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45%  ,407% +185%

m HbA1C{E A BIERERE

HbALcTAAEEE: —M A EDMBE<T% - 26555 = E£&E<'7,5%; CKD: Chronic Kidney Disease; HF: Heart Failure
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Cause of ESRD

@ CKD risk

Hyperglycemia is significantly

= Hypertension i associated with CKD (OR 2.78, 95%Cl
1.59-4.88)

» Glomerulonephritis ar
Other cause @ ' 2. 5 5{“

Hypertension is significantly
Unknown cause associated with CKD (OR 2.55, 95%Cl|

1.30-5.01)

.\H'?‘
: ESRD: End-Stage Renal Disease
' 1. US CDC. Chronic Kidney Disease in the United States, 2019. 2. https://www.researchsquare.com/article/rs-13718/v1

m Diabetes
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‘ 46-2 % new dialysis patients’ é Cause of ESRD

principal diagnosis is diabetes

In 2020 Kidney Disease in Taiwan Annual Report (data in 2018)

H Diabetes

B Hypertension

= Glomerulonephritis

w Other Cause*

Unknown Cause

N=785,883(all age, 2018)

ESRD: End-Stage Renal Disease

1. 2020 Kidney Disease in Taiwan Annual Report (p.56, p71) 2. US CDC. Chronic Kidney Disease in the United States, 2021 l
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A0 -
1.00 - Diabetes, without heart failure
(n=69,083) @ 35 -
E -~ ‘ 31.1
m =
£ 015 - I
2 HR: 10.6 P <0.001 g g5
] E 3x
£ S -
S 050 - £ E 20 -
5 3
3 Diabetes with heart failure T 15
o (n=46,720) N
025 - T
[ 10
=
=
=]
in 5
o
T T T T T T o -
0 1 2 3 4 g Diabetes Diabetes with kKidney disease

Years The MHANES isa population-based program of siudies conducied by the National

Center tor Heatth Stabstics of the Us Genters tor Lsease Control and Proventon. This
study uses data from NHAMES Il parficipants aged = 20 years

Study design;

Aonational, nenconcurrent

cohort study of L. 5. eldcrs with diabetes

by using data trorn the 5% standard analytical lile, which contained Medicare

; ’ _ . . . o
claima for 1,841,453 individuatsin 1994 Ten-yrar standardized all-cause moralty, by dighetes and kidney disease stefus

a.Standardized according to a model adjusted for age, sex, and race
1. Diabetes Care 2004 Mar; 27(3): 699-703. ; 2. Afkarian M et al. J Am Soc Nephrol 2013;24:302-308
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. DKD, diabetic kidney disease; ESRD, end-stage renal disease; GFR, glomerular filtration rate; RRT, renal replacement therapy
. k 1. Williams ME. Med Clin North Am. 2013;97:75-89
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Serum Creatinine (mg/dl) | >2.0 >10
GFR (ml/min) | 60 <10
UACR (mg/qg) >30 >100 >300

| ! l | —
-3 0 3 TIME (years) 15 24
Onset of Onset of Onset of ESRD
Diabetes Diabetic Glomerulosclerosis Albuminuria

7 DeFronzo#{i%: fEE“Silent Period Fi#EEA"
NTAFERBE B REIRE

= UARC: urine albumin to creatinine ratio 1. DeFronzo, R. A. Diabetes Reviews, Vol. 3, No. 3, 01.01.1995, p. 510-564. 2. Sem Nephrol 10:184-193, 1990.
m— \ 3. Sci Rep. 2018 Mar 20;8(1):4909. 4. https://somepomed.org/articulos/contents/mobipreview.htm?36/63/37883
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[EZ=49==: Baseline Characteristic

‘ Er gt History (&%) Anti-diabetic Medication
755%

o Hyp?rfens?n \% Metformin
Dyslipidemia \Y Xigduo 1#0D
PAEREIMIS Y pepa
T2DM duration 20 Smoking
HbAlc (%) 3 HE SU Glimet 2#0QN
eGFR (ml/min/1.73m2) 87 CAD vV insulin gézFodeg 30U
UACR (mg/qg) 195mg/g
BP (mm Hg) 136/78 M>55yrs, F>60yrs \Y
LDL (mg/g{‘) 86 Others...

ELRAEREE T RS ERRETF. WHHERREREITERE
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755% BB IEEFE

Persistent alouminuria categories
Description and range

Green, low risk (if no other markers of kidney disease, no CKD); yellow, moderately increased risk; orange,

high risk; red, very high risk.

Reference: N Engl J Med . 2019 Jiﬂ)(4):347-357.; Kidney Int . 2020 Oct;98(4S):S1-S115

eGFR: 87 ml/min Al A A3
= alS S mg/g <30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3-30 ma/mmol >30 mg/mmol
~ 9 Gl 290 .
858 G2 60-90 [ kD
27 & G3a 45-59
E oE G3b 30-44
L % % G4 15-29
=0 G5 <15




DM foot and CAD

Wagner:Grade 1

i No PAOD

2024/03 CV ward admission

e Cardiac echo:

LEEF:57.9%

Diastolic dysfunction E/A=0.59 (<1),
E/e‘=12(>9)

RVSP=31.2 mmHg (>30)

 PCI

CAD, 1VD, LAD diffuse disease lesion,
proximal to distal LAD 90~95% stenosis
LAD s/p stenting



H,FPEF score

Clinical Variable Values Points

Heavy BMI 27

Hypertensive exforge 1

Atrial Fibrillation N

F
P Pulmonary N
E
F

Hypertension

Eider >60 1

Filling Pressure 12 1

H,FPEF score gt

Total Points 0 1 2 3 4 5 6 7 8 9

Probability of HFpEF 0.2 03 04 05 06 0.7 0.8 0.9 0.95




Approach to diagnosis of HFpEF

= | WEF =250%

other than HFpEF

Are all of the following present?
= One or more symptom or sign of HF*

= Mo apparent cause of HF (eg, aortic stenosis)

I
ez

¥

1
M

¥

Calculate the HyFPEF score

HFpEF unlikely: pursue other
causes of HF symptoms Tl

Score O

¥

Scoreof 1o 5
. d

|
Score 6 o 9

HFpEF unlikely; pursue cther
causes of HF symptoms Tl

further testing requirad

Low to intermediate likelihood of HFpEF:

Does the patient have CKD
(eg, eGFR <20 mL/min/1.73 m2)?

