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Current Status of Diabetes &
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Diabetes prevalence and Control rate

g The prevalence of diabetes in Korea is continuously increasing, and the drug treatment rate for diabetic patients
has increased, but the control rate of achieving glycated hemoglobin less than 6.5% has actually decreased.

Diabetes prevalence and population Diabetes management level for adults
changes over the past 9 years over 30 years of age
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Diabetes management level and Glucose control status

= In the case of diabetes treatment, the control rate is 24.5%, with about 75% of patients not reaching the control target,
and the control rate below 7.0% of glycated hemoglobin is only half, requiring additional glucose control.

(%) About 75% of paitnets (%)
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Diabetes and Comorbidites

Because the proportion of diabetes patients with obesity, high blood pressure, and hypercholesterolemia is high,
g integrated management is required, including not only glucose control, but also weight, blood pressure, and
LDL-C control.

+ Hypercholesterolemia

76.1%

«Ch omx} ZEH0[126 mg/dL OAO[ZLE QJAFRICHS HIQILL EHr BHOFK|2 K| 2 F0| 7Lt EhafaAiaT}65% O[AKRl S « DA THE 7| €Y0| 140mmHg O|2H0| 11 0|7 [&R40|85mmHg DI.D_FOI'%%
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W LW En HTE SN ALEN

Ref) CHOHE ' B3|, Diabetes fact sheet in Korea 2022. E!Et%:ﬁ o g [y L=

R HLETE SR Ee 2



Type 2 Diabetes Medication Treatment Algorithm (2023)

Korean Diabetes Association guideline
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Recommendations for Type 2 Diabetes treatment(2023)

According to the Korean Diabetes Association guidelines,

it is recommended to select SGLT2i drugs

in cases with heart failure, chronic kidney disease, or atherosclerotic cardiovascular disease.
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2023 American Diabetes Association(ADA) Guideline

The 2023 ADA guidelines recommended SGLT2i first for type 2 diabetes patients
with ASCVD, HF, and CKD, as well as type 2 diabetes patients at high cardiovascular risk.

+ASCVD! +Indicators of high risk F CkB
Defined differentty While definitions vary, most Current or prior eGFR <60 mLimin per 1.73 m? OR
CVOTs but all included comprise =55 years of age symptoms albuminuria (ACR =3.0 mg/mmal
individuals with established with two or more additional d::::F "“:d [30 mg/gl). “';ﬂ mm
CVD (e.g., MI, stroke, any risk factors (including obesity, S may vary over time; thus, a repeat
revascularization procedure). hypertension, smoking, HFYEF or HFpEF re is required to document CKD.
Variably included: conditions dyslipidemia, or albuminuria)
uch as transient mm +CKD (on maximally tolerated dose
attack, unstable angina, of ACEi/ARB)
amputation, symptomatic
or asymptomatic coronary
artery disease. e rimary evidence of
HF benefit Fiticing CKD progression
in this Use SBLTZi in people with an eGFR
population 220 mL/min per 1.73 m?; once initiated
should be continued until initiation
-l-“,swnﬂlldicaturs of Higl‘l Risk of dialysis or transplantation
______ UR [ —
} GLP-1 RA with proven CVD benefit if
GLP-1 RA® with proven bt SGLTZi not tolerated or contraindicated

CVD benefit OR 7D benefit

If A1C above target, for patients on
SGLT2i, consider incorporating a

If A1C above target GLP-1 RA or vice versa

« For patients on a GLP-1 RA, consider adding SGLT2i with - - -
proven CVD benefit or vice versa el ]'
= TZDA

ACEi, angiotensin-converting enzyme inhibitor; ACR, albumin-to-creatinine ratio; ARB, angiotensin receptor blocker; ASCVD, atherosclerotic cardiovascular disease; CGM, continuous glucose monitoring; CKD, chronic kidney disease; CV, cardiovascular; CVD,

cardiovascular disease; CVOT, cardiovascular outcomes trial; DPP-4i, dipeptidyl peptidase 4 inhibitor; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HF, heart failure; HFpEF, heart failure with preserved ejection
ion; HFrEF, heart failure with reduced ejection fraction; HHF, hospitalization for heart failure; MACE, major adverse cardiovascular events; MI, myocardial infarction; SDOH, social determinants of health; SGLT2i, sodium-glucose cotransporter 2 inhibitor; T2D,

type 2 diabetes; TZD, thiazolidinedione.

ef.> ElSayed NA, Aleppo G, Aroda VR, et al. Diabetes Care. 2023;46(Suppl 1):S140-S157.
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Glucose Lowering Effect




Type 2 Diabetes Pathogenesis : “The Ominous Octet”

Increased glucose reabsorption by SGLT2 in the kidney worsens hyperglycemia.

