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Welcome Message Q

Dear Colleagues and Friends,

We are delighted to extend our heartfelt invitation on
behalf of the Taiwan Society of Lipids & Atherosclerosis
to the upcoming 2023 Annual Meeting. It is with great
honor that we welcome you to join us.

Anticipation is running high as we prepare for an

extraordinary conference that promises to reach a

broader global audience than ever before. We anticipate active participation from
individuals around the world, making this event truly exceptional.

The conference will serve as a platform for the exchange of cutting-edge research
findings in the fields of Lipids & Atherosclerosis. By participating in the 2023
TSLA Annual Meeting, you will have the opportunity to engage in discussions
about the latest advancements in these areas and gain access to the most current
updates in clinical and foundational science. With a diverse range of 20 sections,
you will find it effortless to connect with esteemed speakers and engage with your
fellow peers.

We eagerly look forward to an exhilarating gathering, and we are confident that

you will acquire valuable new insights and knowledge.

With warm regards,

Pb’(}/rfw

Po-Hsun Huang, M.D., Ph.D.
President, Taiwan Society of Lipids & Atherosclerosis




REREMAERBIKNECRE 112 FESATER -+ ESIEROER FEMSHAE

The Annual Scientific Meeting of Taiwan Society of Lipids & Atherosclerosis 2023 and The 22nd Taipei International Vascular Biology Symposium

Program Overvier

DAY 1

603

13:00 Plenarry Session 1 Plenary Session 4 SRR A 4

| i . o BERERE
15:40 BARAMBIHRER B nEasmEceesnes: -

) bt EEAIZChatGPTHRES

(14:00 - 15:30) 5 B ISR AP A Do 1 B S 3R 1P
nfrIREES 2

15:40 (14:00 - 15:50)

| COFFEE BREAK COFFEE BREAK

16:00 COFFEE BREAK

16:00 Plenary Session 2 Plenary Session 5 Plenary Session 7
1 6! 40 TSH REE (HiB) NOVARTIS & BAYER $EH
16:40
| DINNER BREAK
16:50
r V2N
16:50 Plenary Session 3 1Dl E AR R i 4

Plenary Session 6 i sy meimyn
| mASARNRME SR "
18:40 KEGEDHF (16:50 - 17:50)




A

ﬁﬁ.&’ﬁﬁ I [ 2 m

HIBEZA

Lipid Matters!

09:00

10:30

10:30

10:45

10:45

12:15

12:15

12:30

12:30

13:10

13:10

13:50

13:50

14:00

14:00

15:30

The 22nd Taipei
International Vascular
Biology Symposium

The 22nd Taipei
International Vascular
Biology Symposium

BEZERN
DR E AR
PriaZER: BUMARE

POSTER COMPETITION

BEEER
DRI E R
PriaZiER: BOMAIRE

&P
{¢MRs 5 M7=l
BhAREE(C R X ENARTE

Joint Symposium
(DAEESRE

LUNCH BREAK

LUNCH BREAK

Lunch Symposium 1
VIATRIS 182 (E1%)

Lunch Symposium 2
SANOFI F353E (E18)

COFFEE BREAK

hEZ ABERTE—
RIS EER

BEAY
(12:25 - 12:55)

Research Award &
Poster Competition
(12:55 - 13:20)

Lunch Symposium 3
ORGANON EXE=[E
(13:20 - 14:00)

DM Symposium

LUNCH BREAK

Lunch Symposium 4
TANABE &H
(12:30-13:15)

LW ERFIRE RS

(13:15 - 13:45)

COFFEE BREAK

Joint Symposium
(BEmAEEHEE
From old to new
lipid treatment - A long story




A FERENERBIFECEE 112 FEEASEE -+ —EAtEEOER FEMBHHE

The Annual Scientific Meeting of Taiwan Society of Lipids & Atheroscl lerosis 2023 and The 22nd Taipei International Vascular Bielogy Symposium

Floor Plan 20

MEDZARRZESE BRIHEDLO 6F FEHE

B
=

601
BHE S

-

690

2
S

890

!
w
=2}

‘T

_j

o
o
w

I8}
EI.E
it

200
[
| 200_|
R
i




i 358 79 B 0 i 2 R B

HBZ A

Lipid Matters!




A TERENERDEFEE 12 FERATEE -+ EALEROESFENRATE

The Annual Scientific Meeting of Taiwan Society of Lipids & Atherosclerosis 2023 and The 22nd Taipei International Vascular Biology Symposium
¥

)
A

September 16th, 2023 | Saturday

PROGRAM




ﬁﬂ.ﬂﬁﬂ I [ 2 m

HBZ A

Lipid Matters!

PLENARY SESSION 1:
MR KRS~ B R R A PRI R (B 5 FE SR T

N~ Y | L e
;JH%IE iﬁ?’ﬁ*ﬂ =iaE BE— Hpi FER
BRE EER BHE 2 BER EH T

14:00-14:05 | BIEIZhis

[Moderator:  FE— £BES | tZRENERDIFELES
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15:00 - 15:20 Influence of smoking cessation treatment
service contest on the success rate of
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601 | 15:00 - 15:25
Influence of smoking
cessation treatment
service contest on the
success rate of quitting
smoking
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1. Encourage members to provide smoking
cessation service

2. Promote training and service by contest
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PLENARY SESSION 2:
TSH Biopharm
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16:00 - 16:15 From Guidelines to Practice:
Implementing Single-Pill Combination
for Improved Lipid Management

in Clinical Settings

Moderator: RZFE E#FIEE [ ERER OEAR
Speaker: H52BA BBAM [ SR EERT (ME AT

& 16:15-16:35 Beyond Clinical Benefits:

Exploring the Economic Implications of
Single-Pill Combination Therapy

in Lipid Control

Moderator:  FREZE F{F / MSEPr HBEREKE DL
Speaker: BREE iR | BRI K2 EREEFR

16:35 - 16:40 Panel Discussion & Closing Remarks
Moderator: R2ZFE BFESE /ZRER OEAR

16:40 - 16:50 Dinner Break
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From Guidelines to Practice:
Implementing Single-Pill

Combination for Improved Lipid
Management in Clinical Settings

=R BBEM [ SRR BB O AT

This presentation delves into the utilization of
ezetimibe-statin combination therapy with the purpose of
enhance lipid management in clinical settings. By examining the
evidence behind statin therapy, changes in guidelines regarding
non-statin combination treatments, and the pivotal findings of
the 2022 RACING trial, this discussion underscores how recent
advancements are shaping lipid management strategies.
Moreover, the implementation of real-world data (RWD) within
the RACING trial framework to validate linearly adds a new
dimension to the conversation. The aim is to highlight the
potential benefits of integrating single-pill combination therapy
into Taiwan's clinical practice and how it can yield better
preventive outcomes for cardiovascular events.

The foundation of statin therapy has been firmly
established through compelling evidence demonstrating its
efficacy in lipid control and cardiovascular risk reduction.
However, evolving guidelines have recognized the potential
benefits of combining non-statin therapies to optimize lipid
management, particularly in high-risk patients.

The groundbreaking 2022 RACING trial provides a
significant leap forward by offering randomized controlled trial
(RCT) results that shed light on the added value of
ezetimibe-statin combination therapy. This trial's structure and
outcomes lay a foundation for exploring the real-world
application of its findings, a concept that is further explored by
utilizing real-world data (RWD) to verify its effectiveness in
diverse clinical settings.

As Taiwan's clinical practice aligns with evidence-based
medicine, the incorporation of single-pill combination therapy
emerges as a promising approach. This therapeutic strategy,
validated through rigorous RCTs and subsequent real-world
validation, underscores the importance of bridging the gap
between clinical trials and actual practice.

Anticipating the potential for improved preventive
outcomes against cardiovascular events, the adoption of
ezetimibe-statin combination therapy offers a progressive shift
in the landscape of lipid management. This presentation seeks
to empower clinicians by providing insights into the most recent
advances in lipid treatment, with a focus on incorporating
single-pill combination therapy into clinical practice. The
ultimate goal is to optimize lipid management strategies and
provide patients with a better outlook in their cardiovascular
health journey.

