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* Park (MZCH &4 % 1 =) says the country’s leading
conglomerates, or chaebol, many of which are now overseen by
the third generation of their founding families, have drifted from
a “growth mindset” born of hunger towards an “incumbent
mindset” born of complacency.

» Of the other 37 OECD member countries, only Greece, Chile,
Mexico and Colombia have lower workforce productivity.
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intrinsic value intrinsic capacity intrinsic value * multiples
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>,
> ¢
Z &
26-45M| SH9| =3} & = (Pace of Aging)

Lotatst 7Hd (H2 AM7| k2t HlE > 7| HiHY

(age 45 —age 13)

(age 45 — age 38)

(age 45 — age 38)

(age 45 — age 38)

Elliot et al, Nat Aging, 2021
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Jang et al, Jama Netw, 2023
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* Rapa + Acarbose : 34% (M), 28% (F), median lifespan,
PMID 36179270

9% (M), 14% (F), 90% mortality
PMID 19587680

10% (M), 18% (F), median lifespan
PMID 20974732

19% (M), median lifespan
PMID 27312235

17% (M), 5% (F), median lifespan
PMID 30688027

14% (M), median lifespan
PMID 32990681
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(Belsky et al, Gerontol A Biol Sci Med Sci, 2018) (Fitzgerald et al, Aging. 2021)
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Mobility Mentation
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Medical issues
(HZ et o= 0| 8)
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Levy et al, Journal of Personality and Social Psychology, 2002
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Hong et al, DMJ, 2021
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(Greer et al, Nat Comm, 2013)

1t k| L3}

(A) (8)
15 75 0.014\d / CtRIQEETH)
b )
5= =
EJPI;% 10 ;Lz}j) 5.0
TN N
0'|I1]K|0 Klo
M 5 o 25
ol H
H H
0 0 : . : :
R X R X X
30CH 4o soCi  eoCH AR A A A
V§EsE
N
(AE) (K| 10022t HE £0| BT

(Guggenmos et al, Transl. Psychiatry, 2017)
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]-8-1: ¥ 73 -Current state of older population in Japan

(%)

59.3

1.6

Trends in the older population (As of Sept/15/2023)

Fa39) Qo4 2HFAVF Y A (20234)

)

(Statistics Burcau,
Ministry of Internal
Affairs and
Communications,
2023)

Comparison between young-old
and old-old age group

Healthy Frail

Active Required long-term care
Good social Low muscle mass
networks (Sarcopenia)

High work Dementia

motivation (Cognitive impairment)

LE: S0 240 =2 08
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2007
EnEPN -]

oo || 2
NCGG 412

19724
™G &8

2

~ 1994
o I ALS
o 1970 el
0 NHEBIALS

H e

ZUFALS 0l CHHIGHI| S8t cohort S&HT

2017t £ E, Integrated Longitudinal Studies on Aging in JAPAN (12 cohort)
1. Data collection (Cross and longitudinal)

2. Primary outcomes: ADL and IADL, Frailty, Sarcopenia, Cognitive function

Tsumagoi Longitudinal Study ] ._'.’ -

Kusatsu Longitudinal Study
Koto Inetyo Cohort - —

JAGES Cohort \
" g \ - ar Hatoyama Cohort

§ ' Road Study
.\ Itabashi Otassha Cohort
- NCGG-SGS Cohort
: Tarumizu Cohort

Nangaimura Cohort

Kashiwa Cohort

NCGG-LSA Cohort

WE 2. MXE, ASIE, QIXE, 2240 Wt
Frailty

demographic

Tiving

weight loss *Depressive symptoms
*Exhaustion *Mental health Disability
*Reduced handgrip
strength

*Perceived health
*Limited walking

" [Excessive health care
*Disturbed balance — utilization

Biological =Hearing impairment
| ,| | =Vision impairment —

Life events I Death

Cognitive g Social |

-Memor -Loneliness -
Frovidin .sp”dry Little social support - Oral -
roiding, - Flexibili =Low social participation Physical -~ Social
informal care Eesbikiy Ll = .

Cognitive

L, [ Health care Model of frailty in Japan

and assistance

Adapted version of integral conceptual model of frailty
(van Oostrom et al. BMC Geriairics 17: 196, DOI 10.1186,2017)
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(1) Physical frailty-defining criteria: Japanese version of CHS

Characteristics Japanese version of CHS
Weight loss . Have you lost 2 kg or more in the past 6 months? Yes=1,No=0
Exhaustion . In the past 2 weeks have you felt tired without a reason ? Yes =1, No =0 SamkoS, et ol
Low Physical Activity 1) Do you engage in moderate levels of physical exercise or sports aimed at health? Geriatr
2) Do you engage in low levels of physical exercise aimed at health? "No” to both Q=1, others=0 Gerontol Int
Slowness Gait speed < 1.0 m/s 2020; 20(10);
Weakness Grip strength  Men: <28 kg, Women: < 18 kg 992-993.
Diabetes
Nursing home Fractures
placement S
H
g g g £=4.264
3 P=0.039
Knee OA
Dementia Disabilities
g
= x z
o 3 z
g £=8.381
= P=0.004
(2) Social frailty
(%)
Questions to assess social frailty
(D Going out less frequently compared with last year (yes)
Visiting friends sometimes (no)
Feeling helpful to friends or family (no)
@ Living alone (yes)
(® Talking with someone every day (no)
— 2 Or more criteria responses were considered to be frail Prefrail  Frail
H Makizako et al, JAMDA 16: 1003.¢7-1003.e11, 2015 Prevalence
A2 5 Al At 22
Makizako H, et al, JAMDA 16: e7-el1, 2015 Garre-Olmo N, et al, Age

Teo N, et al, JAMDA 18: el3-el9, 2017
o o Aging 42: 46-51, 2013

487 x4 ob%

F2AAH2A2RI: 8020 Campaign Concept

9 HIg 80202502 HIgH A E 2|09t 20|
B vl B 30| BODLE A1 ot o -

In Japan, one of the most
important strategies for
clderly oral health
promotion was the 8020
campaign which started in
. The purpose of this
campaign was not only to
Keep the number of teeth
but also to retain their
chewing ability.