Decreased incretin

effect
Increased
GLP1RA lipolysis
GLP1RA
DPP4 inhibitor
&) Increased
G-lLEID E A Decreased a-cell glucose
DPP4 inhibitor insulin Increased reabsorption
secretion glucagon ¥ —
p-cell secretion /— SGLT2 inhibitor

o
Hyperglycaemia

A

TZDs
Metformin
GLP1 RA
DPP4 inhibitor Neurotransmitter
Vascular insulin resistance dysfunction lxB-NF-xB
TLR4
Insulin m MAPK
At rest _Inflammation A?%I?:K
Insulin m o
Microvascular recruitment only GLP1 RA Macrophages
” 1 of 3 capillaries are open at rest
4
Ny SGLT2, sodium glucose cotransporter 2; DPP-4, dipeptidyl peptidase-4; GLP-1 RA, glucagon-like peptide 1 receptor agonist; TZD, thiazolidinedione

':T’IIE - El“h?m s

=
S

Ref) DeFronzo RA, Ferrannini E, Groop L, et al. Type 2 diabetes mellitus. Nat Rev Dis Primers. 2015 Jul 23;1:15019.



SGLT2 (Sodium GLucose colransporter 2) Inhibitor's Mechanism of Action

Glucose reabsorption
(90%)

SGLT2 : Transporter for approximately 90% of sugar reabsorption in the kidney
SGLT2 Inhibitor : inhibit SGLT2 > increase glucose exaretion -> lower glucose |

______________________________________________________________________

[
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I
I
I
1
\
~

Proximal tubule SGLT1

Y% SGLT2

_ .~ Glucose

o Glucose reabsorption (10%)

Glucose
filtration

3¢ Under nomnal conditions, more than 90% of glucose
is reabsorbed and little is exaeted in urine:

SGLT2i, sodium glucose cotransporter 2 inhibitor.
4 b
o

AW WL BEn HTE SN ALEN
a Ref) Jung CH, Jang JE, Park JY. A Novel Therapeutic Agent for Type 2 Diabetes Mellitus: SGLT2 Inhibitor. Diabetes Metab J. 2014 Aug;38(4):261-73. ErlIIE gE E'Fj%%%;muﬂ
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5 Characteristics of SGLT2-I

Recent results in non-diabetic
experimental chronic kidney disease models { Sodium cotransporter 2

(SGLT2) Inhibitors

v |

|Oxidative stress
|Fibrosis induction
|Local inflammation
JTubular senescence Tubulo-glomerular
|Glomerular damage feedback

L ssia
1 \; ¥
 Gcemicconvol X7 wesiioss

Blood pressure
lowering

Possible direct el
Renal protection

I S ALE

A ML BEa L] E]
Ref) Zelniker, TA. et al. ] Am Coll Cardiol. 2020;75(4):422-34. CimE .2 CHiEce..=



Comparison of Glucose lowering effects of Diabetes Medications (Harrison’s Principles 21th edition)

SGLT2-1 vs. DPP4-1 - equal or higher glucose lowering effect

Mechanism of Action Examples? HbA1c(I;:-z)dbuct|on
Biguanides<” | Hepatic glucose production Metformin 1-2
a-Glucosidase inhibitorse } Gl glucose absorption Acarbose, miglitol, voglibose 0.5-0.8

Alogliptin, anagliptin, gemigliptin, linagliptin, saxagliptin,

o o o Cx** - i
DPP4 inhibitors Frelieng) eneisgenens Gl et sitagliptin, teneligliptin, vildagliptin
Insulin secre-tagogues: , , o o . .
If | c* t Insulin secretion Glibornuride, gliclazide, glimepiride, glipizide, gliquidone, 122
sulfonylureas glyburide, glyclopyramide
Insulin Secre-tagogtlfs' Tinsulin secretion Nateglinide, repaglinide, mitiglinide 0.5-1.0
nonsulfonylureas©

SGLT-2 inhibitors™ 1 Urinary glucose excretion Canagliflozin, dapagliflozin, empagliflozin

Thiazolidinediones<™* I Insulin resistance,

1 glucose utilization Rosiglitazone, pioglitazone 0.5-1.4

15 ML BEn L IE ] -
ErnIE RE E'qg#ﬁlmu-
mrduzam =ge T HIE P B R 2



SGLT2 inhibitors vs. DPP4 inhibitors : Glucose Lowering Effect

SGLT2i is evaluated as a drug with a higher weight loss effect compared to other classes in
E the KDA guidelines, and is classified as a drug with a stronger glucose lowering effect than

DPP4i in the ADA guidelines.

[Efficacy for Glucose Lowering]
« High : SGLT2i
* Intermediate : DPP4i

Ref. 1) EISayed NA, et al. Diabetes Care. 2023 Jan 1;46(Suppl 1):S140-S157.

2023 ADA 710|E2[QI:
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Glycemic Management: Choose
Approaches that provide the

Achievement and Maintenance of
Weight Management Goals:

efficacy to achieve goals: (
Metformin OR Agent(s) including

Set individualized weight management geals

COMBIMATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycemia a therapy/eating patterns/physical

priority in high-risk individuals

In general, higher efficacy approaches
have greater likelihood of achieving

Intensive evidence-
based structured
weight management

activity program

General lifestyle advice:
medical nutrition

Consider medication Consider metabolic
for weight less surgery

glycemic goals
Efficacy for glucose lowering

When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual
glucose and weight efficacy

Very High:
Dulaglutide (high dose), g
Semaglutide, Tirzepatide r
Insulin

Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)

Y

[ High: 1
1 GlL P-1 RA (net listed above), Metfermin :
: I__SGLT2 }ulfonylurea, TZD 1
1 1
1 jrircmediaie: !
1 4i N 1
\m‘____D_E_P__ﬂ___' __________ f’
| | .