I 1
Yas MNo

¥

Obtain a BNP or NT-proBNP level

NT-proBNP <430 or
BMNP =150 pg/mlL

|
NT-proBNP =450 or
BNP =150 pg/mL

¥ ¥ ¥ ¥
Refer to a cardiclogist for further testing _ B .
- ) ) n HFpEF highly likely: further testing
FiY
{eg. natriuretic peptide testing &, I vired

right heart catheterization %)

https://www.uptodate.com/contents/iméiﬁncd869-4a0f-4f7a-a0d5-bbbd5f7805ec&source=contentShare&imageKey=CARD%2F141 464

Calculation of the H,FPEF score

BMI =30 kg/m2

Hypertensive or treated with
=2 antihypertensive medications

Paroxysmal or persistent atrial fibrillation

Pulmonary artery systolic pressure
=35 mmHg by echocardiography

Age =60 years

Efe' =9 by echocardiography

2 points

1 point

3 points

1 point®

1 point

1 point®



Reduce HHF

A Cardiovascular Death/Hospitalization for Heart Failure B Hospitalization for Heart Failure
— Dapa wvs. Placebo SO~ Dapa vs. Placebo
HFrEF: — vs. ___ HRO0.62(0.45-0.86) HEFEF: vs. ___ HR 0.64(0.43-0.95)
HFmorEF: —— wvs. ——-- HR 0.88 (0.66-1.17) s HFmo rEF: —— ¥5. === HR 0.72(0.50-1.04)
25% | No HF: — wvs. --- HRO0.88(0.74-1.03) 7 25% - No HF: — wvs. --- HRO0.77 (0.60-0.97)
20% - _.--: * 20% -
b= °
E = * E "
g 15% - - P g 15% = .,_---"
E E :":‘.
O 10% - O 10% - prEhEN
5% A 5% 4
0% =¥ : . 0% - -t s ; v . "
Days o 180 360 540 720 200 1080 1260 1440 Days o 180 360 540 720 900 1080 1260 1440
HFrEF 671 651 638 G618 600 5TS 553 534 521 HFrEF 671 660 651 G40 625 G606 587 571 563
HFino rEF 1316 1292 1267 1246 12492 1187 1162 1145 1127 HFino fEF 1316 1302 1283 1266 1246 1235 1215 1207 1191
No HF 15173 15130 15074 15003 14925 14858 14784 14890 14956 Mo HF 15173 15156 15131 15101 15065 15035 14999 14938 14886

k., .
Circulation. 2019 May 28;139(22):2528-2536 N
. 4 . s 0=



Dapaglifl
Reduced

ozin in Heart Failure with Mildly

or Preserved

Ejection Fraction

A Primary OQutcome

Cumulative Incidence (%)

Hazard ratio, O.82 {959 C1, 0,75 - 0.92)
P=0.001

Placeba

——
—

a0

3132 3007 2BOG

T T T T T T T T T 1
270 3Is0 450 540 /IO T 210 oo 990 1080

Days since Randomization

2790 2710 2608 23L& 2080 1923 1554 1140 FFr 383
IS0 2949 2RARS ZEONT ZT16 2401 2147 1982 1603 1181 a0l 389

' ' 1 ' ' ' v T v v '
LED 270 5360 450 540 &30 F20 BI0 900 990 10RO

Curnulative Incidsnce (%)

3132 3007

B Worscning Heart Failure Event
30—

Hazard rateo, 0,79 (85% O, 005 0.71)

FMlaceba

e ———
e

T T T T v T T T T d
180 270 A6 450 5400 (1] FEO A10 [2lnls] oo 1030
Day=s since Randormization

2896 2799 2710 2608 231E 2080 192F 1554 1140 FTZ 3R3
3040 2949 ZAAS ZROT 271& 2401 214F 1982 1603 1181 201 389

Cumuative Incadence (%)

30~
25—
20—
154
10—

C  Death from Cardiovascular Causes
Hazard ratio, OES {959 C1, O, F4-1.05)

Plag ehe:

091

0

NG

T T T T T T T T T 1
700 30 450 540 630 FEF ORI OO0 900 1080

Dy singe Randomication

3132 304G 3054 QOB 2O5¥  FEF2 2570 2314 FA5F 1759 1306 Sl0 451
IDE 2960 ZE92 2534 233% 2171 1775 1312 903 241

Cumulative Incadznce (%)

D [reath from Any Cause
30~

25—
20
15
104

5

a

Fazard ratio, 0,94 (9559 Cl, Q83107

Capagliflozin

.-'—'_'.-'-

T 1 T T T T 1 ¥ ¥ T 1
o Q0 18D 270 360 450 540 G630 Fr0 ELO 900 990 1O80

e

_—-—F—'___-.-_._-E-‘-_'-"u_

3033

a0

T T T T T T T T d
180 270 360 450 5400 B30 FED 810 Lluw] a0 LORD
Diays since Randomisation

313z 0BT M0SE MOLZE 296X 2877 2575 2319 2161 176: 130% 510 451
A04F% 3ID09 FIEEZ ZRIS ZEET 234E 2174 1FFE 1314 =05 443

N Engl ) Med 2022;387:1089-1098




i

DB s nRiE

https://www.bwhpromise,org

The risk of heart failure hospitalization after initiation of
SGLT2i, GLP-1RA, DPP-4i, or SUs in patients with T2D
and low-to-moderate CV risk

Helen Tesfaye, PharmD, MSc ADA Scientific Sessions, 2024

Helen Tesfaye, PharmD, MSc!, Julie M. Paik, MD, ScD, MPH!23_ Caroline Alix, MPH!, Sara J. Cromer, MD*, Brendan
Everett, MD, MPH®, Robert Glynn, ScD, PhD*, Deborah J. Wexler, MD, MSc?, Elisabetta Patorno, MD, DrPH!