T A717t oLt , 1 S A5H= AFEIO| MR XIO| BECE - soinaxts sooi wutol Hlsh et of4t -
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al functio:

4 stages

Oral hypofunction in the older population: Position paper of the Japanese Society of
Gerodontology in 2016

Oral healthy

Focused on oral
function and
created a
conceptual
diagram divided
into 4 stages:
healthy state,
oral frailty, oral
hypofunction
and oral

\_ ) dysfunction.

2] =X}
FAINSTOH Minakuchi S, etal.

Gerodontology.
2018:35:317-324.

E =T )

(3) Oral frailty

| Janes

1. H0l”A= XXIOks
B 2 HESY
3. 7Y 28Js
4. 5 &3
= 5. gos 24 43 of2is
6. MLIAZ A3(7] ofgig Oral frailty status

Defined oral non-frailty as no poor status in the six targeted measures, oral prefrail status as poor status in 1 or 2
measures, and oral frailty status as poor status in three or more of the six targeting measures.

The Kashiwa study

Baseline oral frailty status predicting new onsets of physical frailty, sarcopenia, disability, and mortality
Tanaka T, et al. ] Gerontol Med Sci, 2017

(4) Cogn

1. Definition: Dphysical frailty + MCI, @No dementia (Kelaidi E, et l. J Nutr Health Aging 17: 726-734, 2013)
2.Subjects: The data of 1192 people aged 270 years without missing data was analyzed.

g S g
5 L S
5 % g
s £ 5
3 5 S
5 2 8
& &
Number of frailty criteria MMSE score Prevalence of cognitive frailty
* 2= *r=14.148
= i _ i
& &
g g
g g
& &
IADL disability, yes Falls in previous year, yes

Kim H, et al: GGI 19: 647-653, 2019

20243 N7kt &=H
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| Clinical guide for frailty |

Guest Editors: Shosuke Satake, Hidenori Arai

2018 — 2020
“This publication has been supported by The Japanese Association on Sarcopenia and Frailty, The
Japan Geriatrics Society and National Center for Geriatrics and Gerontology (NCGG) (Japan).

CLINICAL GUIDES

Chapter 1 Frailty: Definition, di is, epidemiology
|::> Chapter 2 Frailty concepts

Chapter 3 Frailty prevention

Chapter 4 Frailty and specific disease

Statement

CQI5:Isn < Single nutritional interventions, suchas ~ * L hREB
utritional in  nutrition education and nutritional * ELiIGRL:A
tervention e supplementation, can be weakly
ffective aga ~ recommended for frailty.
inst frailty?  We recommend physical exercise therapy

in combination with nutritional

supplementation for frailty.

(Kuzuya M, et al, Geriatr Gerontol Int, 20: 20-24, 2020)

Management of frailty

Currently, there are no approved medications for treating frailty

Exercise and nutritional intervention for frailty treatment

‘ Baseline survey: Community-dwelling elderly women >72 years, n=1,835

Frailty was defined as three or more of
the following inclusion criteria; weight

loss, ion, weakness, slow
. Frail: 331/1,683 (19.7%) | | et maiovpisicn

| Randomization: 131/331 (39.6%) |

* Post-intervention

Ny * Follow-up
L e
" P=0.035

ExtMFGM>MFGM, P ExtMFGM, Ex+P>P

Reversal rates of frailty at post-intervention and follow-up

Kim H, et al: PLOS ONE, 2015;10(2):¢0116256

20243 MI7A E=H st=H0ILt 31
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Effect of an Oral Frailty Measures Program on Community-Dwelling Elderly
People: A Cluster-Randomized Controlled Trial

1 Interention: 51 patents,conrol: 32 patiens. A 12-week program n heinervention group,and did o recsive any servic beten the 12-and 24-week assessments
2. The program involved oral exercises, g training, dic training,

Effect of the intervention at post- and follow-up

x; BMR, basal metabolic rate; CC, calfcircumfer

ere RSST, reptiive salva swllo
Senificant diffeence was deteeted between bascline and follow-up

fant diference was detected

Mk Shirobe, et al., Gerontology 2021 Jul 9; 68(4): 377-386.

Systematic review and meta-anal
1. Prevalence of multimorbi
72% (95% C1 63% to 81%)
2. Multimorbidity was associated with frailty
(OR=2.27, 95%CI=1.97-2.62)
Vetrano D, et al. J Gerontol Med Sci, 74(5), 2018

in frail individual was

Cohort study (3 years follow-up): Is polypharmacy
associated with frailty. Incidence of frailty within 3
years:
59 drugs OR=1.85 (1.24-2.76)
210 drugs OR=3.08 (1.55-6.12)
Saum KU, et al. J Am Geriatr Soc, 63, 2017

1. Medical treatment period: 2015.10.1-2016.5.31 (8 months)
2. Number of patient: 170 (Male: 37.9%, Female: 62.1%)
3. Age: 77.6=£7.1 yr (range 50-95 year)

Characteristics of frail outpatient Top 10 of medical treatment results
T ——
Grip strength (kg) 200£7.5  19.0%6.7 582 1 Possible sarcopenia 75 Hypertension
‘Walking speed (m/s) 1.0£0.3 248 2 Mmc 57 7  Stroke 12
ASMI-BI (kg/m2) 6.0x1.9 6.9%1.5 62.8 3 Diabetes 34 8  Hyperlipidaemia 12
GDS-15(point) 48434 485 4 Depression 27 9 Orthostatic 10
hypotension