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liralutide

Intermediate:
GLP-1 RA (net listed above), SGLT2i

Neutral:
DPP-4i, Metformin

J

v

M)

If A1C above target

v

Identify barriers to goals

» Consider DSMES referral to support self-efficacy in achievement of goals
+ Consider technology (e.g. diagnostic CGM) to identify therapeutic gaps and tailor therapy

« Identify and address SDDH that impact achievement of goals




SGLT2-1 Add-on to Metformin : Glucose Lowering Effect

In a meta-analysis comparing other diabetes treatments,
when SGLT2-1 was used in combination with Metformin,
additional 0.8% reduction in glycated hemoglobin (HbA1c).

' o _Basal Premixed SGLT2i
AGls DPP-4i  Meglitinides  SUs TZDs insulin -~ G p-1RA  insulin |
0.0 |
) -0.2 —
)
(9]
<{ -0.4 —
T
c -0.6 —
Q -0.66
g ) 18- 089 iiiiieis Y s S S .
_fcu -0.82 -0.82
S 10 -0.88
-1.02
1.2 - -1.07
ﬁ.
i "* AGI, a glucosidase inhibitor; SGLT2i, sodium glucose sotransporter-2 inhibitor.
"' L *All antihype3rglycemic classes were significantly different vs placebo.+An estimate of HbA1c reduction; SGLT2 inhibitors were not included in the network meta analysis?
i

M WL Bt Lh kLT
ﬂ Ref) 1. Liu SC, et al. Diabetes Obes Metab. 2012;14:810-820 2. Fuijita Y, et al. J Diabetes Investig. 2014;5:2650275. CimE .2 CHiEce..=



Dapaglifiozin Mono s Combination & Initial Combination : Glucose Lowering Effect

= Dapagliflozin has shown excellent hypoglycemic effects in diabetic patients as monotherapy and in
combination with various drugs.

4 (| v \‘
{ Initial Monotherapy" ! HInitial Combination? { Combination?® ! Tripled Tripled Add on INSS
: i (+METXR) | | (+ MET) | (+ MET+SU) (+ MET+DPP4i) (+OAD)
11 1
1 1 1
i 1
1 DAPA DAPA 11 DAPA10m L DAPA DAPA 1 DAPA DAPA DAPA
i 10mg 5mg Placebo : : +MET 9 +MET : i 10mg 5mg Placebo i 10mg Placebo 10mg Placebo 10mg Placebo
07y HH H I
1 1 1 1 1
1 1 1 1 1
1 1 1 1 1
1 1 1 1 1
1 1 1 1 1
v | I B |
£ 057 i |l |
O I HH Lo I
0 | 1 1! !
®© 1 11 1! !
m | Iy i |
i 1
"\ 1 1 1 -
58 | ' o | -0.86 0.86
53| i ! : 0
1
Jx ¥ ! !
<9 \ 1 IR /
o2 ) R 7
= 5. | i
EE | 144
1
7]
® : i
(@] 1 1
c 1 1
] 1 1
c 2 — 1 1
&) I -1.98 :
| :
‘s ______________ ’
* p<0.001 vs. Placebo(or Metformin?))
25—
Baseline
HbA1C (%) 8.3 8.1 8.4 9.1 9.0 8.7 9.4 9.2 8.1 8.2 8.2 8.2 8.6 8.5
MET, metformin; SU, sulfonylurea; DPP-4, dipeptidyl peptidase-4; OAD, oral antidiabetic drug.
References 1. Ji L, etal. Clin Ther. 2014 Jan 1;36(1):84-100.€9. 2. Henry RR, et al. Int J Clin Pract. 2012 May;66(5):446-56. 3. Bailey CJ, et al. Lancet. 2010 Jun 26;375(9733):2223-33. 4. Matthaei S, et al. Diabetes Care. 2015 Mar;38(3):365-72. 5. Mathieu C, et al. Diabetes Care. 2015 Nov;38(11):2009-17. W WL BEE LHETUTE]
6. Wilding JP, et al. Ann Intern Med. 2012 Mar 20;156(6):405-15. EI]IIE RE CiM=2co, .=
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Dapagliflozin Add-on to Metformin (Long-term therapy) : Glucose Lowering Effect

Additional combination of Dapagliflozin with Metformin showed a continuous hypoglycemic
B effect when administered for a long period (102 weeks).