601 | 16:00 - 16:15
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Beyond Clinical Benefits: Exploring
the Economic Implications of
Single-Pill Combination Therapy in
Lipid Control

BREE % [ IhA S BREEFR

This presentation aims to highlight the economic benefit of

ezetimibe-statin combination therapy beyond its clinical

advantages. With a focus on high-risk patients with atherosclerotic = - =
cardiovascular disease (ASCVD), this topic is of great relevance to E'X,El’ﬁ %&}2
cardiologists and metabolic specialists. The presentation will be PR INKER BREEFR

featured with a range of aspects, from guideline changes, the

definition of pharmacoeconomics, international literature, toward Present Position E8H%

the application of this approach to healthcare settings in Taiwan.

In recent years, the landscape of pharmacological Professor
interventions has expanded beyond the reduction of patients’ lipid Institute of Clinical Pharmacy
levels. Modern guidelines now encompass considerations of and Pharmaceutical Sciences,
cost—e'ffectivefless, a'ssessing treatments based on ?verall patient College of Medicine,
benefits. Against this backdrop, pharmacoeconomics assumes a National Cheng Kung
pivotal role. Understanding its definition and application is crucial . . . .

. i . . . University, Tainan, Taiwan.
to ensure maximal economic and clinical gains for patients.
Professor

Literature across various countries investigating the

cost-effectiveness of ezetimibe-statin combination therapy has Department of Pharmacy,

emerged, showing that this approach holds potential economic College of Medicine,
benefits in improving lipid control and cardiovascular risk National Cheng Kung
management, ultimately enhancing patients' quality of life and University, Tainan, Taiwan.

reducing healthcare expenditures.

In Taiwan's healthcare landscape, the utilization of Education 2

ezetimibe-statin combination therapy is gaining traction. With

evolving medical technologies, the opportunity to evaluate the 2010/05
cost-effectiveness of this strategy within our clinical practice is ripe. Ph.D.,
This approach not only aids patients in managing lipid profiles and Department of Clinical,
cardiovascular risk but also presents advantages to our healthcare Social and Administrative
system. Sciences,

In conclusion, when viewed from the perspective of College of Pharmacy,

pharmacoeconomics, ezetimibe-statin combination therapy offers University of Michigan
b

Ann Arbor, MI, USA.

benefits that extend beyond clinical outcomes. It has the potential
to enhance patient well-being and generate positive economic
impact. The development of this therapeutic strategy requires
collaborative efforts among guidelines and clinical practice to
ensure patients derive maximal benefits and our healthcare system

sees positive effects.
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16:50- 17:00 Opening Remarks
Moderator: HM=RE 8l / S8 OEMERR

17:00 - 17:20 TEE BB h R  NAE=?
Focus on primary and secondary prevention
17:20-17:30 Discussion

Moderator:  BRiEE B F /| S KERR HERFE
Speaker: BHils B / @ KB DiERE

17:30 - 17:50 MEER R RMERS SRR EE:
Cholesterol-lowering strategy and
economic concerns

17:50 - 18:00 Discussion

Moderator: REY EFHIESH / BEER OEAR
Speaker: ERE PIEEER TEREAS BEEERA

G 18:00-18:20 StatinF AT Z RN B REMSERE:
Economic impact using the alternatives for
statin intolerance, PCSK9i as an example
18:20-18:30 Discussion

Moderator: EEM BIME R/ & KB DA
Speaker: BRI #R [ BRTh K ER BREEFR

18:30 - 18:40 Closing Remarks
Moderator: ZIRZE HER | lAER OEAR
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TS SIEETNHBIER,

IHIW=E?
Focus on primary and
secondary prevention

Hifs BN/ KBk ORAR

ST MASIZEHIMYcost effectiveness: EELTER
sHHEEYIEIcost effectivenss F&EEbaseline risk» 1§
Z—(ESIEMICERe

Primary preventionfllsecondary prevention

FxEtbaseline riskZEEA B MPEIEHIRV RISt R

Ao
Primary prevention> BZ 255 ERMHEDS
w2

MHEESEEBMBEY tt¥secondary
prevention@ 5 & A B 7 ?

LR R IR EZ R
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Statin intolerance is a common problem that most

clinicians encounter while treating patients taking these EXEE #i%
drugs. Balancing the symptoms of muscle aches in patients R INKER BREEFR

requiring cholesterol-lowering medications with the clinical

trial-proven benefits of statins for reducing cardiovascular Present Position B0

events in real-world populations with diverse clinical

Professor
characteristics could be challenging. As estimated, such Institute of Clinical Pharmacy
problem occurs in approximately 9% of statin-treated and Pharmaceutical Sciences,
patients in real-world settings. The newest class of drugs, College of Medicine,
protein convertase subtilisin/kexin type 9 (PCSK9) inhibitors, National Cheng Kung
has been shown to markedly lower LDL-C levels. Two of these University, Tainan, Taiwan.
monoclonal antibodies, evolocumab and alirocumab, were Professor
approved for use in addition to maximally tolerated statin Department of Pharmacy,
therapy in adults with familial hypercholesterolemia or College of Medicine,
atherosclerotic  cardiovascular disease who require National Cheng Kung
additional lowering of LDL-C levels. While PCSK9 inhibitors University, Tainan, Taiwan.
are efficacious, safe, and well-tolerated in real-world patient

populations as shown in clinical studies, its high acquisition
2010/05

Ph.D.,
Department of Clinical,
Social and Administrative
Sciences,
College of Pharmacy,

University of Michigan,
this background, this presentation will summarize and Ann Arbor. MI. USA

cost and associated restrict reimbursement policy have
limited its wide use in routine practice, especially for patients
who are at high risk for cardiovascular events. Careful
cost-effective analysis helps more effectively balance
intervention costs with savings through proactive
interventions and increased quality of life benefits. Against

provide up-to-date evidence regarding cost-effectiveness of
PCSK9 inhibitors as the alternative for statin intolerance,
especially for the patients who would most benefit from using
PCSK9 inhibitors.
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Initiating combination
therapy during ACS
hospitalization: Start
sooner and treat lower

Prof. Stephen Nicholls
Victorian Heart Institute, Monash University,
Australia.
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Update in the
diagnosis of familial
hypercholesterolemia

BFARE #i% | e KB OEAR

Patients of familial hypercholesterolemia (FH) are well-known
to increase the risk of premature coronary heart disease (CHD).
Previous study had indicated that in many countries, including Taiwan,
there were less than 1% FH individuals formally and correctly
diagnosed with FH, partly due to the lack of reliable cost-effective
genetic testing. However, FH is under-diagnosed and undertreated in
Taiwan.

There are more than 1700 mutation sites have been identified
worldwide (http://www.ucl.ac.uk/fh), of which 136 mutations have
been reported in Han Chinese. Using the high-throughput FH
resequencing array detects LDLR, APOB, and PCSK9 with high
efficiency and accuracy and identifies disease-causing mutations, five
mutations were reported more frequently APOB-R3500W (c. 10579 C>T,
9.6%), LDLR-C308Y (c.986 G>A, 8.3%), LDLR-H562Y (c.1747 C>T, 6.5%),
LDLR-A606T (c.1879 G>A, 4.9%), and LDLR-D69N (c. 268 G>A, 4.7%)
which together accounted for 34% of mutations found in the Han
Chinese population in Taiwan. The custom-designed Agena iPLEX
assay for FH genetic screening, also has been validated with high
specificity and sensitivity in Taiwan.

In 2016-2017, we have demonstrated the first capture-based
next-generation sequencing (NGS) testing for FH to cover the whole
LDLR genomic region. Among them, we identified the causative
variants in 75% of patients unrelated probands and diagnosed a novel
splice site variant ¢.1186+2T>G in LDLR, and therefore making reliable
structural variation detection. This panel can comprehensively detect
disease-causing variants in LDLR, APOB, and PCSK9 for FH patients.