MMSE (point) 27.1+3.7 1.8 -

5 Dementia 17 10 Knee OA 8

2E L4 ool AN 58 8

1. A2 ALY, °|XI’H Lo JHE2 0L3: =EEO0]
‘EAIIDF 2 =2 RCTaIH A3teE A BiLk

2. i ez 28, Y, AMSES2 226t UK e
alt” 20l 256t

3. L& SEHOZ (s RdHAE 28, S
AZE8s, 2EUMSE ZEE OHE XJ0|

ﬂJE'
o
_O'E
Il

&7 2 44 S Eg SEDH

Q-Flaﬁl_ Ii—f
‘

Nutrition

oc1a

Exercise activity

zﬁmggzﬂ Dlsease $II]‘I= g U/;SA
28 g =24 treatment BECR TN
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UE 3: =20BS A8t N &M

| i dfto 2 HAAAD HSods LRS- 754 0| &o| =2 HE -
$4 =542 20204 Fel, 754 0142] 37| TUXHE U2 & (=4 FT, B SUSES 20194 106202 A Ho|M EY

FI10BNE 42X

A N3 g VG 22 A3 0w (Y2)

V05 (RAYOTBA) & 2. o) A4 o2 xAVF¢ F73x)
XA, FFEA P B4 § Y= NIARPEY FANEF AHA,
A2 Ao FES AN} FFAH) INE v

/SO A(FERIL) N\

. N )
A M3 = . 3 :
4’ B FERpe

XX
(P! ‘El JRER

T bif iR - RS RN

AN - HUA S

BESRE, ABEORRERLARTHO—HHIIEMT SARESR (R 2) OEERE

2IEFHE Jt0/HF = X 24H|

20209
16.6% 68.7% 5.0%
= 28 UEE Jie0ltt = ¥ F4H|
2020
N 55.9% 27% 15.4% 3.9% 16.3%
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128 014 HOIESOILE RS0 &Jtet DB XH= 11E2t2] JHSHIJH(30-508401/8) 2T

Jt20IHt BItg (EES8 &)

202049

I il

<EVOB/OBMEMRE> 4(% 1,870,658 A THY 050 5.2%A58L OIS MLTLV,
CO55, 81 EL EMELTOSEL OB OSMERARIL., 751,195 A (IHEAD 0 2.1%) TH1z, (H2-1~
2) (MR PS) 335, AR EASMER (ERBEATEEREWE) OEV OB TIE, SINERAR (X 1,591,162

AFREAOD 4.5%) THY, CO55, H 1 BLLLERELTOSEVORO SNERAKIL 678,821 A FHEA
A0 1.9%) THoto

X & S3Akell: AOIEIDHE Z=XIDIE Al HS Ol Al

LN EAA HASHE MY
SX: 2011 2H NS oY AZE 24 (0HE 0 35 24)
. SE: S ol A XIE

WA —

. AN D™EX SX0: OIS ol Ay
2. S¥: N SH0l = ME N 22 (ME, |12, 99 2 FANE, 2)

202214 43 12l B

SX0I Al: 41 3t20| Ht
Claogas =8 =M &H)

4
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Process as the PAR' Long-term aims
S Extending health life expectancy
Check Middle-term aims  preventing or reducing frailty
Process and outcome Improving physical activity, dietary variety, psychosocial
evaluation and revision variables
of intervention content Follow-up surveys will be conducted.
Dietary Physical
variety i
‘Multpronged intervention at the communtty level
- Do pproaches to population and commuity envronment
3E Implementation of 1) Estatenng esdencerted outes e o oty prevein G, hyscal
£ actions based on the eonng e ooy e ren ot 13 Commuricating he mporance of exese
e Sctvties, detary varity, ricpation b
o a5 port o exsting effor
part o existing efors) Y
from 2016.2 ‘Community Consultation
Making action plan and team On the basis of the survey findings,
building for solutions Intervention content will be discussed and implemented by stakeholders.
Plan 1 2016.7-8  Actual condition survey and analysis of health challenges
Identification and analyss of problems Baseline survey was conducted for a sample of 15500 participants,
requiring solutions in the community and health challenges for each intervention cluster were analyzed.
e . . Scino S, ctal | Epidemiol
Research roadmap of the Ota Genki Senior Project. PAR, participatory action research. doions/ 100188 20170109, 2016,
Assessed for frai
‘ Allocated to intervention (n=8,000) ‘ Allocated to control group (n=7,500)
[(oisteier s et 00 | [ pistrcc s and c =400 |
[ Included in analysis (n=3,050) | [ Included in analysis (=2.959) | [ Included in analysis (n=5,692)
‘ Intervention by participatory action research at the ity level ‘ ‘ Usual health practices ‘
E—3 E—S
Pharmaciesand | Residents, caseworkers, o
FR | G 2-year follow-up surve
instructors
Flow diagram of progress in the Ota Genki Senior Project. Seino S, et al. Prev Med 149, 106620, 2021
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Primary outcomes

Bt CHAXH: AXIS: 2,384 (83.6%), BXI: 1,254 (87.0W). CXS: 1,146 (88.0%), CAZXIK: 4,504 (86.4%)

24 8 (%)

Scino S, et al. Prev.
Med 149, 106620,

ZINEMNAS 28F FHIALAl 4 SECQ HlW 2ot

Intervention area

1.