1) Division of Pharmacoepidemiology and Pharmacoeconomics, Department of Medicine, Brigham and Women's Hospital and Harvard Medical School, Boston,
Massachusetts; 2) Division of Renal Medicine, Department of Medicine, Brigham and Women's Hospital and Harvard Medical School, Boston, Massachusetts: 3)
New England Geriatric Research, Education and Clinical Center, VA Boston Healthcare System, Boston. Massachusetts; 4) Diabetes Center, Massachusetts
General Hospital and Harvard Medical School. Boston, Massachusetts: 5) Divisions of Cardiovascular and Preventive Medicine, Department of Medicine,
Brigham and Women's Hospital. Harvard Medical School. Boston, Massachusetts




@ Study cohorts and data sources

LB E[E 25 TH1E

* Study design: New-user, active-comparator cohort study with 6 pair-wise
comparisons:

o SGLT2i vs. GLP-1RA (cohort 1)
o SGLT2ivs. DPP-4i (cohort 2)

o SGLT2ivs. SU (cohort 3)

o GLP-1RA vs. DPP-4i (cohort 4)
o GLP-1RA vs. SU (cohort 5)

o DPP-4i vs. SU (cohort 6)

« Data sources: Optum de-identified Clinformatics® Data Mart (CDM), IBM®

Marketscan®, and Medicare fee-for-service (FFS)

PRMISE




Results - Hospitalization for heart failure

Exp. vs Ref.
SGLT2ivs GLP-1RA
SGLT2i vs DPP-4i
SGLT2ivs SU
GLP-1RA vs DPP-4i
GLP-1RAvs SU
DPP-4ivs SU

HHF (primary)
No. of Exposure N events Referent N events
matched pairs  (IR/1000 PY) (IR/1000 PY) HR (95% CI)
240,736 227 (0.98) 359 (1.61) 0.65 (0.51, 0.82) - E
223,367 211 (0.91) 470 (2.17) 0.45(0.36,0.56)  +*—
150,051 166 (1.05) 367 (2.25) 0.46 (0.36, 0.60) =8 E
191,724 306 (1.62) 440 (2.35) 0.71 (0.58, 0.87) '*‘—‘E
123,540 164 (1.38) 314 (2.42) 0.64 (0.49, 0.85) ey
165,597 459 (2.72) 623 (3.25) 0.88 (0.72, 1.07) adi

03 05 10 20

Y



Possible mechanism for SGLT21 associated lower
limb amputation in T2D

Exacerbation of
ischemia / infection

\

Poor

Risk factors for amputation perfusio
Prior amputation
Foot ulcer, infection,
osteomyelitis
Peripheral arterial disease
Neuropathy

Smoking

SGLT2i
depletion

Lower limb amputation
a

Figure adapted from: Lin, C et al. Cardiovasc Diabetol. 2021;20(1):91_ doi: 10.1186/512933-021-01276-9
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Do diuretics increase risk of lower limb amputation?
Meta-analysis of observational studies

Do diuretics increase the risk of limb events in patients with or at risk of LEAD ?

— 6 observational studies
(5 with sufficient data on amputations to be

Literature review —s

included in meta-analysis)
35,507 patients :
4 ™)
Study Odds ratio N Diuretics + N Diuretics - Odds ratio 95% Cl
) a Erkems et al. . 31 89 2713 1.080t06.819
1 Gary et al. —»— 920 1,204 1520  1.261t0 1.832
10,908 Potier et al. - 670 789 1635  1.016t02.632
under diurstics Lietal. —- 2,833 18,651 2.061 1.597 to 2.661
Alshnbari et al. T — 6,454 3,866 2107  1.492t02.977
& r Total (fixed effects) - p< 0.001 10,908 24,599 1.749  1.5321t0 1.996
24,599 - e —
without diuretics | 1 10 P = 31.41% [0.00-73.75] ; P= 0.2121 )

+74.9% increased risk of major adverse limb events under diuretics

LEAD, lower exlrermnily arleric| disease

Ba, K et al Archives of Cardiovascular Disorders. 2023;116:357-363.
Potier, L et al. Diabetoloria, 2019:62:910—947 .



CANVAS program: Lower exterimity amputation

Patients with an event (%)

No. at risk

Placebo

Canagliflozin

theal HAera
A

C FA=, ALk
I Giabaiula FIv e LA-ihdf 2

20
i8
16
14
12

10

© N b g

LI BEE 2 tREIE

-| Hazard ratio 1.97 (95% CI, 1.41-2.75; p<0.001)

| CANVAS: HR 2.12 (1.34-3.38); CANVAS-R: HR 1.80 (1.10-2.93); p-interaction = 0.63 - - Placebo
| Patients with an amputation: N=140 CANA, 47 PBO Canagliflozin
| Rate: 6.3 vs 3.4 events per 1000 pt-yr

Absolute risk increase: 2.9 events per 1000 pt-yr

| NNH 5y=69

J NNH 3y=115

—p—— = - T == T T T T

0 i 2 3 4 5 6

Years since randomization

4344 4217 3037 1289 1247 1194 S5494

3790 2634 4420 2618 2536 2460 1765



0 DB R
Risk of Amputation by Type of Ampu 1 the |
CANVAS program and the CREDENCE trial

Study HR (95% CI)

All amputation

CANVAS Program

i 1-97 (1-41,2-75)

CREDENCE F 1-11 (O-79, 1-55)

Overall (12 = 82%; p heterogeneity — 0-02) 1-49 (1-17, 1-89)

Minor amputation

CANVAS Program

] 1-94 (1-31, 2-88)

CREDENCE I

-l

15 (0-77, 1-69)

-h

Overall (17 = 70%; p heterogeneity = 0-07) -51 {(1-14, 2-00)

Major amputation

CANVAS Program 1 2-03 (1-08, 3-82)

CREDENCE L i

0-78 (0-45, 1-36)

Overall (12 = 80%:; p heterogeneity — 0-03) -=

1
0-5

_ HR: hazard ratio; CI: confidence mterval
B N
Diabetes Obes Metab. 2020 Oct;22(10):1753-1766

1-18 (0O-78, 1-78)
I
5




Effect of SGLT2i on lower limb amp
Metaanalysis of 13 large placebo-controlled trials