Week 24 Week 50 Week 102 Adjusted Mean Change
from Baseline
at week 102 (95% CI)

+0.02 % (-0.20,0.23) <—

c
S o PBO + MET
S £
- O
% @ -0.48 %(606%%8-0.29),
: -0.80¢
2 e DAPA 2.5 mg + MET “VU.0U%
B Difference
<= -0.58 % (-0.77, -0.39),
Lo p<0.0001 (-1.08, -0.52)
- DAPAS5 mg+MET \ )
o5 \§ -
|
_<é 6 -0.78 % (-0.97, -0.60),
T p<0.0001
DAPA10mg + MET <=
i Double blind ple Extension > p value: vs. PBO + MET
-1.2 T I I — I E— — — I — — —
0 16 32 48 64 80 96 112
Sample size per time point* Time (Week)
PBO+MET n= 133 128 127 120 115 102 100 96 74 60 46 38 28
DAPA 2.5mg+MET n= 135 133 133 128 127 118 117 115 96 82 65 57 36
DAPA5mg+MET n= 133 131 131 128 127 122 118 116 94 84 64 59 47
DAPA 10mg+MET n= 132 130 130 126 128 114 117 113 102 96 80 75 57

Study Metformin EFEQ %0 2 HEH0| ZHEE|X| 2H=T2DM EHXHHDA1C 7-10%)S CHAO 2 dapaglifiozin® (2.5 mg, n=137; 5 mg, n=137; or 10 mg, n=135) FE= 2|2k (n=137) 2.2 2XIQ[HIHS10] 2 Z2[ 19| metformin (21500 mg) 1t
DESGIIM 27110237 (24F+78F extension) F0| 2 SEZotR IS H|WOHCEY |2 Bl 0|5 WA, 34 A

DAPA, dapagliflozin; MET, metformin; PBO, placebo; Cl, confidence interval.

MW WL
Cpm

PR IR

Ref) Bailey CJ, Gross JL, Hennicken D, et al. Dapagliflozin add-on to metformin in type 2 diabetes inadequately controlled with metformin: a randomized, double-blind, placebo-controlled 102-week trial. BMC Med. 2013 Feb 20;11:43.
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No Increased Risk of CV Events

A meta-analysis of cardiovascular events in 21 phase 2b/3 clinical trials using Dapagliflozin found

%’ no increased risk of major cardiovascular events (cardiovascular death, stroke, myocardial infarction, and hospitalization
for unstable angina).

G MACE + UA and MACE )

DAPA Control

MACE+UA
Overall 95/5699 1.46 81/3240 2.15 — 0.787 (0.579, 1.070)
CVD History 67/1826 2.94 61/1333 3.76 —a— 0.806 (0.562, 1.156)
Elderly patients with CVD risk 33/653 4.19 32/535 5.06 - 0.824 (0.497, 1.365)

MACE :
Overall 72/5418 1.15 62/3101 1.69 —a— 0.772 (0.543, 1.097)
CVD History 50/1799 2.21 45/1325 2.76 ——— 0.802 (0.527, 1.221)
Elderly patients with CVD risk 26/653 3.28 23/535 3.61 —a— 0.916 (0.512, 1.640)

T T T

0.1 1 10

HR (95% Cl)

Data presented for the overall population, the subgroup of patients with a history of CVD (CVD history) and the subgroup of elderly patients aged =65 years with a history of CVD and hypertension (Elderly patients with CVD risk).
n is the number of patients with an event; N is the number of patients in treatment group.
ClI confidence interval, CTRL control, CVD cardiovascular disease, DAPA dapagliflozin, HR hazard ratio, MACE major adverse cardiovascular events (cardiovascular death, myocardial infarction and stroke), MACE + UA MACE plus unstable angina, p—y = patient years.

W ALEA

Ref) Sonesson C, Johansson PA, Johnsson E, Gause-Nilsson I. Cardiovascular effects of dapagliflozin in patients with type 2 diabetes and different risk categories: a meta-analysis. Cardiovasc Diabetol. el = .
e 19;15:37. bes i P ’ g fE.sm ChEco..:



Dapaglifiozin vs. Sulfonylurea : Low incidence of Hypoglycemia

B, With Metformin, Dapagliflozin showed a significantly lower incidence of hypoglycemia compared to
SU (glimepiride).

N Incidence of Hypoglycaemia v,
Number (%) of patients
Adverse event category

< N=13 DATA + MET (n=313)  GLIM + MET (n = 312)
S o (4.2%) Hypoglycaemia, number of events (proportion of total events in each category, %)2 prior to rescue

o]
=
'“E e Overall events (N =358) 10 (2.8) 329 (91.9)
o =
- & Major hypoglycaemia® (N = 0) 0 0
NE
S E Episode of hypoglycaemiac (N = 224) 1(0.4) 216 (96.4)
2
S § Other episode of hypoglycaemiad (N = 65) 7 (10.8) 48 (73.8)
55
o . .

§ Confirmed hypoglycaemia® (N = 26) 0 25 (96.2)

< N=0 _ _

(0%) Asymptomatic hypoglycaemia’ (N = 69) 2(2.9) 65 (94.2)
DAPA + MET GLIM + MET
aPercentages reflect total number of each type of event across all treatment groups. 4 Other episode of hypoglycaemia: symptomatic episode, with or without glucose >3.9 mmol/L (>70 mg/dL).
bMajor hypoglycaemic episode: symptomatic episode requiring external assistance with glucose <3.0 mmol/L (<54 mg/dL). ¢ Confirmed hypoglycaemia: typical symptoms with glucose <2.8 mmol/L (50 mg/dL).

tConfirmed hyp°g|ycaemia; typical symptoms with g|ucose <2.8 mmol/L (550 mg/dL) ¢Hypoglycaemia: symptomatic episode with glucose <3.9 mmol/L (70 mg/dL). f Asymptomatic hypoglycaemia: event with absence of symptoms but with glucose <3.9 mmol/L (<70 mg/dL).