2.
AL, S5 ALSH IXH LN et SH 7=

oAl B=, LyjuozNe Fyme H=

Summary

caogel 42 Akl
1) TDHAS| SHHZSAS A4 48, W& {OolE &= =24 UH
2) FLANE T2, AFZD(HAMA =2 80%:2022E)E EUZE X &N
3) 2I|NPX A HA: AN JHS0YS YRS
4) t20IHIE S8 XI” =T, Population approach® Xl &

NS A A
1) AHE ALS A XA, 22 -HE 23610 012H22E= 035 FAL0]

2) oA OHd: 25 Y ASI@SS 2250 UKL, Kol sl et

3) XISEIN A0l ItR0IH &IIE0l RC

youforyour attention 1

Thank
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Curriculum Vitae

EDUCATION

O|S}{XICH St

Ot RtCHatw of
u

Ol=2t0qXtLH=t

10

[

i

Joi - jon

= -
2

10
=
(o}
=
o

and Neurosurgery, Dementia Research Center, Honorary Visiting

CAREER
2011~2012  Olst|z® 23 MSAl MEER HFnt 1t
2012~2013
Professor
2014~2020 O|CH=SHA AMAFMEE
2014~ OlcH=sER ME1t oty
2019~ OlCH=SEH loteti A%
Ol2tO4XfCHet ol ntrhst MEMfsh &
2020~ Ol3te| 2 HAH|OJA| AL HA

University College of London, National Hospital for Neurology
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Curriculum Vitae

EDUCATION
SiA|CHst

fmi
SiA|CHstw Of atrhst stAf

CAREER
Buck Institute for Research on Aging, Visiting Scientist (0|= Zi2|ZL|0})
31) GMICHetw MERIASER LHRH|LH 2 21045

CIN|CHEH I Q|G QAT X QI Bkt
|

)
ol) o}
o) eh=itely|= et ATl (Y-KAST)
) ietX I 2 S Astets| ataQlR
CHetEHIre| REF (2023)
CHetd|2heta] ZHHQIRIS| ZkAF (2023)
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2016
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2020
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QX715 e o Ll Za
Q4% (fae Hagh
AL B0lg =8 =5 (Lactation) CHAMEI S Zb
715 7H (B, €A )

EliOF

Yot o) mME Y2 =

)

tot

ME%HX LLo| (Biological age) k| 7t24 (Brain plasticity)
: 1 in pregnancy, | after delivery, | by lactation | during pregnancy

Pham H et al., Cell Metabolism, 2024; Paternina-Die et al. Nature Neurosicence, 2024

AN F Thgo

14 M 2t (Pregestational Diabetes Mellitus, PGDM)
. AT 1E B 0E Yy NS we B
- MH B2 AN S A YUY WE Al PRo] HasE B

* HbA1c 26.5%, FPG 2126 mg/dL, 2h-glucose 2200 mg/dL,

or random200 mg/dL with representative symptom

- HE 1Y B

A4 5 NS YA L5 EOf (glucose intolerance)

Aot EE & 28 23S 7t (HAPO study)
=

2021 Y=Y ZEX|H, KDA

JKFEH SEMDILE 46
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Pregnancy

~10 kg weight gain
Prolactin
Placental lactogen
Corticosteroid
Estrogen
Progesteron

Gestational diabetes (GDM)
in Korea

Cumulative incidence of T2DM in
Korean Women with Previous GDM

T~ ~10% women have GDM i 1 >50% have postpartum diabetes |
by 8 years after delivery !

Diabetes Fact Sheet, Korean Diabetes Association; Kwak et al. JCEM, 2013

OlA| EliLHH S H I- A SIH=
|:||_I o-'ﬂ'-o-r-E o,l_l'Euoo
® Efjot oAR
S -
« Fetal hyperinsulinemia 28 Yy
A m} Al S XIS
« 20f H| 3k e ol Aot
C ]| Ct= X
* ol'-lﬂ'- ES LHol-o ol-oH
Ol A|Ck I EH I- :lOI II:I = I-
:ll_lo-lﬂ'-oxl—— H |_|'E o7
GDM Xt Control X4 N
(n=25) (n=49)
Gender (male:female) 12:13 26:23 0.806
Age at study (year) 5.6 (5.00-6.70) 5.9 (5.00-6.70) 0.087
Birth weight (kg) 334 (2.81-4.00) 315(2.58-4.00)  0.084
BMI at Sy(kg/m?) 16.0 (14.1-18.4) 16.1(13.7-23.1) 0.273
DXA body composition
Total fat mass (g) 3,769 (1,600-9,315) 2,245 (1,037-9,795)  0.004*
Total fat (%) 18.0 (9.9-36.6) 116 (4.7-33.4)  <0.001*
FMI (kg/m?) 2.68 (1.40-7.28) 1.75 (0.68-7.73) 0.002*
Truncal fat mass (g) 1,289 (578-4,615) 870 (314-5292)  0.017*
Truncal fat (%) 16.0 (8.1-40.5) 10.0 (4.0-36.0) 0.002*
Truncal FMI (kg/m?) 1.00 (0.49-3.61) 0.67(0.24-4.22)  0.009*
Leg fat mass (g) 1,638 (606-3,674) 961(333-3,850)  0.002*
Leg fat (%) 23.5 (12.9-39.0) 15.4(4.935.7)  <0.001*
Leg FMI (kg/m2) 1.17 (0.53-2.47) 0.75(0.22-2.48)  0.001*
Lean mass (g) 15,688 (11,291-19,566) 16,941 (14,522-21,943) 0.001*
LMI (kg/m?) 12.1(10.9-13.2) 13.0(11.6-15.2)  <0.001*

Chung HR and Moon JH et al. Diabetes Metab J, 2021

7K
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Cumulative incidence of T2DM in
Korean Women with Previous GDM