L ESEERY St

Average Events/participants Rate per 1000 Trend acroas

baseline eGFR patient years Relative risk trials sorted

(roLl/min/1.73m") sGLTZ Placebo SGLTZi Placebo (85% <) by sGFR

|

DECLARE-TIMI 58 BS 12378574 113/8569 3.4 3.1 109 (0 84 1.40)
CANVAS Program Fr 14005700 474344 &.3 3.4 : —— 197 (1 41 2 TS)
YERTIS CW 78 111/5493 45/27A45 6.7 5.5 ——- 123 (0 B7F,6 1.74)
EMPAREG OUTCOME Td4 BR/4887T 432333 6.5 8.5 —- 1,00 {070, 1.44)
DAPA-HF 53 1211072 S/ 1063 7.5 56 - = 1 32 (D 56. 3 16)
EMPEROR-REDUCED &1 12827 S/826 9.4 7O - 1.33 (D56, 3.15)

EMPEROR-PRESERVYVED GO 151465 21/1471 4.7 6.5 - a= D72 (0 37.1.39) o=0 13
DELIVER B0 1571578 21/1572 4 3 6 1 - 070 (0. 36, 1_.38)
CREDENCE L = FOZ200 SA2197 12 1 —— - 111 (0789, 1 .56)
SOLOIST-WHF 51 405 1/611 B B 22 = 4.04 (0.45. 365.04)
S ORED 44 325291 33/ 5286 4.5 a7 o.87 (D80, 1.57)

DAPA-CKD A A5/1453 38/7450 10 11 ﬂ 0.92 (0.37, 1.46) RR:DM

- -

Subltotal: IDMabetes

No diabetes

DAPA_HF &8
EMPEROR-REDUCED 63
DELIWER 63
EMPEROR-PRESERVED 62
DAPA _CTHIDY a2
EMPA-KIDNEY 30
Subtotal: NO DLABETES 58
TOTAL: OVERALL 65
TOTAL: OVERALL (=21

{excluding CANWVAS)™

s gty FA- ol iy

Frai-aw.en!

Glo/qo6631 460/ 34308

11295
1338
A/1551
171531
OMEIE
SrAT 7O
12/7788

E592/48449
S52/42659

Slucdic s epliag

AM1305
1/837
4/1558
2/1518
1/699
21 70
17807

4T73/41889
AZE/ITSAS

s ] £ rrakirey

o5 15 = ==
o8 D8 = =
1.2 12 =
o3 O8 == — i .
0.0 0.6 = =
1.5 0.6 =
.
" v w T - »
0 25 05 o7 1 T 5 2

SGEGLT2 bettar

L Peles Lo Arialyzes Caridioo

1.175 (f.==, 5750 )

O 34 {D.03. 3.23)
1.00 (0.06. 15.98)
1.00 (0_26_ 3 98)
O.50 (0.DdE, 5.45)
0.50 (0.02. 14 94)
2 59 (0.50. 13.36)
O.98 (D.43, 2.2%)

1.15 (1.02, 1.30)
1.06 {0.93, 1_21)

Placebao Detler
Heataerogeneity by diabetes status: p=0.7T1

Fle--nwml 1 dli=se:

1.15 (1.02-1.30)

e=0.23



Effect of SGLT2i on lower limb a

T2D: Metanalysis of cohort studies

study

Chang HY 2018 (SOLT-21 va DPP-4)
Chang HY 2018 (SGLT-2i va GLP-1RA)
Chang HY 2018 (SGLT-2i vs 0GLD)
DAncaea E 2023 (SGLT-2i vs DPP-44)
Dawwas GK 2019 (SGLT- 21 va DPP 4)
Davwwae GK 2019 (SGLT 2i ve SU)
Fralick M 2020 (Canaglifiozin va GLP-1RAMApe<8S CVDY+)

Fralok M 2020 (Canaglfiozn vs GLP- 1RA)Age<S8 CvDN-)

Fralck M 2020 (Canaglifozm v GLP-1RAMpe, Y85 CVD(+)

Fralck M 2020 (Canagifiozin vs GLP-1RAMge, Y85 CVDK-)

Fu EL 2023 (SGLT 2 ve GLP 1RA)

Lée HF 2020 (SGLT-2i va DPP .4I)

Pasternak 8 2019 (SCGLT-2 va DPP-4)

Patcemo E 2021{SGLT-21 w3 GLP-1RA)

Patormo € 2022 (SGLT-2 vs DPP-4)

Paul KX 2021 (SGLT-2i ve DPP.44)

Paul SK 2021 (S3GLT-2i vs GLP-1RA)

Paul EK 2021 (SGLT-2i vs oGLD)

Ryan PB 2018 (Canagiifiorin vs nonSGLT.21) CCAE

Ryan PB 2018 (Canaglificzin va nonSGLT-2i) MDCD

Ryan PB 2018 (Canagificzin vs nonSGLT.2i) MDCR

Ryan PB 2018 (Canaglificzin vs nonSGLT-2i) Optum

Ryan PB 2018 (Empagiiazin or Dapaghifiozin vs nonSGLT 2i) CCAE
Ryan P8 2018 (Empagifinzin or Dapagifiozin ve nonSGLT 24 MDCD
Ryan PB 2018 (Empagiicrin or Dapagiifiozin vs nonSGLT-2i) MDCR
Ryan PB 2018 (Enrpagiiczin or Dapaghfiozin v nonSGLT-2) Optuen
Udell JA 2018 (SGLT-21 ve oGLD)

Udwll JA 2020 (Canaghificz:in ve ronSGLT-21)

Weroman NCC 2021 (SGLT -2 ve SU)
Yang JY 2019 (SGLT-2i vs DPP-4i)

Yang JY 2079 (SGLT-21 vs SU)

Yu OHY 2020 (SOLT-D va DPP-4)

Yuan Z 2018 (Caraghflonn ve nonSGLT-21)

Overall (12 = 79.5%, p=0.000)

NUTE Wegtls e Toaw (a~dam eheoh ~edel

Li, C et al. l'ront. Pharmacol. 2023;14:1275060. doi: 10.3389/fphar.2023.1275060
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HR (#5% Cl)