From the Taiwan FH registry, 750 index patients were screened
using custom-made mass spectrometry, followed by targeted next
generation sequencing (NGS) and/or multiplex ligation-dependent
probe amplification (MLPA) if found negative. Mutations were detected
in 445 patients (59.3%). Among detected mutations, LDLR (n=395),
APOB (n=58), and ABCG5 (n=3), and the most common mutations were
APOB ¢.10579 C>T (p.R3527W) (12.6%), LDLR c.986 G>A (p.C329Y)
(11.5%),and LDLR c.1747 C>T (p.H583Y) (10.8%). LDLR ¢.1187-10 G>A
(IVS 8-10) and APOB ¢.10580 G>A (p.R3527Q), which were confirmed
using targeted NGS. Even though using above screening and
confirmatory strategy, there are only 50%~75% of patients can be
diagnosed as FH. However, some studies have recommended using
whole-exome sequencing as an expanded and reliable diagnosis tool
for patients of negative targeted NGS but with clinical FH.

In conclusion, early diagnosis and management of FH patients
can never be over-estimated. Proactive prevention of CHD in FH
patients should be focused on raising awareness and saving lives by
increasing the rate of early diagnosis and encouraging proactive
treatment.

L T

602|17:00-17:30

BFA R #i%
aXER OREAE

Present Position Zg5%

WIBREE
E &AL
BB R MR
S EERE
#51%

E &AL
e o
PR I R

Education £

2005
gt
BISEARE AHEESR
WEBPETEHERRR
1990
B2+
BRI A S B2 MR
1983
2+
BIEEAE BB



SRBHE mESRE

HBZ A

Lipid Matters!

Guidelines
recommendations of the
management of familial
hypercholesterolemia

FHRE HEBEE | AR OEAR

Familial hypercholesterolemia (FH) is an
underdiagnosed disease despite its clinical impact
on cardiovascular outcome. Family screening is
recommended for FH cases. Risk stratification is
the first step for management of FH and
cardiovascularimaging is helpful to determine the
risk. There has been much progress in effective
LDL-C-lowering therapies in the past decade.
Intensification of LDL-C lowering therapies is
necessary to reduce the future cardiovascular risk
of FH. However, there are still many challenges in

FH management, including poor awareness,

underdiagnosis and barriers to newer therapies.

602|17:30- 18:00

FhaiE HEEE
PR A B P 1B PaF

| Present Position 52 _
ETN T

HAERE ORMER
i

BT ERThAS B
PRI R PRI

Education £FF

1996/09 - 2000/06
L
BIILRXIN A S B2
BB SR FR
1981/09 - 1988/06
B2t
SIfBBERE B2A




\ | PEREMERYIFEESE 112 FERATER -+ EALERNES FENSHHE

The Annual Scientific Meeting of Taiwan Society of Lipids & Atherosclerosis 2023 and The 22nd Taipei International Vascular Biology Symposium

The emerging therapies
for homozygous familial
hypercholesterolemia

Bz HE | Bk OREAR

Familial hypercholesterolemia (FH) is an autosomal
codominant genetic disorder of lipoprotein metabolism.
Patients can be heterozygous (HeFH) with one mutated
allele, homozygous (HoFH) with two identical mutations,
or compound heterozygous with different mutations in
each allele. HoFH is the more severe form of the disease
and is associated with extremely elevated levels of total
cholesterol and low - density lipopro - tein cholesterol
(LDL - C). These lipid abnormalities are associated with
accelerated atherosclerosis and cardiovascular disease
(CVD) and an increased risk of cardiac events and early
death. The prevalence of HoFH has been estimated to be 1
in 1 million; however, this is likely an underestimation as
the disease is substantially underdiagnosed and
undertreated. Early diagnosis and treatment are important
to reduce CVD events. Aggressive therapy with
conventional agents such as statins and ezetimibe produce
substantial reductions in LDL - C, but patients rarely reach
target goals. Apheresis should be considered in all patients
with HoFH, although LDL - C levels rapidly rebound to
baseline levels. Three recently introduced novel agents
(lomitapide, and evinacumab)—each with a unique
therapeutic mechanism and being LDL receptor
independent —have increased therapeutic options in this
difficult - to - treat population. When added to standard
therapy, these agents produce significant additional
LDL - C lowering and can potentially improve clinical
outcomes.
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What is the recommended
healthy lifestyle for my
cardiovascular disease patients
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New recommended
dyslipidemia
management in 2023
T 54T [ ALBAIEE DBAR

Cardiovascular disease (CVD) is the second leading cause of
deathin Taiwan. The prevalence of ischemic heart disease continues to
rise, highlighting the importance of effective long-term risk factor
management. Novel guidelines on lipids provide important new
advice on patient management, which should enable more clinicians
to efficiently and safely reduce CV risk through lipid modification.
These guidelines has been developed for healthcare professionals to
facilitate informed communication with individuals about their CV risk
and the benefits of adopting and sustaining a healthy lifestyle, and of
early modification of their lipid-related CV risk.

Statins have long been the mainstay of treatment for
dyslipidaemia. However, the achievement of treatment goals is poor,
with one study of high-risk patients on statins suggesting that only
20-26% and 67-77% of individuals achieve target low-density
lipoprotein cholesterol (LDL-C) levels below 1.8 or 2.6 mmol/L,
respectively. Recent advances in the development of proprotein
convertase subtilisin/kexin type 9 (PCSK9) inhibitors and small
interfering ribonucleic acid (siRNA) have changed the landscape of
pharmacotherapy for dyslipidaemia. Possible contributing factors
include adverse effects and poor daily compliance. PCSK9 inhibitors
(evolocumab and alirocumab) and siRNA directed against PCSK9
(inclisiran) provide an opportunity to reach target LDL-C levels using an
alternative mechanism of action to statins, with improved compliance
due to the potential of long-duration semi-annual dosing. Bempedoic
acid is a small molecule that inhibits ATP citrate lyase, an enzyme in
the cholesterol synthesis pathway that is upstream of the rate-limiting
enzyme HMG CoA reductase. Bempedoic acid is administered orally as
a prodrug and is activated by verylong-chain acyl-CoA synthetase-1, an
enzyme present in liver cells, but not muscle cells. This has been
considered a possible advantage in patients with statin-associated
muscle symptoms.

The updated recommendations on dyslipidemia management
in 2023 prioritize a personalized, multifaceted approach. By
considering individual risk factors and the role of emerging
pharmacological therapies, these recommendations aim to optimize
cardiovascular outcomes and reduce the burden of cardiovascular
diseases on a global scale.
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New development of
hypertension treatment
in 2023

Mk BEEM / 2165 OREAR

Globally, hypertension is the leading modifiable risk factor for
cardiovascular (CV) disease and all-cause mortality. Despite the
positive correlations between blood pressure (BP) levels and
subsequent cardiovascular (CV) events, since BP levels as low as
100/60 mmHg have been reported in numerous epidemiological
studies, the diagnostic criteria of hypertension and BP thresholds and
targets of antihypertensive therapy have largely remained at 140/90
mmHg over the past 30 years. Both the SPRINT and STEP trials
(comprising over 8,500 Caucasian/African and Chinese participants,
respectively) provided evidence to challenge the 140/90mmHg dogma.
Another hypertension management dogma is the reliance on office (or
clinic) blood pressure measurements. Despite the fact that
standardized office BP measurements have been widely
recommended and adopted in large-scale CV outcome trials, office BP
measurements have never been optimal in actual clinical practice.
Home BP monitoring (HBPM) is simple, more likely to be free of
environmental and/or emotional stress, capable of documenting
long-term BP variations, of good reproducibility and reliability, and
more correlated with hypertension-mediated organ damage (HMOD)
and CV events than routine office BP measurements. In the 2022
Taiwan Hypertension Guidelines of the Taiwan Society of Cardiology
(TSOC) and the Taiwan Hypertension Society (THS), we recommend
the definition of hypertension as 130/80 mmHg and a universal BP
target of 130/80 mmHg, based on standardized HBPM obtained using
the 722 protocol. The 722 protocol refers to duplicate blood pressure
readings taken on each occasion ("2"), twice daily ("2"), for seven days
("7"). A series of flowcharts encompassing assessment, adjustment,
and HBPM-guided hypertension management are provided to
facilitate implementation of the guidelines. Other important messages
include the following: 1) Lifestyle modification, summarized by the
mnemonic S-ABCDE, should be applied to people with elevated BP and
hypertensive patients to reduce life-time BP burden; 2) all 5 major
antihypertensive drugs (angiotensin-converting enzyme inhibitors [A],
angiotensin receptor blockers [A], -blockers [B], calcium-channel
blockers [C], and thiazide diuretics [D]) 5) Renal denervation can be
considered as an alternative strategy for lowering blood pressure
following a thorough clinical and imaging evaluation.
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New development of
stroke prevention for
atrial fibrillation in 2023