>50% have postpartum diabetes
by 8 years after delivery

Meta-analysis of the association between GDM

and the risk of cardiovascular events

2-fold increased risk of CVD

in women with GDM

Kwak SH et al. JCEM, 2013; Kramer CK et al. Di

2019

20234 ZIEX|A AGHIO|E

AN HOM M3 2B O 20| 0

Genetic risk factors for conversion to

postpartum diabetes

Modifiable risk factors
of postpartum diabetes

Ethnicity

Independent
variable

Hispanic

Caucasian

Obesity

Korean

Diet  Caucasian

Physical

o< Caucasian
activity

Lactation German

30y

~40y

Postpartum
weight change

Baseline BMI,
postpartum
weight gain

Postpartum BMI
change

aMED, DASH,
aHEI
Physical activity
MET-
hour/week)

Breastieeding
(and duration)

Kwak et al., JCEM, 2013; Moon et al., KJIM, 2017

Hl st=MOILt
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Weight reduction reduces
postpartum diabetes in GDM women

Weight reduction improves

Insulin sensi

Postpartum BMI change

Weight loss Weight neutral Weight gain P-value
(n=139) (n=143) (n=136)

Weight (kg) 46456 09460 34157 <0.001
Type 2 diabetes 12/(8.6%) 18 (12.6%) 23(16.9%) 0.039 |
Fasting glucose (mg/dL) 544245 5.4+153 10.6+23.9 0.073 . \\
2-hour glucose (mg/dL) 5.1£59.8 9.0£46.9 26.2+59.6 0.004 \\ \\
Matsuda index 0529 00:34 14432 <0.001 N AN
Insulinogenic index 0.10+0.52 0.01+0.38 0.04 £0.50 0.441 \\\
Disposition index 10£37 0026 -06%6.1 0.013 \\\
Total cholesterol (me/dL) 2584360 1844341 5.5+34.0 <0.001
Triglyceride (mg/dL) 2494556 2284849 14717 0.004
HDL (mg/dL) 221127 10£126 -0.8+11.3 0.131
LDL (mg/dL) 2304326 1474318 504319 <0001
Body fat percent by BIA (%) 27453 10460 14450 <0001

ity

Postpartum weight change

Weight loss
Weight neutral
Weight gain

Moon JH and Kwak SH et al. J Clin Endocrinol Metab, 2015

MYty

MR 2 I UYH - 2R F

Lactation reduces postpartum diabetes
in a duration-dependent manner

Lactation improves glucose tolerance
and B cell function

Postpartum 2 months

Postpartum 4 years

Postpartum 2 months

Postpartum 4 years

Non- i
lactatng -2c@ting P
Disposition index

(B cell function) 2229

2642 0.087

Non-
lactated Lactated P

2212 3.108 0.020°

Ziegler AG et al., Diabetes, 2012; Moon JH et al. Sci Transl Med, 2020

ANy

MEO 2 T oYY - 2IY AL

Higher muscle mass is protective for
postpartum diabetes

Changes in insulin sensitivity (Matsuda index)
is predictive for postpartum diabetes

HR 0.45
95% C1 0.24-0.82, P = 0.009

HR0.18
95% C1 0.07-0.48, P < 0.001

AMatsuda index was defined as the difference between
the initial postpartum and the gestational Matsuda index.

Shin and Moon et al. Diabetes Metab J, 2022; Son and Moon et al. Endocrinol Metabol, 2024
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yHESH2 AFHEMNZ H5 23t

HE dao T HEM = 2250t

HR+R2 T HE = 2550t

Moon JH et al. Sci Transl Med, 2020; Moon JH et al. Exp Mol Med, 2023

st
of

k| 7t24d (Brain plasticity)

ME%HX LLo| (Biological age)
: 1 in pregnancy, | after delivery, | by lactation

| during pregnancy

Pham H et al., Cell Metabolism, 2024; Paternina-Die et al. Nature Neurosicence, 2024
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Curriculum Vitae

eitisty QHHERH LIEH|LH W

EDUCATION

1986~1992  TECHaHD O|TiCHat OfstA}
1997~1999  TECHaHD O|TicHat ofateAb
CAREER

2006~2008 NIDDK, NIH, USA giAl= HA¥

ro

2018~2021  TRCHEHD MM iR
2002~ TRICHSHD QJTTHa} LIS HIL X

lO

20243 RI7AH = H st=MOILt

51



et MM

=
=

Session 2. [t Hsks

[Fotr ]

or
|

~O

-

Sty HYHE fact sheet 2024

I b2

s KI0]

Sh=
==

20243 N7kt &=H




2t M1d

=
=

Session 2. CHjstet i #Hstg

Du'd UL fact sheet 2024

uE YYD fact sheet 2024

2. NHYAS SIS i HekX o)A 7}

)

S HSROIAN SAEE S8

140/ 90 mm Hg 0| 2HO|CF. [

{83, Zhe ) £

org
o
oA A HA=H 2 5= 130/80 mm Hg O] 2HO|Cf,

1) YRl BHILTER, YOHEE, ZHAHICh 2) (Y 454 0|4, 014 564 OI4h), B, HITH OINXI WS, £7| HE R 1Y
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(RPN

1. YEATH| ABEE Bojop| 9ol ¥ X2 TERIS 0, 1217 0|3 0jid 12]
28 X|YUMES S22HE, HOLEH2E|E, SR, LDLEYLEE)E B,
=1

3.LDLEYAH S RHSHEES A7 S8l
Z=YAHEH| O 1+ 60 mU/min/1.73 m? O] 2k o
= MY QRN Y, A S WS R7|UY 7, nHY, S, HDLE 2
AHIE 40 mg/dL 0| 2h), i 8O R 7|7t TiX| metsict [METto|A, Lvt A