Stu_dy Among 939 T2DM patients (HbA1C 7.5-10.5%) who had taken metformin (21500 mg/day) for more than 8 weeks, dapagliflozin 10 mg (n=314), dapagliflozin 10 mg + saxagliptin 5 mg (n=312) ,
DL 52-week, multicenter, parallel group, double-blind, active control group, phase 4 clinical trial comparing efficacy and safety by randomly assigning to glimepiride 1-6 mg (n=313) treatment group.

Cl, confidence interval; DAPA, dapagliflozin; GLIM, glimepiride; HbA1c, glycated haemoglobin; MET, metformin; SBP, systolic blood pressure; SU; sulfonylurea.

-
Ref) Mller-Wieland D, Kellerer M, Cypryk K, et al. Efficacy and safety of dapagliflozin or dapagliflozin plus saxagliptin versus glimepiride as add-on to metformin in patients with type 2 diabetes. Diabetes Obes Metab. 2018 Nov;20(11):2598-2607. .qmﬁ!iE:E Efn*i%;u'mg
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Urinary Tract and Genital Infections

B Dapagliflozin has been reported to cause urinary tract infections and genital infections due to
its mechanism of action, which involves eliminating excess glucose through the kidneys.

A comparable safety profile was also seen in
\ real-world observational studies?- Vi

Placebo-controlled bool  Most urinary tract infections (UTIs) and genital infections*
(short-term)" . were mild to moderate in severity;

Dapagliflozin 10 mg | Placebo (N=2295) « Rarely, it has resulted in discontinuation of dapaglifiozin and

can usually resolve with a single dose of standard
UTls 110 (4.7%) 81 (3.5%) treatment?.
Genital infections 130 (5.5%) 14 (0.6%) * Pyelonephritis was uncommon and occurred at a similar

frequency to controls?.

*Genital infection includes the preferred terms: Vulvovaginal mycotic infection, vaginal infection, balanitis, genital infection fungal, vulvovaginal candidiasis, vulvovaginitis, balanitis candida, genital candidiasis, genital infection, genital infection male, penile infection,
vulvitis, vaginitis bacterial and vulval abscess.

UTI, urinary tract infection.

] Ref. 1) Al Z0|tZ oMM, CHut2 F/CHItE F 2 M7 S| 7kALgl. 2) Scheen AJ. Nat Rev Endocrinol 2020;16:556-77. 3) McGovern AP, et al. Br J Diabetes Vasc Dis 2014;14:138-43. 4) Hitke ZZ, et al. Diabetes Medicine 2015;32(Suppl. T L
1):29 (Abstract P471). 5) Bellan Kannan RB. et al. Diabetic Medicine 2015;32(Suppl. 1):29 (Abstract P470). 6) Down S, et al. Diabetes Medicine 2015;32(Suppl. 1):29 (Abstract P246). ‘L.IE;:E Q'HE'&"}T:-



Safety for Elderly Patients

B Dapagliflozin can be used safely in elderly patients without increasing the risk of side effects.

Dapaqliflozin
n/N(%) T;fsso?f;;;go n/N(%) R:;?:Q?f;;;go H?;;:/: gt)io p value p Interaction
Serious adverse event
<65 years 1450/4626 (31.3%) 103.4 1503/4619 (32.5%) 111.3 0.93 (0.86, 1.00) 0.0395 0.2667
65 - <75 years 1215/3411(35.6%) 122 1333/3395 (39.3%) 141 | 0.88 (0.81, 0.95) 0.0012
275 years 260/537 (48.4%) 191.7 264/555 (47.6%) 190.5 1.02 (0.85, 1.21) 0.8648
Major hypoglycemic event
<65 years 28/4626 (0.6%) 1.7 28/4619 (0.6%) 1.7 —a— 0.97 (0.58, 1.64) 0.9149 0.2107
65 - <75 years 21/3411 (0.6%) 1.7 41/3395 (1.2%) 3.5 —— 0.50 (0.29, 0.84) 0.0095
=75 years 9/537 (1.7%) 5.2 14/555 (2.5%) 7.9 P 0.68 (0.29, 1.57) 0.3611
Fracture
<65 years 205/4626 (4.4%) 11.3 200/4619 (4.3%) 111 1.02 (0.84, 1.24) 0.8642 0.5245
65 - <75 years 212/3411 (6.2%) 15.9 208/3395 (6.1%) 15.7 I 1.02 (0.84, 1.23) 0.8728
=75 years 40/537 (7.4%) 19.9 32/555 (5.8%) 151 - 1.36 (0.85, 2.17) 0.1994
Symptoms of volume depletion
<65 years 96/4626 (2.1%) 5.8 86/4619 (1.9%) 54 1.07 (0.8, 1.44) 0.6316 0.4046
65 - 75 years 96/3411 (2.8%) 8.0 90/3395 (6.1%) 7.7 I 1.06 (0.79, 1.41) 0.7076
=75 years 21/537 (3.9%) 121 31/555 (5.6%) 17.6 - 0.70 (0.40, 1.23) 0.2169
Acute kidney injury
<65 years 58/4626 (1.3%) 3.5 80/4619 (1.7%) 5.0 - 0.69 (0.49, 0.97) 0.0319 0.6922
65 - <75 years 56/3411 (1.6%) 4.6 73/3395 (2.2%) 6.2 - 0.75 (0.53, 1.07) 0.1135
=75 years 11/537 (2%) 6.3 22/555 (4%) 12.3 b 0.52 (0.25, 1.08) 0.0778
0.'25 o.’so 1.0 3?0 6.|0
Dapagliflozin Placebo

