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Current Disease Situation of Type 2

Diabetes In Taiwan
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Current Disease Situation of Type 2
Diabetes in Taiwan

=iEdikR-TADE 2002/2006/2011/20183F&

(N=5,855) A: A1C <7%, B: BP<130/80 mmHg. C: LDL-C<100 mg/dL
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Achievement of Glycemic Control is The
Primary Goal of Treatment for T2DM

Glycemic
80-130 mg/dL control <180 mg/dL




The Role Of Insulin in Glycemic Control-

Taiwan Guideline
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The Role Of Insulin in Glycemic Control
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~75% T2DM Patients on Basal Insulin Have Uncontrolled
FPG and HbA1 or Residual Hyperglycemia

Distribution of the overall population according to HbAlc and FPG levels. Of a population of 126,811
T2DM subjects, 9,899 were treated with basal insulin (NPH, detemir, or glargine)

Controlled defined as HbAIc at target (HbAIc <7%),

Controlled

HbAlc =7% Residual hyperglycemia defined as HbAIc above

B Residual hyperglycemia target despite FPG at target (FPG <7.2/7.8 mmol/L

[<130/140 mg/dlL]
Spain [ Uncontrolled Uncontrolled defined as neither HbAIc nor FPG at
(N=9,899) target

A cross-sectional study on T2DM patients aged 31-90 years treated with basal
insulin registered in the SIDIAPQ primary healthcare electronic database during
2010. Of a population of 126,811 T2DM subjects, 9,899 were treated with basal
insulin (NPH, detemir, or glargine). Of these, 23.5% (n = 2322) achieved optimal
FPG (<130 mg/dL) but an inadequate HbAlc target (>7%). Mean HbAlc values
In the uncontrolled and controlled groups were 8.15% and 6.31%, respectively

HbAlc <7%

FPG < 130 mg/dL FPG = 130 mg/dL

Mata-Cases.M. et al, Journal of diabetes. 2016




FPG/PPG Contribution to HbA1C Differs In
Caucasians and Asian Type 2 Diabetes
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HbA,. Range (%) HbA,. Quintiles

*Significant difference between FBG and PPG; TSignificant difference from all other quintiles.

1. Monnier L, et al. Diabetes Care.
2003;26(3):881-885. 2.Wang JS, et al.
Diabetes Metab Res Rev. 2011;27(1):79-84.




Characteristics of Aslan Patients with

Diabetes

Markedly increasing
prevalence of diabetes

Increased prevalence of
ischemic stroke

Increased prevalence of
retinopathy

Relatively lower incidence
of coronary heart disease

Decreased insulin secretory
function relative to insulin |
resistance

Small pancreaticbeta |
cell mass

High carbohydrate intake

Propensity for visceral
obesity within same body
mass index

Increased prevalence
of microalbuminuria

Young age-onset of diabetes

|
|
|
|
Endocrinol Metab. 2015 Sep;30(3):263-269. |
http://dx.doi.org/10.3803/EnM.2015.30.3.263 |
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http://dx.doi.org/10.3803/EnM.2015.30.3.263

Basal Glucose Can Be Controlled,
but the Prandial Problem Persisted.

It's the Next Target!

Matthew C. Riddle
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Benefits of Combination Therapy of Basal
Insulin and GLP-1 RA

Pathophysiologic Defects in T2DM: The Ominous Octet e B GLP-1
Decreased 5

incretin effect Insulin
[e{l25 B Pancreas: Fat cells:
D?creT_sed Islet B-cell Increased

; insulin - >
Insulin T car: lipolysis
Insulin

Pancreas: Kidneys:
Increased . Increased
glucagon Hyperglycemla < glucose
secretion reabsorption
Insulin
GLP" Liver: Muscle:
Increased Decreased
Insulm HGP glucose

uptake
Brain:

Neurotransmitter

dysfunction GLP-1

DeFronzo RA. Diabetes. 2009;58:773-795
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GetGoal-Duo 2: Basal Insulin/Lixisenatide Free
Combination V.S BB/BP

-T2D patients
- Basal insulin == OADs
Screening Run-in 26-week open-label treatment period
< > < >R« >
- HbA1lc 27 and <9%
- Mean fasting SMPG < (140mg/dl)
Apidra® Basal Bolus (BB) = 3 injections per day
O
Lantus® 285 patients
introduced
imi Apidra® Basal Plus (BP) = 1 injection per day
12 weeks 285 patients
. . 10 ug
Discontinue "% 20 g B—— ®
Ivi H atients
DPPIV and SU < LIXIsenatlde P >
| | ) o o ” Lantus adjusted in all groups (fasting SMPG
RAI: i ting i in; SMBG: - it : T2DM: t 2di t itus;
OAD?F())IraIa;r:tri]gi;nbseutilcndrugs; R:Srean(;Tc])(r)]:]ilsg;i?)n; [?F?Pé?: l(Jj(i:-(;)seeptidyl pept)i/g:se Afl;asa:es e 80'100 mg/ d I-)

sulphonylurea. Diabetes Care Publish Ahead of Print, published online May 23, 2016 |
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Combination of Basal Insulin/Lixisenatide provides
similar HbA1C control with less weight gain

(%)1
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

0

0.7

Mean Change of HbA1C

m Basal Bolus mBasal Plus

Lixisenatide

(Kg)