XIEZAKS/LOL/HOLBAAHE, SHXIY): S 8 TTHA|/0E 121 0|4 1A
v

v v
LoLEAHE HOLEAHARIE R
[ AEmuS I U EoR I it
> 40 mgldL
B <150mg
=z BB TS IHOIR) S EE BHE|E 4% <T0mgL (M <55mgidl) ot
B -0 r0u oiotoleie BRI SIBOIR 91 < 100mgL 7 s0mget
1 }

dusnay

2500 mg/dL.
aniuerseole | Sa0 =g 2ee

OfIIE|D| = 37}

Hi=Ito|=20|s.
EE

SRl RS

AELELpCsko AAHIH| HE

PEAEES

1) @121 (bR} 454 014, Ofx 554 0|, FHABWTBO| Z7] Wil 7452, DU, S, HOLBAALE 40 moidL 0|2k 2) YL0l, FHATHOME 60 mUmini.73 m 0], oHAE, ZHINHIL)
BRI S8 V) olide] NUBTE HBAIK B4 Al

1 AETURE SUE A9 S BRI O[X0|% SO OIATIR(1Y 100 mg)S
AFBBICH [RALICIEAT, YerH D

2 4EBURE U YOl Tr AL OIAT2 Y2l 2717 Y B2 220 1Y
(12 75 mg)2 AFBBITE [RAICIZAT, HBHAD

ool oLt = 10| EX| g2 90l S HetAol|H LxtofY

o7, H$HE A
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Session 2. LM HSIS

SotE H&

RN
= FFA
- HE A
S0 ZFA
* =d 7D g
XIS Sl FA
o MEAHSH W 2
AlSd ap Xl HEA A
o dEzrEs Sl A
- A Za
I A 7Hdapagliflozin), At C| Y (empaglifiozin) &
13
Ao HYy =
- Q&g 24 37t
o| ©
- 928X
- AME oH
- "o A
- HE UL
- dEnEe Za
=
o YRUE ZA
o AR ZA
E 28| A E| (dulaglutide), 2 AT} (liraglutide),
14
( e ha] )
AT DEYEC 0% B DYLOR QI FH(CH, T, NS UL §)0| SYEI0] =T v
*
FURSUEVUS, YT £ WYLTUR0| SUEI0 AETR
T 1) BHABNEUSEE, YoM, HEE,
A TEE— S e
wxapan
[——
2) AR EF gAE HRH B2 S8 AV
3) eGFR<60 mL/min/1.73 m? E& 2 albumin-
( Xﬂiﬂil ) ( 20%(7 ) o 2 30 mglg
4) Dulaglutide, liraglutide, semaglutide
e 5) Dapaglifiozin, empaglifiozin
-G, alpha-glucosidase inhibitors; DPP-4i, dipeptidyl peptidase-4 inhibitor; GLP-1RA, glucagon-like peptide-1 receptor agonist; SGLT2i, sodium-glucose cotransporter 2 inhibitors;
OAD, oral antidiabetic drug; SU, sulfonylurea; TZD, thiazolidinedione 15
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L S x
oM etEE
PSR,
16
2 30yrs 2 65yrs
DKD 2 Q5 0I/3 2| 0|l H] (ACR)230mg/g
& FYAFRH| O THE (eGFR) <60 mi/min/1.7m?
Albuminuria ACR 230mg/g
eGFR

<60 ml/min/1.73m?

KNHNES data
*Percentage of diabetes kidney disease (DKD) among diabetics patients

DKD Fact Sheet, KDA, 2023

A AR Ho| R E 30| (2011~ 2021)

Korea

USRDS, 2024
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DKD Fact Sheet, KDA, 2023 19

| 32|20 Ho| £ 1H0tCh 2 & BIH]E 20 FFHARH| 0] 0He S FI s OF et
Ql
=

w
on
H
E
I'Z
l_g]
o 1

KFOi|A| A Ehe o] ICHok 45 Lt HI$H(1 L 0.8 gkg OI5H2 HIBHLY.

o
[2&% TECERMEEES

28 Y8 ZITH A J2| 3 X0 £ 1'A0iCH ACRT} eGFRE L 7FH OF BHC.

SHg MRl T B 22|
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22 MR SH7} QI 7

G3; 45~59
FYAMFH O A2 °
(eGFR, mL/min/1.73 m2) G3b 30~44
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Session 2. CHetE L #sts

SotE MM

[ UACR 2 30mg/g £ eGFR < 60 mL/min/1.73m?2 O MZHESt ZICH W
| Bhg IS e |

| |

s

sy
selutols

sz zr=ol |
| muyuyzsy)

HEge e 5 x ﬁ
ARBJACEi A %V\SMRA A/
v v v .
AEEEo| 21010| S AL RIS A
v

UACR, urine albuminicreatinine ratio; SGLT2i, sodium-glucose cotransporter 2 infibitor, ARB, Angiotensin Il eceptor blocker; ACEI, Angiotensin converting enzyme inhibitor; nsMRA, non-steroidal mineralocorticoid 25
receptor antagonist

ACE inhibitors
ARB
SGLT-2 inhibitors

SGLT-2 inhibitors
GLP-1RAs

Metformin

Other
anti-hyperglycaemics

Nonsteroidal
Mineralocorticoid
antagonist

- i DAPA-CKD: Dapagliflozin (+ ACEi/ARB)
IDNT: Irbesartan vs amlodipine vs placebo vs placebo (T2D subgroup)

R

N
S

20%

RR=20%, p=0.02 HR=0.57 (95% Cl 0.45-0.73) 43%

>

~ Placebo
— Irbesartan
— Amlodipine

~ Placebo
— Canaglifiozin

Patients with an event (%)
©

Patients with an event (%)
N

10 4
0 T T T T T T T T T 0
' ] T T T T T T l
0 6 12 18 24M°nj|(; 36 42 48 54 o 4 s 12 16 2 2 28 2
Months
Patients with severely increased albuminuria: 100% Patients with severely increased albuminuria: 89.7%
Median UACR: 1,900 mg/g Median UACR: 949 mg/g
Primary composite endpoint: y ite renal
Doubling of SCr, kidney failure or death Sustained 250% eGFR decline, ESKD or renal death
Lewis EJ, N Engl J/ Med 2001;345:851-860. Wheeler DC, Nephrol Dial Transplant 2020;35:1700-1711 27
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Empagliflozin (XtC| 2e) Dapagliflozin (£ A 7}®)
D
(o]