E Ref) Cahn A, Mosenzon O, Wiviott SD, et al. Efficacy and Safety of Dapagliflozin in the Elderly: Analysis From the DECLARE-TIMI 58 Study. Diabetes Care. 2020 Feb;43(2):468-475.
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Medication Guidance : Urinary Tract and Genital Infections

1. Drink 1-2 more glasses of water?3

2. Stay clean by considering the mechanism of action3

® After urinating, wipe from front to back with a clean toilet paper?
® Using a mild bidet helps with cleanliness

3. Please maintain a healthy lifestyle?

® Avoid excessive alcohol consumption and eat a balanced diet

4. If you experience itching or pain, consult your doctor

® Genital itching or pain can be improved through topical ointment
treatment?
® The sitting bath in lukewarm water helps improve symptoms®

f. Ref. 1. The Journal of Korean Diabetes 2014;15(3):158-162. 2. Foxiga package leaflet : Information for the patient. EMA. 2016 3. American pharmacists Association. SGLT-2 inhibitors for type 2 diabetes : clinical consideration. Available at http://www.pharmacists.com/ accessed on Aug
¥ 20164 Joishy M, et al. Do we need to treat vulvovaginitis in prepubertal girls? BMJ 2005;330:186-188 5. Ryoo SB, et al. effect of electronic toilet system (Bidet) on anorectal pressure in normal healthy volunteer : influence of Different type of water stream and temperature 6.
J{tp://dx.dm.orq/lo.1136/bm\drc—2020—001238
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Current status of combination therapy with diabetes medications

B Combination therapy with oral hypoglycemic agents has steadily increased every year,
and as of 2019, approximately 80% of patients are taking two or three or more drugs in combination.
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Diabetes medication reimbursable combination therapy

— SGLT2i combination newly established

. *?.

B From April 2023, Met + SGLT2i + DPP4i triple therapy becomes reimbursable.

(3) ¥ 7ks 28 =Y

SGLT-2
. a-glucosedase | Thiazoli- DPP-IV inhibitor
*E Metformin | Sulfonylurea | Meglitinide inhibitor dinedione | inhibitor | dapagli | ipragli | Empagi | ertugli
flozin flozin flozin flozin
Metformin pdts bk pdls e el bdEs AUY bt pds
Sulfonylurea bk Rl o™ b bS] bdbs] oI oIy oI
Meglitinide pdE-) g Pk
a-glucosidase
inhibitor o o8 o
Thiazoli-
dinedione 2 o Rk ey e
DPP-IV
inhibitor o o4 o
Dapagli o) x4 ojxd
Flozin =< =<
SGL Iprag_;li oIx oI
T-2 Flozin
inhi | Empagli o)x
bitor | Flozin o2 ik
Ertugli olx
Flozin o Iy
(4) 2H| QY FHcioZ2 2X|9Y Q1H 7l HE F 13U Rt ZLz QFE.
Lh 311|8‘ﬁ
O 2HI2¥E 2-4718 0|4 £0{8l| = HbAIC7t 7% O| ARl A0 = CtE2 7| X9l & h”‘ XgX 152 FIetE R‘é‘% QIHet F_*, 2H|
Q‘Q'EI-—°I 38| 22 Q1S 2K 28 F HLAIC27.0%) <2 H> in2

QIQMHS Ol X415

(1) metformin + SGLT-2 inhibitor + DPP-IVinhibitor

(2) metformin + SGLT-2inhibitor(ertugliflozin X|2]) + Thiazolidinedione
L}, [nsuhn 9"‘

2) %‘?1112} %R'ﬂ

Insulin S5 2Y £= P8 S HAIZX| £06{0| = HbAICTt 7% 0|42 AL Insulinzt 272 Yty X2NQ Yo QXEL,

7 Insulin} 218 S HX|2A| 250X HEQHS Q1T ¢, AR S XX 24| QYoM QAHE|X| o= 2Fx|e] =EHo] et
E|0{ME OfL| . <At H> LhErtughflozinIpraghifiezin tnsulin S AFXISH 4 8.4 LB 51X LR
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Analysis of prescription pattems by diabetes medication ingredient

B Metformin, DPP-4i, and SGLT-2i have been steadily increasing until recently, and in particular,
the two drugs Metformin and DPP-4i are showing a high prescription rate of over 60%.