HF N, B8EW / 236548 OhREAR

Patients with atrial fibrillation (AF) were

associated with an increased risk of ischemic HF R, B2Em
stroke, which could be effectively prevented with &ibg4E LERER

oral anticoagulants (OACs). The introduction of
non-vitamin K antagonist OACs (NOACs) has

changed the landscape for stroke prevention in AF E 1]
by increasing the prescriptions rates of OACs and SLREERE DA
Bl

improved clinical outcomes of AF patients. The
structured clinical pathway, such as ABC pathway,

has been proposed and validated to improve

BRERAREAR ARER

patient care in Asia. Also, results of the i
community-based and government-endorsed AF B 37 FER B A 2
screening project in Taiwan have been published ki

B2+

which demonstrated that incorporation of AF -

screening into the preexistent adult health check
programs through co-operations with the
government was feasible. Furthermore, more data
about the use of NOACs in AF patients with end
stage renal disease undergoing hemodialysis were
available. The Non-vitamin K antagonist Oral
anticoagulants in patients with Atrial High rate
episodes (NOAH-AFNET 6) trial also provided
useful data to guide the stroke prevention strategy
in patients with atrial high rate episodes detected
by the atrial lead of the pacemaker which has not
been well studied before.




SRBHE mESRE

HBZ A

Lipid Matters!

PLENARY SESSION 7:
BAYER

9

1 e
BEER £ 65)

16:00 - 16:25 Case-Based Discussion:

Escalate Protection in Chronic Coronary
Syndrome (CCS) - What Patients can
Benefit from DPI?

16:25 - 16:40 Panel Discussion & Closing Remarks

Moderator: =g IBER / 5108EE OERE
Speaker: S 3R | ESER OEAR

16:40 - 16:50 Dinner Break
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Case-Based Discussion:
Escalate Protection in
Chronic Coronary Syndrome
(CCS) — What Patients can
Benefit from DPI?
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16:50- 17:10 New development of peripheral artery
disease treatment in 2023
17:10-17:20 Discussions

Moderator:  SREATT B&EM / Bk KEERT {OBEAIEL
Speaker: SRR AN | BI04 OEAR

17:20- 17:40 New development of diabetes treatment
in 2023

Moderator:  REATC BBEM / R KEERR (OMEEAEL
Speaker: IRIZIS B8EF / FFEEMR OIEAR

16:40 - 16:50 Discussion & Closing
Moderator: = EER / SI6EE OEAR
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New development of
diabetes treatment
in 2023

SRIRIT BRET / B ORAR

Notable updates to the 2023 Standards of Care
in Diabetes highlight that first, weight loss of up to
15% for individuals with diabetes is recommended.
Second, hypertension is now defined as a systolic
blood pressure =130 mmHg or a diastolic blood
pressure =80 mmHg. SGLT2 inhibitors are now
recommended for use in individuals with both
preserved and reduced heart failure ejection fraction.
Finerenone, a novel non-steroidal MRA t in managing
diabetes and chronic kidney disease with albuminuria
should be considered. The Standards now suggest
lower LDL goals for high-risk individuals. Also, an
expanded section on "Nonalcoholic Fatty Liver
(NAFLD)
information on its relation to diabetes. Updates in

Disease" provides comprehensive

vaccination for people with diabetes and
considerations related to diabetes and COVID-19 are
also incorporated in the 2023 Standards of Care. In
addition, the emerging clinical trials will shed light on
high-dose oral semaglutide and retatrutide, a
GIP/GLP-1/glucagon  receptor  triple  agonist.
Intriguingly, the artificial pancreas with beta cell
replacement therapies will be a particular focus on
upcoming innovations in the diabetes world. These
changes collectively reinforce the commitment to
advancing diabetes care and optimizing patient

outcomes.

603 | 17:20 - 17:50

sRIZIE EREM
FxRE O

Present Position 38

2023/08 - Present
Associate Professor,
Department of Clinical
Medicine, National
Sun Yat-sen University,
Taiwan.
2020/08 - Present
Associate Professor,
Department of Biotechnology
Southern Taiwan University
of Science and Technology,
Taiwan.

Education £FF

2019/08 - 2023/06
Ph.D.,
Graduate Institute of
Clinical Medicine,
National Cheng Kung
University, Taiwan.
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The 22nd
Taipei International Vascular Biology Symposium

RELI:
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James K. I:iao Ryuichi iViorishita Hiroshi Yoshida EE
Professor Professor Professor B
09:00 - 09:10 Opening Remarks
Moderator:  EtHE) IBER / 51684 AR
09:10 - 09:40 Role of Endothelial Regulator of G Protein

Signaling 5 in Postnatal Angiogenesis
09:40 - 09:50 Discussion

Moderator:  ZIRZE BER /| AR OEARE

Speaker: Prof. James K. Liao
Robert & Irene Flinn Professor Chair,
Department of Medicine University of Arizona,
College of Medicine
Tucson Banner University Medical Center,
USA.
(AstraZeneca Sponsorship)

09:50 - 10:20 Challenge to Medical Innovation from
Academia
10:20-10:30 Discussion

Moderator:  #EH REBIEEH | LKA OEAR
Speaker: Prof. Ryuichi Morishita /
Professor of Department of Clinical Gene Therapy,
Center of Medical Innovation and
Translational Research School of Medicine,
Osaka University,
Japan.
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Taipei International Vascular Biology Symposium

The 22nd

10:30-10:45

10:45-11:15

11:15-11:25

11:25-11:55

11:55-12:05

12:05-12:15

12:15-12:30

Poster Session (Poster Area)

Insights into clinical practice of
lipid-lowering therapy: Messages from
Japan Atherosclerosis Society (JAS)
guidelines for prevention of atherosclerotic
cardiovascular diseases 2022

Discussion

Moderator:  PREN BHEIEE [ ILEMEE ORAR

Speaker: Prof. Hiroshi Yoshida /
Professor, The Jikei University Kashiwa Hospital
Executive member of
Japan Atherosclerosis Society, Japan.

The interplay between eicosapentaenoic
acid EPA, inflammation & depression
Discussion

Moderator: EREEE HEIRE [ IREER OHEAR
Speaker: BUEE B/ ZEBk EEIRE

Closing Remarks
Moderator: HEE REIRE | EFER OEAR

Lunch Break
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Role of Endothelial Requlator
of G Protein Signaling 5 in
Postnatal Angiogenesis

Prof. James K. Liao /
University of Arizona, College of Medicine

Background: Regulator of G protein signaling (RGS)-5 belongs to the
R4/B subfamily of RGS proteins. It is a highly upregulated gene after
vascular injury, and was initially found to be a potent negative
regulator of Gag and Gal. Although RGS5 is highly abundant in
pericytes, it is also expressed in vascular endothelial cells. This makes
RGS5, a potentially important signaling molecule in mediating
vascular function, and in particular, angiogenesis.

Methods and Results: Conditional Rgs5flox/flox mice were generated
using Cre-loxP technology that targeted exon 1 of Rgs5 gene. Global
Rgs5 KO (Rgs5-/-) mice were generated by crossing PGK-Cre deleter
mice with Rgs5flox/flox mice. Endothelial Rgs5-deficient (EC-Rgs5-/-)
mice were generated using inducible endothelial-specific
VE-cadherin-Cre recombinase mice (cdh5-Cre ERT2) crossed with
conditional Rgs5flox/flox mice and induction with tamoxifen.
Following hind limb ischemia, both Rgs5-/- and EC-Rgs5-/- mice
showed reduced blood flow recovery, decreased capillary density,
greater functional impairment, and higher rates of autoamputation of
the affected limb. Defective angiogenesis and endothelial migration
were confirmed with ex-vivo and in-vitro angiogenesis assays.
Furthermore, the loss of endothelial RGS5 leads to decreased vascular
endothelial growth factor receptor (VEGFR)-2 phosphorylation and its
downstream signaling effectors. The mechanism is due, in part, to
increased SHP-1 phosphatase activity, which inhibits VEGFR2 signaling
by dephosphorylation of VEGFR2 at Tyr1175. This correlated with
increased apoptosis and decreased viability of Rgs5-deficient
endothelial cells.