1.50 (O 85,
1.47 (0 64,
212 (119,
1.02 (0 66,
O B8 (0 68
0.74 {0 57,
1.18 (0
1.09 (0 83
1.73(% 30,
1.30 (0 52
1.65(% 22,
043 (0 30
1 26 (D A&,
1.44 (108
142 (0 78,
0.80 (0 48.
0.80 (0 7D,
0.40 (0 30,
1.01 (O 80,
1.05 (C 62,
0.88 (0O 51,
1.03 (0 78.
0 78 (O 57,
068 (01X
1.86 (0 72,
1.21 (0 88,
1.99 (112,
1.44 (0 B2
.70 (C
143 (101
1.02 (0 68,
0.80 (0 71,
0.98 (0 68,

267)
3.38)
3T
1.38)
1.18)
0 98)

88, 182)

1.43)
2.29)
328)
223)
0 82)
181)
1.9¢)
1.67)
0.80)
1.08)
0.50)
128)
173
1.47)
1.38)
104)
238)
312)
1.89)
357

. 2.52)
| 129)
.203)

1.50)
1.09)
1.41)

-
Waaght

238
184
237
215
3468
3s5
338
as
347
144
340
317
318
338
02
357
aes
asT
384
259
233
349
341
130
188
309
39
242
228
322
307
370
36

1.06 (0.92, 1.21) 100

HR
1.06 (0.92~1.21
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-87.43 eGFR ml/min

. 77.22
7 9.36 69.17 —

Add

DAPAGLIFLOZIN
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35
25
15

5
4/1/23 5/1/23 6/1/23 7/1/23 8/1/23 9/1/23 10/1/23 11/1/23 12/1/23 1/1/24 2/1/24 3/1/24 4/1/24 5/1/24
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{E|ZE 43 E.: Baseline Characteristic

McE History (%))
39%}_2 Hypertension

BES_K o
T2DM Dyslipidemia Vv

=
T

T2DM duration 112/07 Smoking
HbA1c (%) 9.4 HF
eGFR (mlU/min/1.73m?) M
UACR (mg/g) 38 mg/g
M>55yrs, F>60yrs
BP (mm Hg) 130/87
LDL (mg/crlh) 148 Others...

Anti-diabetic Medication

Metformin Xigduo 1#QD

FORXIGA

Contrave 2#BID for 3
months

Ozempic 2024/05

LEHMERAEREE TESERRRT - WstHEORFNETEYHRE




HbALc :

 HEAE ERE

113/05/01 5.9
113/01/13 6.0
112/10/18 6.3
112/07/27 9.1
112/07/04 9.4
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38.38 UACR (mg/g)

12.21 10.11
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2023 ADAfERTBERsETESI -
BiZRCKD, (FIFEERISGLT2i

SRR )
|
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S RS . e ‘
g 2 s = gy
N neevmneciommescones
' ]
e B Hiiis LRI

1R
smmiaEa DRIBIERE
R EEACIRBHFrEF 5k HFpEF

eGFR< 60 % UACR=30
ml/min per 1.73 m? mg/g

(fEFIACEI/ARBRIAIZZ 2 SABE)
{B5ciER
RIERIET B mEE T EREAISGLT2i

7£eGFR = 20ml/min per 1.73 m? B]{EFESGLT2i ,
— B S A E R R S R E S

%
{EANSGLT2IREMA, hERaOMmE=BIIGLP-1 RA

TELbIREEE S
B ISR SGLT2i

i
‘ a Diabetes Care Volume 46, Supplement 1, January 2023,5147
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20245 ADAISS|: SGLT2iZB 3 {E AN
AZET2DSIHEER B AR O B Bz

1%'&%%’%’% eGFR < 60 ml/min per 1.73 m2 &
PXY BEAR(UACR 2 30 mg/g)
M= EERE L SREIRE
% s EEL2 875 H FrEF S5 HFpEF EFEAY: S

EHiEl | A

= B> 55EA M 2EU TRIBEF: :
ASCVDS LR PR SME. MISER. MEER. SGLT2i

Az S
CIVEE, hE, (IS SEFH,
ASCVD SR RE, RIEEMEOGE.
e #R. SERiEEREEREE KBRS

A
u Diabetes Care 2024;47(Supplement_1):5158-5178
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B20234 B RES e B EREREEsIES:
CKDS Bl IR fE S FE e GFRAUACREGHS

#A4-2-1 : 121 B TR ELbE kB 2 B ER iR SRR K 5 Tt

3 2 Ertasas ERt@ A =l I E it IS S AR
E18IRE R E V2B hERgRTEeE eGFR EZUACR 1 A
EoPRich J735 YZi REEeTE eGFR 5. UACR 1 A

/= 1 EZ VZEREESF eGFRALUACR 1 A

O & ER Ve REESE eGFRAUACR 1 A

= & A2 M e JZ2E BT EEF UACR 1 A

=HBRERE VBT REEEE eGFREZLUACR 1 A

NEIHFEE JIZE BT REF UACR 1 A

MAMEERS Pk TR EF UACR 1 A
>65 7 = YZE REEEE eGFR K UACR Good practice point

R B ez R EREE eGFR/AZUACR Good practice point

{s{ﬁiﬁ:}' 3

.'ﬁ Il

#:.\i-é ;1&4;

A B R IR = 15 2 THREAX ,
, I, OFEISEEREEFERRREEEE!

‘ 1. https://tsnorgtw.gitbook.io/2022_taiwan_chronic_kidney_disease_clinical_guidelines/
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SGLT2igH {BpFHEREYI B Re T B LIRE

#° cVDREAL3
B

eGFR 0.46 mL/min/1-73 m? per year
E R =
1
E 5 p<0.0001
E
; - | eGFR -1.21 mL/min/1-73 m? per year
E ~®- SGLT2 inhibitors
= —A— Other glucose-lowering drugs
_E' | | I II | ] | | 1 I
-12 -6 3 a0 1 3 6 12 18 24

*35,561 patients with SGLT-2i vs. 35,561 patients with oGLD (other glucose-lowering drugs)

40% eGFR decline

| 44% (p<0.0001) 67% (p=0.0024)