M Insulin* [l SU l Meglitinide TZD M AGI M SGLT-2i M GLP-1RA

9
100
e
- ~ o
861 86.5 86.8 871 2 ois .
826 845 = = - m—a——=8 [l Metformin \\
79.8 i
80 ' '
65.9 \ /
63.4 63.9 .
iy 18 B oPP-4i o
583 581 \ _
60 ~ _
547 532 —
5.4 479
. 51.2 455
43.5 .
383
40
19.0
126 287
10.4
o o1 a1 8.8 87 8.6 10.8
o o7 95 o 47 7.0 85 84
7.0 - 3.7 27 2 7
20 1 21 16 22 08 06 08 0 == —
] 0.0 06 0.0 0.2 0.5 0.5 o.? + \
= u £ W soLT-2i
— 2 — 3 ~Sm =
20M 2012 2013 2014 2015 2016 2017 2018 2019

"

Ref) CHSHE i S|, Diabetes fact sheet in Korea 2022.
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Clinical effect of Combination with SGLT2 inhibitor and DPP4 i

inhibitor by Mechanism

<Glucose Lowering properties>

SGLT2i DPP4i

KIDNEYS INTESTINE

PANCREAS
Indirect Dual
pancreatic pancreatic
f effects effects

3 =1
™ Insulin secretion
J, Glucagon

™ B-cell sensntuvntﬂ
T Glucagon

1 GLUCOSURIA

J

J Gluco-toxicity M GLP-1 ™ GIP
~ =
X
| & Weight+l\ sp  mm) J HYPERGLYCAEMIA  ¢mm  Weight neutrality

(+ PLEIOTROPIC EFFECTS)

ﬁ T2DM, type 2 diabetes mellitus; DPP-4, dipeptidyl peptidase-4; SGLT-2, sodium-glucose cotransporter-2; GLP, glucagon-like peptide.

F

[
%> Larsson H et al. Acta Physiol Scand. 1997;160:413-422; Drucker DJ. Diabetes. 1998;47:159-169

SGLT2i: Lowering glucose before meals + Lowering 24-
hour average glucose

DPP4i: Lower glucose level before/after meal + Lower
average glucose level for 24 hours + Reduce glucose

fluctuation range
1 m g a_a a g g a2 a2 a2 a2 a2 a2 2 a2 a2 a2 2 a2 2 a2 2 3

SGLT2i: Weight loss effect (energy loss through
urinary glucose excretion), insulin resistance
improvement effect

DPP4i: Glucose-dependent insulin secretion

promoting action

Increased glucagon secretion by SGLT2i

— Causes glucose fluctuations

Together with DPP4i, glucagon secretion is
suppressed

— Reduces blood sugar volatility

SGLT2i & DPP4i inhibit sympathetic nerve activity

— Positive impact on cardiovascular disease

~

Positive Synergic Effect
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Considerations when selecting the optimal combination of diabetes medications

Physiologic Effects

Insulin secretion

Pathophysiology

Glucagon secretion

Hepatic Glucose Production

Insulin sensitivity

Pleiotropic

Body weight

Food intake

Blood pressure

Lipid profile

Cardio-renal

CV benefit

HF benefit

Renal benefit

*“_;‘* CV, Caridovascular; HF, Heart Failure
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Dapaglifiozin + Sitagliptin Phase 3 dinical result

g Phase 3 clinical result showed a clear HbA1c reduction effect when Sitagliptin Add on treatment with dapaglifiozin
in type 2 diabetes patients.

Fig. |. Adjusted mean change from baseline in HbAlc over time

A 0.6 5
0.4 Placebo + Sitagliptin 100mg
g2
= 0.2
g
£z 0
23
B E
T 0.2
£ &
= .:__l! 4 =
- T Dapagliflozin 10mg + Sitagliptin 100mg
- 0.6 =
3.8 4
T T 1 T 1 1 I T 1
g 4 8 12 18 24 32 40 44
Sludy weak
Sample size per lime paint
LA + S5IT 223 219 215 205 135 LR b 102 B3 7B
DAFA 10 mg + SIT 223 220 215 215 187 173 165 1540 42

Traabmesil qraup

—a—a (=234 FLA + SIT
B—B—a (=225 DAPA 0 mg + SIT

efficacy and safety of Dapagliflozin + Sitagliptin vs Sitagliptin. All patients received sitagliptin 100mg/day. Dapagliflozin 10mg or placebo was adiministered orally once daily.