45ml/1.73m? o 45ml/1.73m?
20ml/1.73m? o 25ml/1.73m?
20ml/1.73m? o 25ml/1.73m?
20ml/1.73m? o 25ml/1.73m?
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SotE MM

. o .
SIH= SHA O I. PN X=X
ToS, TETRA NS
Lv R et al, Frontiers in Endocrinology, 2023
31
Sexual side effect ++ + -
Lullo LD, et al. J Clin Med. 2023:12(3992)1-20 32
HERAAY, HIX Y U2 FM/|ZM MEHUA AEH, eGFR 257% X|&H ZA, A% AL
25 25+
86 (95% C10.78-0.95) HR=0.77 (95% C1 0.67-0.88)
o p=0.0018 Placebo: p=0.0002
S 939/6,507 (14.4%)! g 204
L 14% 9
g ° fo 23%
] o Placebo:
. H 465/6,507 (7.1%)*
20 Finerenone: 2 0 507 (7.1%)
k 825/6,519 (12.7)* £
H H
3 s 3 5
Finerenone:
360/6,519 (5.5%)*
0 T T T T T T T 1 0 T T T T T T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
S Time to first event (months) No. at risk Time to first event (months)
. Finerenone 6,519 6201 6107 5848 5027 3973 2815 2024 959
e B o e o A S T o Placebo 6,507 6292 6071 5815 4949 3932 2798 1988 962
Agarwal R, et al. Eur heart J. 2022:43:474-84 .
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= —

Ve ~N wFinerenone (n=6510) ® Placebo (n=6489)
oy 2a =20 2E fEEat
v/s8| A0l= AUAUS

N
3

AEs with clinical consequences
912 (14.0%)

o

x|

2E 258
86.1% vs 86.4%

448 (6.9%)

Patients (%)
3

5 o
10 (1.7%) 35 (0 6%) Y Y
)
a9 NeH Any leading leading
3.4% vs 3.6% to permanent to death

3

Finereone} Tl
HEZ0A 2y at month 4
ot

UEES Y
R
7Y UE 5E Aol

I g2 ZEX|, 47|

7)
2 ACR, BEFRHERH]

Q discontinuation
R 4ET
—3.2 mmHg vs +0.5 mmHg A2 oy 0.19

1. Agarwal R, et al. Eur Heart J 2022,43:474-484; 2. Agarwal R, et al. J Am Soc Nephrol 2022;33:225-237;
3. Bakris GL, ef al. N Engl J Med 2020;383:2219-2229 (supplementary appendix)

230 ABIIE U PY0I TR AMNY, WRHI (SARTX DN W2024-205(20240131)

EEE L]
HEBIAHO| 52 28T YHRIOIM, LE 00| TS OS] o) HH L
No|oo| YFE GLP-1+-BHEEAE DafE 4+ ULk

Liraglutide, dulaglutide (E 2| A| E]), semaglutide
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Session 2. CHetE L #sts

24%

¥

o BHEAEH (eGFR <15 £ MM QB AIZH
+ eGFR 50% O] At ZtA N EnglJ Med. 2024 May 24
37

- MEOILE NBEA A

GLP1A?

RASI SGLT2i MRA

Fioretto P. Nature Reviews Nephrology 2022;18:78-79

1]
AT [ 100 [ 1300 ] 70 | 100 558] 70 [ 00| (30] 7% [100 ] 130] 70 [100] (30] 30 | 100]190] 70 100 [130] 70 [300] (30 ] 70 [a08[190
LDL-C, mgdl

S0Ch OfR} 2 Y= Ho M 2 S QAR = GHE 7|Ti=FXH0|

o] X
=) 301 vs. 181

Long journey to diabetes management!

| s= MLt
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Session 3. M zt2|ot? FX[GHOF & 22/9| =XIE

DY 7| F(130/80 mmHg 0] &2 H|A|

oj= ngef TT|E2| Hel

2017'3 0|F HEEZ[0M M

JIE AT S2 iR a0M 014 FHUS
golg tjdoz Algs e7g

-20-30CH FH2 FolojM 22 nEel 7|
EiFF MrEas gdro dny
=2
=

EREET
JAMA. 2018. ¢
20174 0|2 DE Y 7| = (130/80 mmHg O] &) O] JAMA
CH 221 20-30CH 44 Q10 M M|t E etof O)X| = G

ol
FUAZRH IS T M= DB 2002-2015
20-39A| H1H 2,488,101 H S C{A O Z 10 7F 2HE
ECERELE DL LE BRON S DEYH Y WA

200 185 120 117 118

180
Y 160 y s
b
o M0 2 7 & 1o
120 107 13
e 100 100
s B 10 103 102
W 0s0 il
B oso B 100
E g’;g 2 oss
000 090

EE] oy oy oy

wEY WOHYHED| m DY IE - DY 2E mYDHRK KB Y mEDIHUN B Y

« 20~30CH 2 ALY M 20170 M2 DEHY 7| ZY A2 (2130/80 mmHg) Al | & BHE B 2t

o
- 2017H MER DEY VT BRI YDHUM S8 A MEIBBUS B HE 22
JAMA. 2018. 5
NS UEHAYO| LS+ ECWD A ZE JQACE QIS AMY ™| O F&LICHL

o oger e ot ojy Y
flol ey,

- 3974482) EFA Chy

ok
F_Q

IR
LI E).O

917 HIZ(95% M2 T7hHIt 2
J._L&

average follow-up of 6.5 years

Ref) Nutr Metab Cardiovasc Dis. 2022 Jan;32(1):21-31
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78 BUEI)S TR BYO|Lt 2407 BE WAL O 45|
s 2 QU YA T O P AF AT QIS