Conclusions: Our findings suggest that RGS5 is a critical regulator of
VEGF signaling and postnatal angiogenesis through its modulation of
SHP-1 phosphatase activity. The impact of RGS5 in controlling
neovascularization could be quite substantial as this could be an
important therapeutic modulator for vascular occlusive disease such
as coronary and peripheral artery disease.

=

601 | 09:10 - 09:50

Prof. James K. Liao
M.D., FACP, FACC

Present Position It

2023/01 - Present
Chair,
University of Arizona,
College of Medicine
2020 - Present
Professor,
University of Arizona,
College of Medicine.

Education £FF

1985
M.D.,
University of California
San Francisco.
1981
B.S.,
Physical Chemistry,
Magna cum laude,
University of California
Los Angeles.
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Challenge to Medical
Innovation from
Academia

Prof. Ryuichi Morishita /

Department of Clinical Gene Therapy, Osaka University Medical School.

Our group has tried to develop medical innovation based
Academia research. One of our trials is to develop plasmid DNA-based
gene therapy. To promote angiogenesis in patients with critical limb
ischemia (CLI) caused by peripheral artery disease, we focused on
hepatocyte growth factor (HGF) as pro-angiogenic factors. After the
success of phase Ill clinical trial, HGF gene therapy drug, Collategene,
has been conditionally approved by PMDA in Japan. In 2022,
Collategene was submitted to formal approval in Japan as the gene
therapy drug. In addition, we recently focused on the therapeutic
vaccination which has extended its scope from infectious diseases to
chronic diseases based on plasmid DNA technology. Angiotensin (Ang)
Il vaccine for hypertension successfully attenuated the high blood
pressure in animal models (PLoS One 2013, Sci Rep 2017, Stroke 2017).
Increasing the effectiveness of drug adherence interventions may have
a great impact on the health of the population, because approximately
50% may not take medications. This poor adherence to medication
leads to increased morbidity and death. Phase I/Il clinical trial
demonstrated good safety profile and the production of antibody
against Ang II. In next step, we will start phase IlIb study to test the
anti-hypertensive efficacy.

We also developed early detection of dementia using Al-based
eye-tracking technology. Responding to the rapid rise in the number of
dementia cases is becoming increasingly urgent. A great deal of
medical evidence indicates that early diagnosis and timely
intervention lead to beneficial outcomes. A diagnostic method for the
easy and accurate detection of mild symptoms of dementia is
necessary to provide early intervention. Thus, we have developed a
novel cognitive assessment method that uses eye-tracking
technology. The method involves tracking and recording the subject’ s
gaze as they watch a series of task movies of about three minutes’
duration and using the eye-tracking data to quantify the subject’ s
cognitive function. The results correlate well with scores obtained
using a conventional cognitive test (MMSE). This easy-to-administer
cognitive assessment application for smart devices provides effective
screening for early symptoms of dementia. This eye-tracking device to
detect dementia will be launched in Japan as medical device, soon. In
this lecture, | will focus medical innovation based on Academia-driven
technology.

601 | 09:50 - 10:30

Prof. Ryuichi Morishita
M.D., Ph.D.

Present Position Zg5t

2003/03 - Present
Professor,
Department of Clinical
Gene Therapy, Osaka
University Medical School.
(Donated by Dai-ichi
Pharmaceutical)
2000/01 - Present
Visiting Professor,
The University of Hong Kong.

Education £ F

1987/04 - 1991/03
Ph.D.,
Osaka University Medical
School, Osaka, Japan.
1981/04 - 1987/03
M.D.,
Osaka University Medical
School, Osaka, Japan.
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601|10:45- 11:25
Insights into clinical practice of
lipid-lowering therapy: Messages
from Japan Atherosclerosis Society
(JAS) guidelines for prevention of
atherosclerotic cardiovascular
diseases 2022

Prof. Hiroshi Yoshida / The Jikei University Kashiwa Hospital

In Japan, cardiovascular deaths from atherosclerotic PrOf- leOShIYOShIda

cardiovascular disease (ASCVD), especially cardiac diseases M.D., Ph.D., FACP
including coronary artery disease (CAD) such as myocardial
infarction and angina pectoris, and cerebrovascular diseases such as
cerebral infarction account for about 23% of all deaths. Therefore, we
should focus on the prevention and treatment of ASCVD and these
actions will become increasingly important in the future. Since the Professor,

first publication of the Guidelines for the Treatment of Department of Laboratory
Hyperlipidemia in 1997, the Japan Atherosclerosis Society (JAS) has Medicine, The Jikei University
revised the guidelines every five years. Last year, almost at the same ..

time in Taiwan guidelines, JAS reported JAS guidelines for the School of Medicine.
prevention of atherosclerotic cardiovascular diseases 2022, and it
will be published in 2023. The main revisions in this 2022 edition are
including a cut-off value for non-fasting triglyceride (TG) for the
dyslipidemia diagnosis and ASCVD risk control, a risk score derived
from Hisayama study to assess the absolute risk of ASCVD for
establishing lipid management targets, the strict target less than 100
mg/dL for low-density lipoprotein (LDL) cholesterol (LDL-C)
management in patients with diabetes with peripheral arterial
disease, microangiopathy complications, or smoking, and also the
stringent target less than 70 mg/dL for LDL-C control in secondary
prevention patients with acute coronary syndrome, familial
hypercholesterolemia, diabetes and complications of CAD and
atherothrombotic cerebral infarction.

A meta-analysis by the CTT (cholesterol treatment trialists)
Collaboration of large-scale clinical trials conducted overseas using
statins showed that the incidence rate of ASCVD decreased in
proportion to the amount of reduction in LDL-C levels regardless of
the individual's absolute risk, history of CAD and LDL-C levels prior to
treatment initiation. In primary prevention, LDL-C control is "the
lower, the better" in preventing cardiovascular events in high-risk
patients as reported previously. In secondary prevention, REAL-CAD
study with pitavastain in Japan showed a significant ASCVD
suppression of 19% in the high-dose group compared to the
low-dose group.

Here, | would talk about the JAS guidelines 2022 and some
updated evidence of clinical studies for LDL-C lowering and ASCVD
risk.
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The interplay between
eicosapentaenoic acid
EPA, inflammation &
depression

FOE BB KBk AREIRkE

The increasing global burden calls for the development
of novel approaches to tackle unmet needs in prevention and
treatment of depression underlying biological, psychological
and social dysregulations. Depressed patients with chronic
low-grade inflammation might be classified as a subgroup of
major depressive disorder (MDD); therefore, looking for
antidepressant therapies from anti-inflammatory pathways
could improve treatment effectiveness for this subgroup of
patients. Omega-3 (or n-3) polyunsaturated fatty acids (PUFASs)
are anti-inflammatory both in peripheral organs and central
nervous systems and have clinically applied in the treatment
and prevention of depression, cardiovascular diseases,
dyslipidaemia, diabetes and arthritis. Anthropological studies
suggest that human beings evolved to a modern diet with less
than one-tenth of omega-3 to omega-6 PUFAs intake ratio,
which leads to a constitutional bias toward chronic systemic
inflammatory status to explain dramatically increasing of
depression and chronic medical illnesses in modern world. The
presentation is to provide our recent clinical and pre-clinical
studies and an overview about the role of inflammation in “
mind-body” comorbidity and present anti-inflammatory
mechanisms by which n-3 PUFAs, especially eicosapentaenoic
acid (EPA), may orchestrate the molecular and cellular functions

and facilitate the therapeutic pathways in chronic medical

illnesses and depression.

601|11:25-12:05
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Present Position Zg5t

Professor and Deputy
Superintendent,
An-Nan Hospital,
China Medical University,
Tainan, Taiwan.
PI,
Mind-Body Interface
Research Center (MBI-Lab),
China Medical University
Hospital, Taichung, Taiwan.