Ref. Dapegifiozin Is Effective as Add-on Therapy to SitagliptinWith or Without Metformin: A 24-\Week Multicenter; Randomized, Double-Blind, Placebo-Controlled Studly, Serge A Jabbour;1 Elise Hardly2 Jennifer Sugg2 and Shamik Parikh2 for the Study 10 Group?, Diabetes Care Volume 37, March 207 em ma sssx

” [Study] This study is phase 3, randomized, 24 weeks, double-blinded, placebo controlled, parallel group, open label, study included adult patients with glycated hemoglobin (HbA1c) = 7% and < 10% to compare
T HTE SN ALEN
S e CiiEco.m



FDC (DAPA + SITA +MET) ER vs (SITA + MET) SR vs (DAPA + MET) ER

= The DAPA + SITA + MET three-drug regimen was well tolerated, and the adverse event rate was similar to the two-

drug regimen. ]

DAPA + SITA + MET ER SITA + MET SR DAPA + MET

(N = 137) (N =139) (N = 139)

i (%) E i (%) E n (%) E E
Any TEAEs 14 (10.2%) P4 11 (7.9%) 17 13 (9:4%) 17
Serious TEAEs 0 0 0 0 0 0
TEAEs leading to study drug discontinuation 0 0 0 0 0 0
Hypoglycemia 0 0 1 (0.7%) 10 0

TEAEs by PT with = 1% overall incidence in any of the arms

Diarrhea 1 (0.7%) 1 3 (2.2%) 300 0
Gastritis 3 (2.2%) 3 1 (0.7%) 10 0
Hyperchlorhydria 2 (1.5%) 2 1 (0.7%) 1 1(0.7%) 1
Vomiting 3 (2.2%) 3 1 (0.7%) 1 1(0.7%) 1
Asthenia 0 0 1 (0.7%) 1 2 (1.4%) 2
Pyrexia 1 (0.7%) 1 3 (2.2%) 31 (0.7%) 1
Headache 1 (0.7%) 1 0 0 3 (22%) 3

*1 case of hypoglycemia (level 1) occurred in the SITA+MET SR group

DAPA, dapagliflozin; ER, extended release; FDC, fixed-dose combination; SITA, sitagliptin; SR, sustained release; TEAE, treatment-emergent adverse event

[Study] This study is phase 3, randomized, open-label, active-controlled study included adult patients with glycated hemoglobin (HbA1c) = 8% (64 mmol/mol) and < 11% (97
# mmol/mol) to compare efficacy and safety of triple drug FDC of DAPA+SITA+MET ER vs. SITA+MET SR vs. DAPA+MET ER. Randomization was in 1:1:1 ratio to receive
/  either FDC of DAPA+SITA+MET ER (10/100/1000 mg) tablets once daily (n = 137) or co-administration of SITA+MET SR (100/1000 mg) tablets once daily (n = 139) or FDC
**‘ +.0f DAPA+MET ER(10/1000 mg) tablets once daily (n = 139). Primary endpoint was mean change in HbAlc from baseline to week 16.

E Sahay RK, Giri R, Shembalkar JV, et al. Adv Ther. 2023;10.1007/s12325-023-02523-z. Cioje g Cioj=c
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Considerations when selecting the optimal combination of diabetes medications

Insulin secretion

Glucagon secretion

Pathophysiology
Production

Insulin sensitivity

>
1}
Hepatic Glucose 1
1}
}

Body weight

Food intake - 1

Pleiotropic
Blood pressure

Lipid profile

!

!

CV benefit 1
Cardio-renal HF benefit 1
T

!

T

Renal benefit

(_—>$—><—<—_)<——>
= 0

Hypoglycemia
Side effect
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Genital infection T or «

:"* CV, Caridovascular; HF, Heart Failure
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Take Home Message

Diabetes increases the risk of developing cardiovascular disease due to obesity, high blood pressure, etc.,
so integrated management of accompanying disease is necessary.

B Dapagliflozin shows a significantly lower
incidence of hypoglycemia and has a superior
glucose lowering effect compared to SU or
DPP4i.

Dapagliflozin is a SGLT2i drug that reduces
glucose levels by inhibiting glucose
reabsorption in the kidneys and increase
glucose excretion in urine.

B Dapagliflozin due to the mechanism of action,
mild to moderate urinary tract infections and
genital infections have been reported, but cases
that lead to drug discontinuation are rare and are
generally resolved with standard treatment.

B Dapagliflozin shows glucose effect regardless
of the action of insulin, so it can be used in
combination with various complementary
drugs with different mechanisms of action.

Dapagliflozin has shown strong hypoglycemic
effects both as monotherapy and combination
with various drugs.
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Product Information

HEY Ctot =78 Lo ER M

4= Dapagliflozin Dapagliflozin + Metformin
& (mg) 5mg 10mg 5/500mg 5/1000mg 10/500mg 10/1000mg
2%7HH>) 2623 393 3423 3814 473¢ 512

a4 osnooo) |
ssan | GO EE O R HBE07} e Ol H2Y Yud Bxje| YT
2H. 8 14 18] 5mg £+ 10mg 14 18] / X|C Dapagliflozin 10mg, Metformin 2000mg
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Product Information

HEY A Ctupg oA M Y8
4= Dapagliflozin + Sitagliptin Dapagliflozin + Sitagliptin + Metformin
et (mg) 10/100mg 5/50/500mg 5/50/750mg 5/50/1000mg
2%7H(H) 846 6338 6338 682
L i
. ™= or HEF0{7I Hglet H¢ Sts - = =
588 | oS i sixjo| Heta HEEOI7L MEs 4ol N2E Ty BRI WYX
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Thank you
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