary ASCVD prevention. The DCP trial compared hydrochlorothiazide and chlorthalidone for blood
pressure control and CV outcomes in hypertension. The CRHCP study compared the effectiveness of a village doctor for
hypertension management and CV outcomes in rural areas of China. The QUARTET USA trial compared the effectiveness
and safety of 4 antihypertensive medications in ultra-low doses with angiotensin-receptor blocker monotherapy.

Summary The late-breaking science presented at the 2022 scientific session of the AHA paves the way for future pragmatic
trials and provides meaningful information to guide management strategies in cardiovascular disease prevention.

Gupta K, et al. Curr Atheroscler Rep. 2023; 25: 31-41.



Randomized Trial for Evaluating Secondary
Prevention Efficacy of Combination
Therapy—Statin and Eicosapentaenoic Acid
(RESPECT-EPA)

Study Overview

In 2005, the Japan EPA Lipid Intervention Study (JELIS)
demonstrated significant CV risk reduction with long-term
use of eicosapentaenoic acid (EPA) and statin therapy com-
pared to statin therapy alone in patients with hypercholes-
terolemia with and without coronary artery disease (CAD)
[13]. Subsequent trials have questioned these results due to
the use of low-intensity statin therapy and open-label design.

The RESPECT-EPA trial was an open-label, parallel,
RCT and prospective cohort biomarker study that sought
to evaluate CV outcomes with the addition of icosap-
ent ethyl (purified EPA), to statin therapy in Japanese
patients with chronic CAD with an EPA/arachidonic acid
(AA) ratio < 0.4. Inclusion criteria were age 20-79 years
and statin therapy for >1 month before the study. The pri-
mary outcome was defined as a composite of CV mortality,
MI, stroke, unstable angina requiring hospitalization, and
revascularization. The secondary outcome was a composite
of sudden cardiac death, MI, unstable angina, or coronary
revascularization.

Among 2506 patients with EPA/arachidonic acid (AA)
<0.4 randomized to either purified EPA (1800 mg/d) with
statin therapy (n=1249) or statin therapy alone (n=1257), the
mean age was 68 years, 17% were female, and 45% had DM.

The median LDL-C level, HDL-C level, and EPA/AA ratio
were 80.6 mg/dL, 49 mg/dL, and 0.24, respectively. Around
50% of patients had a history of MI and around 90% had a
history of percutaneous coronary intervention (PCI) in both
groups. There was a significant increase in serum EPA and
AA levels in purified EPA with statin therapy arm with no
difference in LDL-C, HDL-C, or hsCRP levels from baseline.

At 6 years of follow-up, there was no significant differ-

ence in the primary outcome (10.9% vs. 14.9% in purified

EPA with statin vs. statin therapy alone, HR 0.785., 95%

CI0.616-1.001, p=0.055). There was a significant reduc-

tion in the secondary outcome (8.0% vs. 11.3% in purified

EPA with statin vs. statin therapy alone, HR 0.734, 95%

C10.554-0.973, p=0.031). There was no difference in CV

mortality (3.0% vs. 2.0%, HR 0.888) or all-cause mortality

(6.2% vs. 6.9%, HR 0.682).
There was a higher rate of gastrointestinal disorders in the
purified EPA with statin group (3.4% vs 1.2%, p<0.001).

There was also a higher incidence of new-onset DM and
atrial fibrillation in the purified EPA with statin group
(2.1% vs. 1.2%, p=0.085, and 3.1% vs 1.6%, p=0.017,
respectively). In post hoc analyses, there was a trend toward
reduced primary outcomes in those with an increase in EPA
by >30 pg/mL from baseline with purified EPA and statin
therapy.

Gupta K, et al. Curr Atheroscler Rep. 2023; 25: 31-41.
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Epidemiological Features and Clinical Presentations
of Acute Coronary Syndrome in Young Patients

Hiroaki Sawada, Hirohiko Ando, Hiroaki Takashima, Katsuhisa Waseda, Masahiro Shimoda,
Hirofumi Ohashi, Akihiro Suzuki, Shinichiro Sakurai, Yusuke Nakano and Tetsuya Amano

Abstract:

Objective Although acute coronary syndrome (ACS) is an uncommon entity in young patients, it consti-
tutes an important problem due to the devastating effects of the disease on the more active lifestyle of young
patients. At present, there are no guidelines regarding the prevention of ACS in young patients.

Methods We performed a retrospective study of ACS patients between 2014 and 2017. Epidemiological
data, clinical findings, and short-term outcomes were evaluated between young ACS patients (<50 years old)
and elderly ACS patients (>50 years old).

Results Of a total of 361 consecutive ACS patients, 37 were young ACS patients (10.2%). Compared with
elderly ACS patients, young ACS patients showed a higher prevalence of males (94.6% vs. 73.8%, p<0.001),
current smoking (70.3% vs. 29.9%; p<0.001), and overweight persons (67.6% vs. 27.8%, p<0.001). The ei-
cosapentaenoic acid (EPA)/arachidonic acid (AA) ratio was significantly lower in young ACS patients than in
elderly ACS patients [0.17 (0.12-0.25) vs. 0.25 (0.18-0.37), p=0.002]. The prevalence of cardio-pulmonary ar-
rest and percutaneous cardiopulmonary support use was higher in young ACS patients than in elderly ACS
patients (24.3% vs. 8.6%, p=0.003, 16.2% vs. 3.1%, p<0.001).

Conclusion The features were markedly different between young ACS patients and elderly ACS patients. In
young ACS patients, smoking, being overweight, and a low EPA/AA ratio were distinctive risk factors, and
more serious clinical presentations were observed at the onset of ACS than in older patients.