35,561 patients with SGLT-2i (Dapagliflozin 58%, Empagliflozin 34%) vs. 35,561 patients with oGLD (other glucose-lowering drugs),
Lancet Diabetes End 0Jan;8(1):27-35. 1:1 matched with propensity score; The data is based upon Real World Evidence (RWE) data and is subject to potential
confounding bias usually associated with observational research.
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Dapagliflozin}SHE3R: BEIT2DEBIZFITIR>70%E1E

ADAZETIRBER ) {# FHFORXIGA 123HETIRZRIR )

Type 2 Diabetes

T TIR (%)
% time>180 mg/dl

2250 MY [ <o .

(13.8 mmaliL) . % time<70 mg/dl
=180 mg/dL *

{100 mmel/L) <25%

Target Range:
T0-180 maldL
{3.9-10.0 mmaliL)

P=0.041 better than Gliclazide MR
(TIR 68.4%)

<70 mg/dL (3.9 mmol/L)
<54 mg/dL (3.0 mmal/L)

*Includes percentage of values >250 mg/dL ** Includes percentage of values <54 mg/dLTIR: time in range (70-180 mg/dL)
1. Diabetes Care. 2019 Aug;42(8):1593-1603. 2. Diabetes Obes Metab. 2020 Apr;22(4):501-511.
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MBS AMERN DS
aiEHR: xMDapagliflozinBG 3 [#{EA1c 0.8%

Switch to Dapagliflozin Add-on Dapagliflozin
|! LEAD Study .

o _
N=1960 x O
19582 @ ch) ') /Be [ o -02
SEMATC 8.8% E
) 0
MEEIN -0.66% :
# 04 -0.82%
ﬁ:
& -05
EE -
® -06 :
s
% -0.7 p<0.0001*
2 08 ]
0.9 ' 0<0.0001*

GB.S%EEIDPP—AIH%@EFORXIGA
P=0.0023

*vs baseline Peer) 8:€9998 https://doi.org/10.7717/peerj.9998

He data is based upon Real World Evidence (RWE) data and is subject to potential confounding bias usually associated with otservational research.
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DapaglifloziniZ2{HT2DEE
fiﬁﬁ ZaECKDRE:E

D w9 Pl ecrr>60mi5 7 oY, | wasH & B KA E

0
Vit UACR<30 mg/giT2DEE ER ((/DAPACKD {3 FORXIGA 10 mg -
FORXIGA 10 mg Hoh2/3BE 5 T2D

“Silent Period”

il i : -
Arvenced dabetic glmerilnse mrosis

! I | AN |
0 3 TIME (years) 15 24
Onsetof Onset of Onset of
. . . . . 9 years ESRD
Diabetes Diabetic Albuminuria y
Glomerulosclerosis

UARC: urine albumin to creatinine ratio 1. DeFronzo, R. A. Diabetes Reviews, Vol. 3, No. 3, 01.01.1995, p. 510-564. 2. Sem Nephrol 10:184-
193, 1990. 3. Sci Rep. 2018 Mar 20;8(1):4909



0L DB RS
DECLARE _— 4
R B R PRI IER 7 L B R SRR TRt

10- ‘ SGLT-2i CV/renal OTs
20—
30 DECLARE’ Bubble size = trial
o\\o, - population
g 40— CREDENCES DECLARE-TIMI 58
&N=1 ?5'[3160) _
@) o P }. L REDENCE (N=4401)
""6 |
> 60— : CANVAS? The population is mainly
B composed of primary
-+ ! care T2D patients
n /04 I
b I The population is mainly
I composed of Probable
80 — : nephrology T2D patient
Th lation i inl
| composed of Probable
90 = l EM PA - REG3 cardiology T2D patients
| 4 Th lation i inl
100 — I VERTIS-CV corilggg:daolfo;rgbr:;:: Zardiology
I and nephrology T2D patients
| | i | | | | | |
45 50 55 60 65 70 75 80 85 90

eGFR (mL/min/1.73m?)

1. N Engl J Med. 2019 Jan 24;380(4):347-357. &gl J Med. 2017 Aug 17;377(7):644-657. 3. N Engl J Med 2015;373:2117-2128. 4. Am Heart J. 2018 Dec;206:11-23. 5. N Engl J Med. 2019 Jun 13;380(24):2295-2306.
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DapagliflozinB3%iRAT2DESE
9 B1aEEt. ESRDELEEEFE TRl

DECLARE
Renal com pOSitE DUtCDmE* Dapaglﬂhzin group Placee_hﬂ group Hazard rafio
(N=8574) (N=8569) Tnc). Puale
0030 1 HR 0.53 (95%CI 0.43-0.66) S n % n %
p<0.0001*
Lo BRESHY 127 1.5% 238 2.6% s 3 0.53(0.43-0.66) <0.0001
E J o b ..-'J\. &
3 0020 47% eGFREIDAVRELL 0y 4 4o, 21 25% - 0.54{0.43-067) <0.0001
.'r-?u 0.015 7 RRR g ,
E ESRD 6 0.1% 19 02% —H— 0.31(0.13-0.79)  0.013
20010
3 ESRDE R 1 04% 27 0.3% B 0.41(0.20-0.82) 0.012
E 0,005
AKI 125 1.5% 175  2.0% = 0.69(0.55-0.87) 0.002
o 0.0 Dj& 1jU . 1I5 , 2;'1] o Zjﬁ:l 3I.D 3..5 4I.U [}1 [}5 1|:| 1?
Mo, at riek ma SinCd rangomization (yrears

FORNIGA 10mg 8282 B523 8432 8338 8343 8127 B034 TEaE 2244 Es RD 1 6 9 'D/'
Placeka H578 E50M B415 B3 2193 #0546 7925 7403 5382 (v}

HR 0.31 (0.13-0.79), p=0.013

*Nominally significant, prespecified exploratory outcome; Renal composite outcome: sustained >40% eGFR decline to <60 mL/min/1.73 m2, ESKD, or renal death
1. N Engl J Med. 2019 Jan 24;380(4):347-357. 2. Lancet Diabetes Endocrinol. 2019 Aug;7(8):606-617. 3. Diabetes Obes Metab. 2020 Aug;22(8):1357-1368.
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Dapagliflozinft¥iT2D&{#eGFR>60{EH =]
RE RV BINEEE(. ESRD, BEMRCREG

D DECLARE post hoc analysis: 3-point renal composite in a subgroup of 4597 patients
DECLARE with eGFR =60 mL/min/1.73 m? and UACR 230 mg/g
:,r =
HR 0.43 (95%CI 0.31-0.60)
& ¢7 p<0.001 o
Py ; Placebo 57 A)
E _ (n=2271)
S 4] RRR
c
E
K
5 2
E I_J_I7
O 14 DAPA 10 mg
r f (n=2326)
R e T | | | | | | |
0 & 12 18 24 30 36 42 43 54 &0

Months

B
" - Composite renal-specific outcome: sustained >40% eGFR decline to <60 mL/min/1.73 m2, ESKD, or renal death
Data on file, REF-107851, AstraZeneca Pharmaceuticals LP.