Improving the Detection of Hypertension (IDH)
study

community-based observational study

Mean age 41.2 + 13.1 years, 59.5% women, 25.5%
African American, 64.0% Hispanic

408 participants, echocardiogram
1 week of HBP vs.
3 office visits with mercury

sphygmomanometry vs.
24-h ABP

Ref) JAMA Netw Open. 2021;4(2):e2037554. doi:10.1001/jamanetworkopen.2020.37554

At X9 Het

Y Y Fo|HcE B He, A 282 A 33 5W A0 B 7HZo| 3/ EE H|¢t
DEet Xt CiY AT 2102 StE HEf TITH 5] A& SHX| 2¥otok
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AFYSE7] 10-154 o4&t MEE Heh 24 A

5457 9 oley] WYL A W 14-184 5O P
1

S
i
b
A

HASE
o

. BPO ZAaE AY

2

00l A 314 Atojof MEo

g2

Ref) JAMA Intern Med. 2018 Jan 1;178(1):93-99.

2 LEpoD, o] Oixiet 243 SO0l of S 22

g2 s

Korean Hyperten
di

+ 20069 R E 2001 ETHX| DE LS LATCHO R
MOS0 HS LS DH Y Xt 11,043HS O

HYOZ 104 0| =X

X
=l
2t

=z D0l Q= Y A JEo| YAt xS
1:102| H| 2 (NHIS-HEALS &2 TS E)

« 22 DBP(<70 ¥ 70-79)= HEH HE YHEO R

A =8

Ref) Korean J Intern Med. 2023 Jan;38(1):56-67.

s ohort: %2 DBP(<70 %! 70-79)
= s e WM EO0| fol5HA =RkCt.

I M

PARTAGE Study
ZZA 9 0|E2|0f QA HF L0l ChY AT

Ref) JAMA Intern Med. 2015 Jun;175(6):989-95.

65M| O] &2 X| HALS| A= QI
6m Z7|HAE oK 2 A2
$57| €2 140 mm Hg O] 2+ mj
ol 52 AUEE HY

.

o HBXLE, 654 0|4 2,340 2| ALY E G O|E| S 4ot 21t
faster (2 0.8 m/s), elevated SBP (= 140 mm Hg), elevated DBP (= 90 mm Hg)

Ref) Arch Intern Med. 2012 Aug 13;172(15):1162-8.
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E OI%I'jl EH,AEII_ T':g, —LELl WLAERS ﬂExli
JAFE O XISE = LA 22X
s UEE St o, =3
-66M| O] & DHBIALS => NHY AFK & AR = 7|
45 F2t2| ZH (hip fracture)-r|%.E S7H+)
S IEAHE B8t L0l => nWE ZHO|L
= STt EYE Y8 /o =2

Ref) Arch Intern Med. 2012 Nov 19:1-6.
Ref) JAMA Intern Med. 2014 Apr;174(4):588-95.
Ref) J Am Coll Cardiol. 2016 Oct 18;68(16):1713-1722.
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£27|8Y% <130 140/90 ] B ooEas
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EP 140/90 130-140/70-80
=° A3/ &AM 130/30 120-130 (|28 & 7Ll 29
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Nature Reviews Cardiology volume 21, pages487-497 (2024)

DYSLIPIDEMIA FACT SHEET IN KOREA, 2022

ERCEI

DYSLIPIDEMIA FACT SHEET IN KOREA, 2022
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Source of evidence

Mean reduction in
LDL-C (mg/dL)

Outcome

RR (95% C1)

CTT meta-analysis®

MI, CHD death, stroke,

0.71(0.56-0.91)

(high-intensity vs standard statin; subgroup 66 vs 50
<2.0 mmol/L) coronary revasc. [per mmol/L]
T
IMPROVE-IT J0vs 50 CV death, MI, stroke, UA, 0.94 (0.89-0.99)
(eze plus statin vs statin) coronary revasc.
3
FOleRIER ) 92vs 30 CV death, M, stroke, UA, 0.85 (0.79-0.92)
(evolocumab plus high-dose statin + eze) coronary revasc.
ODYSSEYOUTCOMES*
(alirocumab plus high-dose statin * eze vs 92vs 53 MI, CHD death, stroke, UA 0.85 (0.78-0.93)
high-dose statin + eze)
1 Lancet 20103761670.81 2 NEIV 2015:372:2387:97 3. NGIM O 17,376:1713.22 4. NEIM 2018,379.2097-107
2019 ESC/EAS Guidelines for of dyslipi lipid to reduce

risk
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Nature Reviews Cardiology volume 13, pages74-75 (2016
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Lancet Diabetes Endocrinol 2024; 12: 306-19
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Low to moderate intensity statin vs. placebo High intensity statin vs. placebo

In participants without baseline diabetes, mean glucose increased by 0.72mg/dL regardless of statin intensity
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Perspective on Benefit/Risk of Statin Therapy in 10,000 Patients on Statins for 5 Years, Achieving
2 mmol/L (77 mg/dL) Reduction in LDL-C

Arteriosclerosis, Thrombosis, and Vascular Biology. 2019;39:e38-e81
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Lipid-Lowering Agents in Older Individuals:

A Systematic Review and Meta-Analysis of
Randomized Clinical Trials

I 2ANY 32%
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ZBMF 3%

PMS 22% |

1 Clin Endocrinol Metab, May 2019, 104(5):1585-1594
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JAMA Network Open. 2021;4(12):¢2136802
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2008~2011
2013~2014

CAREER

2012~2013
2013~2015
2015~2016
2016~2017
2017~2020
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