Sawada H, Ando H, et al. Intern Med. 2020;59(9):1125-1131.
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EHEMEACS (n=37) = ##E ACS (n=324) p value
Hypertension, n (%) 17 (45.9) 194 (59.9) 0.10
Diabetes, n (%) 11 (29.7) 96 (29.6) 0.99
Dyslipidemia, n (%) 16 (43.2) 173 (53.4) 0.24
CKD, n (%) 2 (5.3) 48 (14.8) 0.11
Hemodialysis, n (%) 1(2.7) 10 (3.1) 0.90
Previous OMI, n (%) 3 (8.1) 22 (6.8) 0.76

Sawada H, Ando H, et al. Intern Med. 2020;59(9):1125-1131.
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Echocardiography

-2 R R R |

Control group I Pitavastatin 2mg/day :
__________ Elze-g_rgl_.lg__ EPA 1,800mg/day and pitavastatin 2mg/day ;
Day 1 ) 3 4 5 6 7 14 36
ambuatory | 2 e i e o S
PCl " electrocardiqgraphy any symptoms |
(admission) monitoring )
:~ Follow up V:
Control (n = 58) EPA (n = 57) p
Death 2 (3.4) 0 (0) 0.14
Re-infarction 0 (0) 1(1.8) 0.33
Stroke 1(1.7) 0 (0) 0.34
VENT
Within 48 h 6 (10.3) 2 (3.5) 0.15
After 48 h 9 (15.5) 2 (3.5) 0.03
Total 12 (20.6) 4 (7.0) 0.03
Paroxysmal AF 5 (8.6) 1(1.8) 0.22
Total 17 (29.3) 6 (10.5) 0.01
_ Doi M et al.: International Journal of Cardiology 176 (2014) 577-582
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Primary outcome : death from cardiovascular causes (sudden death, MI, heart failure, stroke), Nonfatal MI
Nonfatal stroke, coronary revascularization (PCI, CABG)
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[ RIENNEBEIZHP IR CEVWTRIEEAEREF (ACS) TEERUILEES8894,
[753E]2011EFE1B 1520195 12H ORI TEFRSNICHABIBI(C3BFDEER] (2011-20134F : 238/, 2014-20164F :

28563, 2017-20194F : 3664) (C731F. ACSDEEVT ABEUIZ A (CAITE U MR OZ i A eSSBS RS
ZEMR(GREL. EROtEMZIRETUZ, (G, BAMEERMAT) .

m [M3EPDEPA. 75F+RVEE (AA) iRESLUEPA/AADER

TR EPA (Hg/mL) EPA/AA

100" 3007 0.57
80 25071 0.4-
200_ *#
60 " — 0.3
150-
40 0.2
100-
207 50- 0.17]
0 0 0

I I I I I I I I I
2011-  2014-  2017- 2011-  2014-  2017- 2011-  2014-  2017-
20134%F 20164 20194 20138 20164 20194 20134 20164 20194

Mean+95%CI  *p < 0.05 vs. 2011-20134F, #p < 0.05 vs. 2014-20165 (Bonferroni post-hoc test)
Okada T, et al. Nutrients. 2021; 13: 253
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Relation Between Paradoxical Decrease in High-Density
Lipoprotein Cholesterol Levels After Statin Therapy
and Adverse Cardiovascular Events in Patients With Acute
Myocardial Infarction
Tomoyuki Ota, MD, Hideki Ishii, MD, PhD*, Susumu Suzuki, MD, Akihito Tanaka, MD,
Yohei Shibata, MD, Yosuke Tatami, MD, Shingo Harata, MD, Yusaku Shimbo, MD,

Yohei Takayama, MD, Yoshihiro Kawamura, MD, Naohiro Osugi, MD, Kengo Maeda, MD, PhD,
Takahisa Kondo, MD, PhD, and Toyoaki Murohara, MD, PhD

Statin therapy moderately increases high-density lipoprotein cholesterol (HDL-C) levek.
Contrary to this expectation, a paradoxical decrease in HDL-C levek after statin therapy is
seen in some patients We evaluated 724 patients who newly started treatment with statins
after acute myocardial infarction (AMI). These patients were divided into 2 groups
according to change in HDL-C levels between baseline and 6 to 9 months after initial AMI
(AHDL). In total, 620 patients had increased HDL-C levels and 104 patients had decreased
HDLC levels, Both groups achieved follow-up low-density lipoprotein cholesterol levels
<100 mg/dl. Adverse cardiovascular events (a composite of allcause death, myocardial
infarction, and stroke) have more frequently occurred in the decreased HDL group
compared with the increased HDL group (154% vs 7.1%, p = 0.01). Multivariate analysis
showed that decreased HDL, onset to balloon time, and multivessel disease were the
independent predictors of adverse cardiovascular events (hazard ratio [HR] L.95, 95%
confidence interval [CI] 1LOR to 3.52; HR 1.05, 95% CI 101 to 1.09; and HR 2.08, 95% CI
1.22 to 3.56, respectively). In conclision, a paradoxical decrease in serum HDL-C levels
after statin therapy might be an independent predictor of long-term adverse candiovascular
events in patients with AMI. @ 2015 Elsevier Inc. All rights reserved. (Am J Cardiol
2015 mm—m)

Ota T, Ishii H, et al Am J Cardiol 2015;115:411-416.



Freedom from adverse cardiovascular events
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Predictive factors for composite endpoint of adverse cardiac events by

Multivariable analysis

Variables Multivariate analysis
HR 95% CI P Value
Decreased high-density lipoprotein 1.95 108352 0.03
Hemoglobin levels at baseline 082  0.71-094 <0.01
(per 1.0 g/dL increase)
Onset to balloon time (per hour) 1.05 1.01-1.09 0.03
Multivessel disease 2.08 1.22-3.56 <0.01
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