Dapagliflozinj&&T2DjF . UACR, &

D

DECLARE
TiN-58 - e

Mean UACR {mg/gh

fean LWACH (mog'g)

UACR=15 mg/g

p=0.0033 "
10l . p=00140  ©<0.001
5 |
Dapagliflozin Placebo
ol
& 12 24 38 ©
100 3u{uncnc300 mgfg
75 M l
. \‘/’—P"/’—"/ 1
p<oooor  P<00001 P<0.000
p<0.0001
25
0
S ” pre 48

maonth of lollow-up

Diabetes Care. 2021 Aug;44(8):1805-1815.

Mean UACH (ma'g)

Mean UACH (mg'g)

ley

20H

10+

L‘%,.,.ﬁ'ﬁﬁ ﬁ—-ﬁﬁﬂﬂ
SHREAERRSE

p<0.0001

A = = |

p=0.0001

o<00001  P<0.0001

p=0.0001

& 12 24 36 a8

UACR>300 mg/g

p=<0.0001

manth of fellow—up
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#:-m Baseline eGFR, UACR,
DapagliflozinfH5leGFRI{RE T PEAY LG E (RIS R
95;2 RE B Dapagliflozin M Placebo * P-Value<0.05 ** P-Value<0.001

TE-58

.

0% 59,08

50%

43.2%
41.9% 40
40% — 37.0% 38.0% 35.0%
32.2% S
31.5%  31.3% :
30.85 " .
2B.5% 2T.1% .
25.3%
24.8% b 23,65
20
10%

24.7%
**60> *+90>-60 *#90= JHUndetectable **30»-15 **3002-30= **300< Yes** No* Yes** No**

<] 5¥*
. . History of Baseline
Baseline eGFR Baseline UACR Hypertension ACEIARB

Fast Decline* 0.5-4 Years
by Baseline Characteristics
L
o

o o

D) in eGFR can be defined as a reduction of >3 ml/min/1.73m?2/year and is associated with poor long-term renal prognosis.

Diabetes 2020 Jun; 69(Supplement 1) https://doi.org/10.2337/db20-303-OR 1



LB S CHlE

¥*A5Eﬁ"‘ =CERESRY. HbA1c, _
DapagliflozinZH5lle GFRIRE TFFERIELEE e E N e Sy |

D

DECLARE o .
. Dapagllflnzm . Placebo P-Value<0.0001
45%
40.8%
n O 0% e 36.1% o8 35.0%
— ) L
E 5 - 35.1%
>t 30.8%
T+ 30% 26.6%
b E 27.1% 26.8% 26.9% o5 40
S m 25%
%0
é g 20%
[
@ = 15%
o ¥
P 10%
m
-
“ 3 5%
0%
**65> **Gh< **102 *10< **+Q%> **Q%<
Age Duration of T2DM (yrs) HbA1c

*Fast decline (FD) in eGFR can be defined as a reduction of >3 ml/min/1.73m?2/year and is associated with poor long-term renal prognosis.

lement 1) https://doi.org/10.2337/db20-303-OR
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),

DECLARE
Renal Specific Outcome ) )
- The renal specific outcome included a sustained
decrease of 40% or more in eGFR to <60 mL/min/1.73 m?2,
006 4 end-stage renal disease, or death from renal cause
z Dapaglfiozin (%) Placebo (%) Hazard Ratio ~ Meraction
E oo wm
: Placebo —
" Overall 1.5% 2.8% - 0.53(0,43-0.66)
om <% 1.2% 2T 042(0.19091) 0.259
7<8% 1.1% 2.5% - 0.45(0.31-0.66)
29% 1.7% 3.5% N 0.48(0.32-0.70)
7 8 9 10 11 025 10 28

HbA1c at baseline

https://doi.org/10.2337/dc21-1744
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Cumulative Incidence
%

N at Risk

FORXIGA 10mg
Placebo

LB 2

DapaglifloziniRfECKDIEE S =1t

ARE Y BUEEEL. ESRD, 1L

Primary cutcome: composite of a sustained decline in the eGFR z50%, ESRD,

ME=EE 5T )

247 or death from renal or CV causes Placebo
312 events 0
20~ HR (95% CI) p-value 39 /0
0.61 (0.51-0.72) 0.000000028
1o RRR
12—

FORXIGA 10 mg

g 197 events
ESRD | 36%
_4—
HR 0.64 (0.50-0.82),
L p=0.0004
T T T T T T T 1
0 4 g 12 16 20 24 28 az
Manths from Randomization
2152 2001 19556 1898 1841 1701 1288 B31 ang
2152 1993 1936 1858 1781 1664 1232 774 270

1. N Engl J Med. 2020 Oct 8;383(15):1436-1446. 2. Hiddo Lambers Heerspink present at 2020 EASD virtual meeting: Results of the DAPA-CKD trial. 24 September, 2020
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Dapagliflozini§ECKDEEE P L2 FE T E [

N 127
(| /DAPACKD HR (95% Cl)  p-value

10 0.69 (0.53-0.88) 0.0035 Placebo
146 events
31%
ﬂ_
c 0
k=]
]
=
T o RRR
=
5
g DAPA 10 mg
= —
o ¢ 101 events
2_
0= | | T T | T T |
0 4 8 12 18 20 24 28 32
N at Risk Months from Randomization
DAPA 10mg 2152 2039 2029 2017 1908 1925 1531 1028 308
Placebo 2152 2035 2018 1903 1972 1902 1502 1009 379

N Engl J Med. 2020 Oct 8;383(15):1436-1446. 1



Least-Squares Mean Change in Estimated GFR

(ml/min/1.73m¢?)