Education £FF

Ph.D.,
Institute of Psychiatry,
King’ s College London, UK.
M.D.,
Kaohsiung Medical College,
Kaohsiung, Taiwan.
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LUNCHEON SYMPOSIUM 1
Viatris

12:30- 12:35 Opening Remarks
Moderator: HERE SFESR / MORE AR

12:35-13:05 Lipid lowering: Past, Present and Future
13:05-13:10 Panel Discussion & Closing Remarks

Moderator: HERE SFESR / MORE AR
Speaker: FEZ B/ SPEE AR
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601 | 12:35 - 13:10

Lipid lowering: Past,
Present and Future

T2 BN | 55 LRk

Cardiovascular disease, including

atherosclerotic cardiovascular disease

. . . FE 5= BED
(ASCVD), is one of the major leading causes of ox ik AR

death in Taiwan. The causal link of LDL-C and
ASCVD was further proved in many clinical

FRERED

SrhgEsE DERE

Education £

, , B2t
improve CV outcomes. Recently, Taiwan EEASEEE

trials showing that intensive reduction of
LDL-C is an effective therapy to attenuate the

progression of coronary atherosclerosis and

Society of Lipids and Atherosclerosis
associated with various Taiwanese societies to
publish and update the lipid guidelines for high
risk patients.

In high risk patients, coronary artery disease
(CAD) / acute coronary syndrome (ACS),
peripheral artery disease (PAD) and ischemic
stroke based on the scientific evidence from
recently published clinical trials recommended
LDL target-C less than 70mg/dL would have
better outcomes. Statin played a big role in

lipid-lowering strategy.
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LUNCHEON SYMPOSIUM 2
Sanofi

13:10-13:15 Opening Remarks
Moderator: $ES ¥i% / PULIMEE OERER

13:15-13:40 Illuminating benefit of PCSK9i in
CAD patients with dyslipidemia
13:40 - 13:45 Panel Discussion

Moderator:  $HE & #i% / PULMEE DEEAR
Speaker: PHaZR BRET / FRTTR(E OREAR

13:45 - 13:50 Closing Remarks
Moderator:  HEIS #i% / PLUKIE OEEAE

13:50 - 14:00 Coffee Break
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llluminating benefit of
PCSK9iin CAD patients
with dyslipidemia

iR B0 / T TTRE OREAR
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14:00 - 14:05 Opening Remarks
Moderator:  #&HIEE #i% | MORE DA

@3 14:05-14:25 PB B E53 ph PS BY BR {7 -
{EPBBF 3 i B F0 s PEIEF
14:25 - 14:30 Discussion

Moderator:  #HEE 8% | MORE AT
Speaker: SR B/ MORE OEEARR

@® 14:30-14:50 R E F T R EMAHAVEES-
EERERER
14:50 - 14:55 Discussion

Moderator:  PFRIAF IEE | R AEERR OMEAT
Speaker: FEIW EE / KRBT —RRIM
d® 14:55-15:15 N E & e EEFIBY B R B Px-
FImASE m IRz

15:15-15:20 Discussion

Moderator:  E#Xk BIHER [ MORE OiEAR
Speaker: Hie%E B /| MO RE XER

15:20 - 15:30 Closing Remarks
Moderator:  EF& BE [ SR KMIE OEEAR
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09:00 - 09:10 Opening Remarks
Moderator: 43 B55 | SFREE LEEAR

WeP 09:10 - 09:40 Precision renal and cardiovascular nutrition
and gut microbiota
09:40 - 09:50 Discussion

Moderator:  #H4E3Z B55 / ‘*EF'%%% D fERF
Speaker: HBH BER/ at&E ARl

Wed 09:50-10:20 Using polygenetic risk score to identify diet
associated high CVMD risk individuals
10:20 - 10:30 Discussion

Moderator:  BXGHE IBEH [ IR EYIBRHIEER
Speaker: ZER 81/ PHAREE M

10:30-10:45 Poster Session (Poster Area)

s» 10:45-11:15 Using nutritional biochemistry and

food frequency questionnaire to identify
individual dietary and nutritional problems
associated with CYMD

11:15-11:25 Discussion

Moderator: E4%45 I3EH | hEREMASRHARE(CE
Speaker: FBIGH IBE | PR B 2R ZFRFR

Ly 11:25-11:55 Precision dietetics
11:55-12:15 Discussion and Closing

Moderator: ¥—E I2F/ EEBEiR E8BE2d)
Speaker: RS X/ e XKBRERE

12:15-12:30 Lunch Break
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Precision renal and
cardiovascular nutrition
and gut microbiota

AR PR/ SILEE AR

Cardiovascular disease (CVD) is prevalent and is associated
with poor prognosis in patients with chronic kidney disease (CKD).
Traditional risk factors for the general population, such as diabetes
mellitus, hypertension, and dyslipidemia, are more common in
patients with CKD but cannot fully explain the increased risk of CVD in
this population. Accumulating data suggest that the uremic milieu
itself plays a critical role in the development and progression of CVD.
CKD markedly alters the gut microbiota, with overgrowth of bacteria
that produce uremic toxins. Indoxyl sulfate is among the most
representative gut - derived uremic toxins and has been frequently
implicated as a contributor to the pathogenesis of CVD in CKD. Indoxyl
sulfate is converted from indole, a gut bacterial metabolite of dietary
tryptophan, by CYP2E1 and SULT1Al in the liver. The majority of
studies have assessed indoxyl sulfate toxicity in cultured cells and
animal models. However, human data have been conflicting with
regard to the association between indoxyl sulfate and CVD risk.
Moreover, the benefit of using orally administered adsorbents to
reduce indoxyl sulfate levels in unselected CKD patients was not
supported by the results from recent large randomized controlled
trials. We therefore established an oral tryptophan loading test (TLT) by
using a fixed loading dose of tryptophan to simulate dietary
tryptophan consumption. The indoxyl sulfate-producing phenotype
identified by the TLT may serve as a CVD risk biomarker in CKD
patients. High indoxyl sulfate producers are likely to be at a greater risk
of CVD and may be more likely to respond to adsorbent therapy. In
addition, the TLT may serve as a personalized dietary guidance for
patients with CKD. To decrease the CVD risk, high indoxyl sulfate
producers should avoid consuming foods that contain elevated levels
of tryptophan. To simplify the TLT, a prediction model will be
constructed based on the individual producing capacity of indoxyl
sulfate as contributed by gut microbiota and liver enzymes. This will be
a breakthrough in the field of precision medicine for the nutritional
management in CKD.
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Using Polygenetic risk
score to identify diet
associated high CVMD
risk individuals

SR WL | R B SR ZE AR

Background: Obesity has become a major global public health
concern, recognized as an independent risk factor for cardiovascular
disease. The rising prevalence of obesity, particularly in Taiwan,
underscores the need for proactive measures. Genetic factors play a
crucial role in obesity development, emphasizing the potential for
personalized risk prediction. Polygenic risk scores (PRS) offer a
promising avenue for predicting clinical outcomes, yet existing studies
on obesity-related genetic markers primarily focus on Western
populations, limiting their relevance for Asians and Chinese.
Furthermore, gender-specific influences on obesity-related genetic
markers require examination.

Methods: In this investigation, we curated 6,056 obesity-related single
nucleotide polymorphisms (SNPs) from 284 sources. Leveraging
biological data from the Taiwan Biobank encompassing 68,960
Chinese individuals (20,693 males and 46,158 females), we identified
191 male-specific and 378 female-specific SNPs. After culling SNPs
with high linkage disequilibrium (R2 > 0.8) and lacking statistical
significance (p-value > 0.01) in the Chinese population, these SNPs
were integrated into gender-specific polygenic risk scores (PRS). An
independent validation set comprising 27,701 participants (13,806
males and 13,895 females) was employed to verify the robustness of
the PRS.

Results: Stratified into deciles, the highest PRS tier exhibited
significant correlations with obesity (BMI = 24) for both males (OR =
4.35, p < 0.0001) and females (OR = 5.22, p < 0.0001). For morbid
obesity (BMI = 35), the OR surged to 14.69 (p < 0.0001) in males and
26.04 (p <0.0001) in females. In the independent validation set, robust
confirmation emerged for PRS-obesity associations, yielding ORs of
2.26 (p < 0.0001) in males and 2.5 (p < 0.0001) in females for obesity.
Corresponding ORs for severe obesity were 2.86 (p = 0.0048) in males
and 5.29 (p =0.0007) in females.

Conclusion: This study introduces and validates gender-specific PRS
for predicting obesity risk in Chinese males and females. These risk
scores hold promise for early identification.
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Using nutritional
biochemistry and food
frequency questionnaire to
identify individual dietary
and nutritional problems
associated with CVMD
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Precision dietetics
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Precision dietetics stands as a promising
paradigm for advancing cardiovascular disease
(CVD) prevention through tailored dietary
recommendations. Consensus among
healthcare professionals underscores the
inadequacy of a one-size-fits-all diet,
highlighting the importance of categorizing
individuals into distinct subgroups based on
their unique CVD risk factors and
responsiveness to food and nutrients. The
implementation of personalized dietary
strategies holds the potential to enhance
adherence, effectiveness, and overall quality of
life. Emerging evidence has elucidated the
intricate interplay between DNA methylation
and nutritional status across various life
stages, encompassing fetal development, early
life, and adulthood. Considering the dynamic
and modifiable nature of DNA methylation, it
could be a target for future precision dietary

interventions aimed at both preventing and

treating cardiometabolic diseases.
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Hyperlipidemia is a growing concern in Taiwan, with rates
exceeding 25%.1 Unfortunately, LDL-C achievement rates in Taiwan
are relatively low. Medical societies in Taiwan have updated treatment
goals for high-risk and very-high-risk patients, highlighting the
importance of reducing LDL-C by over 50%.2,3

The 2019 ACC/AHA guideline recommends an LDL-C goal of
<55mg/dL and at least 50% reduction from baseline for very-high-risk
patients. Moderate and severe CKD patients are classified as high-risk
and very-high-risk for cardiovascular occurrences. Statins or
statin/ezetimibe combination therapy is recommended for patients
with non-dialysis-dependent stage 3-5 CKD.4 For high-risk and
very-high-risk patients, the 2021 EAS Practical Guidance taskforce
recommends upfront combination high-intensity statin-ezetimibe
therapy, which allows for patients to reach their target as early as
possible with a favorable impact on cardiovascular outcomes.5

To address the challenges of the Statin Rule of 6 in achieving
LDL-C goals, ezetimibe in combination with a statin leads to greater
LDL-C reductions.6 A high-intensity statin plus different lipid treatment
will be more efficient in achieving lipid targets. Ezetimibe blocks
NPC1L1 on the surface of intestinal cells, while ezetimibe and statins
have complementary modes of action.

Several studies have addressed the powerful efficacy of
atorvastatin/ezetimibe. Atorvastatin/ezetimibe leads to a significant
decrease in LDL-C levels compared to monotherapy. In the PACE study,
atorvastatin/ezetimibe resulted in a higher proportion of patients
achieving their lipid goal after 6 weeks of therapy.7

Although there are several lipid treatment decisions for CKD
patients, choosing the appropriate lipid treatment for CKD stage 3-5
patients is crucial. The International Kidney Report shows that 37% of
CKD patients should receive lipid-lowering treatment but don't, and
51% of CKD patients do not control their lipid levels well.8
Combination treatment can significantly increase the achievement
rate. To choose the appropriate treatment, atorvastatin/ezetimibe
provides a potent and safe option for a broader patient population.

In conclusion, according to current treatment guidance and
relevant studies, lipid treatment should be tailored to a patient's
potential CV risks and underline diseases. Lipid management should
be powerful and carefully prescribed along with a patient's renal
function, with atorvastatin/ezetimibe combination therapy being a
preferred option beyond mono-statin therapy for patients who need to
closely monitor their LDL-C goals.
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in Taiwan
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New Strategies and
Technologies in
Controlling Diabetes
Dyslipidemia

RIEE BT | SHRE A WHERAHR

Dyslipidemia among individuals living
with type 2 diabetes (T2D) remains
inadequately managed on a global scale, with
just around a quarter of patients achieving the
desired target for low-density lipoprotein
cholesterol (LDL-C) levels. Several factors
contribute to this situation, encompassing
physician inertia within both diabetologists
and cardiologists, nonadherence to therapy, as
well as suboptimal utilization and dosing of
lipid-lowering medications due to
inappropriate  cardiovascular  (CV)  risk
assessment.

Recent years have seen extensive
discourse regarding the risk stratification of
patients living with T2D, with compelling
indications that all individuals with diabetes
should be classified as being at least at a high
risk of cardiovascular disease (CVD).

Furthermore, the emergence of lipid-lowering
drugs that not only effectively lower LDL-C
levels without elevating the risk of new-onset
diabetes (NOD) or glucose impairment, but in
certain cases, even contribute to improved
glucose control, has reshaped the landscape.

602 | 14:30 - 14:55

RIS BE AT
=i RE
53 bR AU L

BEE
SiERE ADBERBRA T
REEEM
SiERE PR HE

st
hEBEAS BEA




A FERENERDFELSE 112 FEAATEE =+ —RALERLER FENSHHE

'/*"The Annual Scientific Meeting of Taiwan Society of Lipids & Atherosclerosis 2023 and The 22nd Taipei International Vascular Biology Symposium

Best Practice of Lipid
Control in Diabetes
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Phosphoprotein modulations
of vascular endothelial
functions and atherosclerosis
development under flow
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Atherosclerosis preferentially develops in arterial
branches and curvatures where vascular endothelium is
exposed to disturbed flow. This study aims at elucidating
the effects of disturbed flow on the regulation of vascular
endothelial phosphoproteins and their contribution to and
therapeutic application in atherogenesis. This study used a
combination ~ of  porcine = models, large-scale
phosphoproteomics, transgenic mice, and clinical
specimens to discover novel site-specific phosphorylation
alterations induced by disturbed flow in endothelial cells
(ECs). Through large-scale phosphoproteomics analysis of
native endothelium from disturbed (athero-susceptible)
vs. pulsatile flow (athero-resistant) regions of porcine
aortas, we have identified a novel atherosclerosis-related
phosphoprotein vinculin (VCL) whose phosphorylation at
serine 721 (VCLS721p) is induced by disturbed flow. This
VCLS721p is mediated by G-protein-coupled receptor
kinase 2 (GRK2)S29p and induces an inactive form of VCL
with a closed conformation, leading to
VE-cadherin/catenin complex disruption to enhance
endothelial permeability and atherosclerosis. Generation
of novel transgenic mice bearing endothelial-specific
overexpression of S721-non-phosphorylatable VCL mutant
in apolipoprotein E-deficient (ApoE-/-) mice confirms the
critical role of VCLS721p in promoting atherosclerosis.
Administration of a GRK2 inhibitor to ApoE-/- mice inhibits
plaque formation via inhibiting endothelial VCLS721p.
Investigations on clinical specimens from patients with
coronary artery disease (CAD) demonstrate that
endothelial VCLS721p is a critical clinicopathological
biomarker for atherosclerosis progression, and that the
serum VCLS721p level is a promising biomarker for CAD
diagnosis. Our findings suggest that endothelial VCLS721p
is a valuable hemodynamic-based target for clinical
assessment and treatment of vascular disorders resulting
from atherosclerosis.
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Endothelial-derived
5-methoxytryptophan as an
arsenal against
atherosclerotic arterial
calcification
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The main underlying cause of cardiovascular disease
is atherosclerosis and atherosclerotic calcification which
have been recognized as a chronic inflammatory disease.
5-MTP is a newly discovered anti-inflammatory tryptophan
metabolite which acts as a circulating autacoid to defend
against systemic inflammation, It is an interesting issue to
investigate the physiological role of 5-MTP in cardiovascular
diseases. The results revealed that an obvious neointimal
lesion, atherosclerotic chondrogenic differentiation, and
calcification occurred in the aortic sections of ApoE” mice fed
HFD, which was accompanied by decreasing 5-MTP level
compared with those of Chow diet-fed ApoE” mice.
Corresponding to the 5-MTP reduction in vascular cells,
plasma 5-MTP levels in HFD-fed ApoE”~ mice were
significantly lower than that in ApoE~ mice fed control chow.
Notably, HFD-mediated atherosclerotic chondrogenesis and
calcification and downregulation of 5-MTP in the
atherosclerotic lesion of ApoE” mice were concurrently
prevented in ApoE”"TIr2”~ mice. This suggests that HFD
reduces vascular 5-MTP production via TLR2. Intraperitoneal
injection of 5-MTP or its analog into ApoE™ mice fed HFD
reduced aortic atherosclerotic lesions and calcification which
was accompanied by a reduction of chondrogenesis and
calcium deposition. The mechanistic results suggest that
5-MTP is a vascular arsenal against atherosclerosis and
calcification by inhibiting TLR2-mediated VSMC phenotypic
switch to chondrocytes and the consequent calcification.
5-MTP exerts these effects by blocking p38 MAPK activation
and inhibiting CREB and NF-kB transactivation activity. These
results suggest that endothelium-derived 5-MTP may be a
valuable lead compound for developing new
chemoprevention approaches against atherosclerotic
progression and calcification.
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Aortic stiffness and
aortic aneurysm
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Abdominal aortic aneurysm (AAA) is a
relatively common disease that exhibits
progressive dilation of abdominal aorta with a
high prevalence of death due to aortic rupture.
A major histopathological hallmark of AAA is
the severs degeneration of aortic media with
loss of vascular smooth muscle cells (VSMCs),
which are the main source of extracellular
matrix (ECM) proteins. Recent studies suggest
loss of integrity and changes of tissue stiffness
are key features of AAA development. In this
presentation, we will dissect the cause of AAA
from the aspects of elastic fiber integrity and
compensatory collagen deposition influenced
by different
transcriptional