( N DaPACKD Difference of 1.92 ml/min/1.73 m? per year
J (95%Cl, 1.61 to 2.24)

Placebo

Dapagliflozin

Baseline eGFR 43
(age 62 years)

=3.59 mi/min/1.73 m2 per year i

-

I I I I : I | I I I I
2 4 a 12 16 20 24 28 32 36

Months since Randomization

N Engl J Med. 2020 Oct 8;383(15):1436-1446.

1o
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DAPA-CKD & DECLARE pooled analysis:

/DB B 1|:. =hleGFREEBHREE
DapaglifloziniBi /> BB {cEERleGFREEB RS
WM /1000 BE/E  HOEHER HR (95% CI)
(N bapPacCKD ot n Owlteinions ke
DECLARE J e e T i
' ' Overall 19748 048 13 05 > | 0.60 (0.52-0.69)
&GFR = 90 B026 0,3 05 0z —- : 054 (0.358-0.793
eGFR DECLARE | DAPA-CKD Total :
<45 184 1640 1824 [H] eGFR 45-<E0 1968 1.7 31 1.4 —_— : 052 (D.3T7-0.74)
eGFR <45 1824 b.& a1 2.5 —.— E 0.71 (0.56-0.89)
45-<60 1050 918 1968 (10) S R R—
60-<90 7582 348 7930 (40) 028 —'__28,
Favors Dapag n Fawers plac
290 8026 0 8026 (41)
BEHEE 1000 BHE/E HAUEHER HR (95% CI)
um:n m DAPA—CKD (p-value: 0.464) N PP T (hoseen
N (%) SA M EREEY :
11644 11645 (59) Overall 19748 0s 13 05 > | 0,60 (0.52-0.69)
30-<300 4029 307 4336 (22) UACR <30 11645 0.2 04 02 - i 053 (0.38-0.75)
300-<1000 809 1125 1934 {10:' UACE 30-<300 4336 0.5 0.9 0.4 —_— : 0G1 [0.42-0.90)
LACR 300- <1000 1934 1.4 27 1.3 — . : 053 [0.36-0.79)
alum 35':} 14?3 1333 I:g] UACR = 1000 1833 B.1 124 43 — E 062 (0.50-0.75)
[UACR : mo/a) . : —
BRULELS eGFR ISR/ > 40%, ERIIKPERS. SEMFT e ‘

Fawors Dapagliflazin Favors plm:eh;
1. Moura F, et al. Presented at: ESC Congress 2022; August 26-29, 2022; Barcelona, Spain. 2.

https://academic.oup.com/eurheartj/article/43/Supplement _2/ehac544.2407/6745929?login=false
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HHEIB TSI RIFAIT2DI%EY -, HEIHRHATER:
DapagliflozinEiZ=FFE4Z e GFR T PR ERFFR = H bR

Difference of 1 .81 ml/min/1.73 m2 Difference of '443 mg/g

per year (95%CI, 1.13 to 2.48) (95%Cl, -66.9 to -21.7)

— 90 7 P<0.0001 250 1 P<0.0001
£
o — 200 A T
~ o
T %] 2150
& £ i
E = n @
= » & 100 - |
= 80 1 g 1]
e 50 -
‘g Difference 1.81 ml/min/1.73 m? Difference -44 3 mg/g
75 - (95% C.1.1.13-2.48) p<0.0001 0 ° (95% C.I.-66.9 to-21.7) p<0.0001
0 12 24 36 48 60 0 12 24 36 48 60
No. of patients Months after index date No. of patients Months after index date
FORXIGA 4547 1988 1418 919 1058 699 FORXIGA 2660 695 467 358 382 264
Comparators 4241 1997 1530 1197 1486 1139 Comparators 2577 739 520 400 545 437
*34 months “54 months
=— FORXIGA = Comparators =— FORXIGA = Comparators

PB4 ARERE B2 93% % eGFR 260 mi/min/1.73 m2 > 85% H#-2 UACR <30 mg/g.
The Lancet Regional Health — Europe 2024;38: 100847 Published Online 1 February 2024
https://doi.org/10.1016/j.lanepe.2024.100847
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CILBERE SEEEE

%E?i[!\’\’[f :71:-;1:hnﬂﬂaﬁi. 12D
Dapagliflozin $t#fUACR<200mgq/gh&Es Es BRI A iE4Ee GFR &

All patients with UACR<200mg/g Patients with UACR<200mg/g without T2D

Median Difference

(Quantile regression) (95% CI)

1.28

ml/min/1.73 m?/year (-1.56 to 4.12)

Median Difference

(Quantile regression) (95% CI)

1.07

ml/min/1.73 m?/year (-0.40 to 1.74)

1 1
1 1
Dapagliflozin initiators : Non-initiators Dapagliflozin initiators : Non-initiators
(n=2972) i (n=2972) (n=275) i (n=275)
1 1
Median eGFR Slope (95% Cl) | Median eGFR Slope (95% Cl) Median eGFR Slope (95% Cl) | Median eGFR Slope (95% Cl)
0.18 ml/imin/1.73 m?year (-0.50 to 0.99) 1 -0.83 ml/min/1.73 m?year (-2.23 to 0.39) -0.86 ml/min/1.73 m?/year (-6.36 to 4.33) 1 -2.02 ml/min/1.73 m*year(-5.74 to 0.88)
N Tangri, N., Rastogi, A., Nekeman-Nan, C. et al. Dapagliflozin Utilization in ChronicKidney Disease and its Real-World Effectiveness Among Patients with Lower Levels of Albuminuria in the USA and Japan. Adv Ther (2024). https.//doi.org/10.1007/512325-023-02773-x

Claims data from the USA and Japan were used to describe patients with CKD and UACR < 200 mg/g who were eligible for dapagliflozin 10 mg treatment (initiators and
untreated) following its approval for CKD. A quantile regression analysis was performed to evaluate the effect of dapagliflozin 10 mg initiation versus no initiation on estimated
glomerular filtration rate (eGFR) slope in a propensity score-matched cohort, using a prevalent new-user design
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Thanks for listening !
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