molecules, including a

factor peroxisome
proliferator-activated receptor y (PPARy) and a
membrane coreceptor tumor endothelial
marker 1 (TEM1). Our studies reveal the
importance of proper elastogenesis and
appropriate collagen deposition in the

therapeutics against AAA development.
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The change of lipid
profiles in patients with
advanced CKD

MBI B&EM [ AUAERRE —AR AR

Patients with advanced CKD (chronic kidney
disease) often have dyslipidemia, which is an
abnormal level of lipids in the blood. The most
common lipid abnormalities in CKD are
hypertriglyceridemia (high levels of triglycerides) and
low levels of HDL-cholesterol (the good cholesterol).
LDL-cholesterol (the bad cholesterol) levels may be
normal or slightly elevated, but they are more likely to
be oxidized and atherogenic (causing plaque buildup
in the arteries).

Dyslipidemia in CKD is caused by various
factors, such as impaired lipid metabolism,
inflammation, oxidative stress, uremic toxins,
hormonal changes, and medication use. Dyslipidemia
contributes to the increased risk of cardiovascular
disease (CVD), which is the leading cause of death in
CKD patients. Therefore, managing dyslipidemia is
important for preventing CVD and improving
outcomes in CKD patients.

The optimal treatment strategy for dyslipidemia
in CKD patients is not well established, but it may
include lifestyle modifications, pharmacological
interventions, and renal replacement therapy. Statins
are the main class of drugs used to lower
LDL-cholesterol and reduce CVD events in CKD
patients who are not on dialysis.
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What happens in vascular
pathophysiology in
patients with advanced
CKD

BIEESC BEM [ AR CEAE

Chronic kidney disease (CKD) has been
proven as an independent risk factor for car-
diovascular diseases. It may be because ac-
cumulation of uremic toxins, chronic inflam-
mation, and oxidative stress increase cardio-
vascular risk, in particular atherosclerosis
and vascular calcification (VC). VC is a multi-
factorial, cell-mediated process which may
induce a phenotype switch of vascular
smooth muscle cells to osteoblast-like cells.
Moreover, intercellular communication path-
ways and microRNAs represent key mecha-
nisms in VC. It is emphasized that vascular
alterations and more recently discovered mo-
lecular pathways may present possible new

therapeutic targets.
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Lipid Management for
Primary Prevention:
Update for Pitavastatin
TSR B0 | SARERE LMPOR)

Taiwan Society of Lipids & Atherosclerosis revised the

"Taiwan lipid guidelines for Primary Prevention" in 2022. This 51;5.;% %Eﬂi
revision introduced new definitions of risk factors, including S ACEERS DB R
7T

Metabolic Syndrome as the sixth risk factor. Additionally,
patients with CKD, DM, and LDL-C levels greater than 190mg/dL

were categorized as high-risk primary prevention patients. The Present Position L2

recommended target for LDL-C control in high-risk primary LB
prevention patients was set at below 100mg/dL. Furthermore, EHABES LB
patients with lower cardiovascular risk were divided into three S A BR T

tiers. Patients with two risk factors saw their initial LDL-C kB

treatment target lowered from 130mg/dL to 115mg/dL. Those
with one risk factor had their target lowered from 160mg/dL to
130mg/dL, while patients with no risk factors had their target
lowered from 190mg/dL to 160mg/dL. B2L

Statin medications are widely used in patients with high EIRVASP: P - F 3
cholesterol and high blood lipids. Numerous studies have
shown that statins effectively lower LDL-C levels and reduce the
occurrence of cardiovascular diseases. However, for patients in
primary prevention, not only efficacy but also safety should be
considered. Multiple research studies have indicated that with
longer duration and higher dosages of statin use, the risk of
developing new-onset diabetes increases. Muscle pain is also a
common side effect of statins. Therefore, should we not
prioritize choosing statins that balance both safety and efficacy
for primary prevention patients?

In addition to guiding physicians to provide the most
appropriate clinical treatment recommendations based on the
guidelines, it is hoped that the "Taiwan lipid guidelines for
Primary Prevention" will enhance the quality of lipid treatment,
improve the prognosis of cardiovascular disease treatment for
the population, and place greater emphasis on protection
through primary prevention. The earlier, the better.
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How to select the lipid
lowering therapy-
The future

REE HER [ ERER OEAR

Dyslipidemia, especially low- and high-density lipoprotein
cholesterol (LDL-C), causes atherosclerotic cardiovascular disease and
increases the risk of myocardial infarction and stroke. Statins, a class of
drugs that exert their effects by inhibiting HMG-CoA reductase have
been the mainstay of therapy for the primary prevention of
cardiovascular disease and lipids reduction. However, they are
associated with side effects, most commonly myopathy and myalgias,
despite their proven efficacy. Beyond LDL cholesterol, also other lipid
mediators contribute to cardiovascular risk, such as small dense LDL,
high-density lipoprotein cholesterol, lipoprotein (a), triglycerides as
well as fatty acids and derivatives. Over the previous decades, several
lipid-lowering therapies, both as monotherapy and adjuncts to statin
therapy and lipid-targeting gene therapy, have emerged, thus
redefining how we treat dyslipidemia. These drugs include bile acids
sequestrants, fibrates, nicotinic acid, ezetimibe, bempedoic acid,
volanesoren, evinacumab, and the PCSK 9 Inhibitors evolocumab and
alirocumab. Emerging gene-based therapy includes small interfering
RNAs, antisense oligonucleotides, adeno-associated virus vectors,
CRISPR/Cas9 based therapeutics, and non-coding RNA therapy. Of all
these therapies, bempedoic acid works most like statins by working
through a similar pathway to decrease cholesterol levels. However, it is
not associated with myopathy. The safety profile of most current
RNA-based lipid therapies is acceptable but adverse events associated
with various therapies targeting lipid pathways have included injection
site reactions, inflammatory reactions, hepatic steatosis and
thrombocytopenia. Overall, although statins continue to be the gold
standard, non-statin therapies are set to play an increasingly
important role in managing dyslipidemia.

This talk will explore the mechanistic insights into the roles of
these therapies in pathological processes impacting on cardiovascular
disease, examines recent advances and emerging research. Emerging
therapeutic strategies to reduce lipid-induced cardiovascular burden
will be discussed. While the body of evidence for these novel therapies
is expanding, clinical experience with these therapies is currently
limited in duration and the results of long-term studies are eagerly
awaited.
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