15

0.5

-0.5

P<O0. 0001

N=295

N=298

Mean Change of Body Weight

-0.6

m Basal Bolus mBasal Plus Lixisenatide

Diabetes Care Publish Ahead of Print, published online May 23, 2016




GetGoal-Duo 2: Hypoglycemia events by hour of the day at week 26

E 160 [ Lixisenatide QD + insulin glargine (n = 298)
B Insulin glulisine QD + insulin glargine (n = 301)
B Insulin glulisine TID + insulin glargine (n = 294)

140

120 —

100 —

80 —

Events by hour

60 —

40

20 —

N=2898n=301 n=204 N =288 n=301 n=204 N =288 n=301 n=284 N =288 n=301 n=204 N =288 n=301 n =294

23:00-<06:00 06:00-<10:00 10:00—<14:00 14:00-<18:00 18:00-<23:00

Data for symptomatic hypoglycemia per protocol(glucose <60 mg/dL]/recovery with oral carbohydrate if no glucose measurement available). All treatment
arms with or without metformin; 70% of patients receiving lixisenatide or insulin glulisine once daily (QD) administered their dose in the evening. TID, thrice
daily.

Diabetes Care Publish Ahead of Print, published online May 23, 2016
SATW.LALI.18.07.0183 (07/18)



GetGoal-Duo 2: Glycemic Goal Attainment

S£13.6%
D AZ D8 [B5% 1 6.73, 20.17) [ Lixisenatide QD + insulin glargine
(95% Ol —3.89, 10.28) I I B insulin glulisine QD + insulin glargine
35— [ | A74.5% B Insulin glulisine TID + insulin glargina
AS.2% @5% ClI 7T 21.14)
@53 Gl -—1.88, 12.24) | |
a0_ — A11.4%

(95% Cl 5.50, 17.20)
I I

MA13.0%
254 (85% Cl 7.32, 1B.78)
= ! '
£ 20
g 15—
L=}
(o
10—
iy
n =298 n =293 n =295
u_
HbA, <7% (53 mmolimol} HbA, <7% (53 mmol/maol) HBA,_ <7% (53 mmol/mol).
and no documanited and no weaight gain no weaight gain, no documanted

symptomatic hypoghycaemia symptomatic hypoglhyocemia
Data for symptomatic hypoglycemia per protocol(glucose <60 mg/dL]/recovery with oral carbohydrate if no glucose measurement available). All

treatment arms with or without metformin; 70% of patients receiving lixisenatide or insulin glulisine once daily (QD) administered their dose in the
evening. TID, thrice daily.

Diabetes Care Publish Ahead of Print, published online May 23, 2016
SATW.LALI.18.07.0183 (07/18)



Comparison of Available Intensification Options in
Patients Suboptimally Controlled with Basal Insulin

Efficacy Hypo- Weigh
(PPG) I glycemia I change

. ¥ Traditional approach
Rapid-acting of adding a prandial

DAY insulin insulin increases the risk

for hypoglycemia'-2

¥ GLP-1 RA more effective
Basal than DPP-4i or SGLT-2i
insulin® at HbA1c lowering in
patients with long-
standing T2DM not
achieving glycemic
targets’

“plus metformin

Short-acting
GLP-1 RA

]
|

1. Standard of Medical Care in Diabetes. 2018. Diabetes Care. 2018; 41(Suppl1):S1-S159 |
2. ) Diabetes. 2016 Dec 15. [Epub ahead of print
3. Clin Diabetes. 2015 Oct;33(4):175-80

4. ) Korean Diabetes 2015;16:252-259_’
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Difference Mechanisms of GLP-1 RA-
Taiwan Guideline

FAH PEZFRAK-1 RS (EZIBIAVEEER

Pharmacokinetics

Short-acting Long-acting
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* Exenatide BID * Exenatide QW
= Lixisenatide = Liraglutide

= Albiglutide

* Semaglutide

* Dulaglutide

@ : @

Gastric emptying FPG

PPG u
Eeessnnnmnfd

Structure "

Exendin-4-based GLP-1-based
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- Exenatide BID * Liraglutide
= Exenatide QW = Albiglutide
= Lixisenatide = Semaglutide

* Dulaglutide

|
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- May u
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- |
T
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Size
Small Large
* Exenatide BID = Albiglutide
= Exenatide QW = Dulaglutide

= Liraglutide
* Lixisenatide

* Semaglutide

Smaller
Better effect on

penetration body weight
in the brain

Better effect

on appetite
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Lixisenatide Demonstrates Better Postprandial
Glucose Lowering Effects Than Liraglutide

Mean glucose change (mmol/L)

5

4

1.0

15

2.0

25

3.0
Time (hr)

3.5

4.0

4.5

5.0

Lixisenatide (baseline)

Lixisenatide (Day 28)
[[] Liraglutide (baseline)
B Liraglutide (Day 28)

148 adults with T2DM insufficiently
controlled (A1C 6.5-9.0%) on =21.5
g/day of metformin

Kapitza C, et al. Diabetes Obes Metab 2013;15:642-649
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Two Basal Insulin / GLP-1 RA Fixed Ratio
Combination Therapies Developed To Date

Insulin degludec 100 U/mL Insulin glargine 100 U/mL
+ +

Liraglutide Lixisenatide

IDegLiral? IGlarLixi34

1. Gough S, et al. Lancet Diab Endocrinol 2014;2:885-
2. Buse JB, et al. Diabetes Care 2014;37:2926—-33

3. Rosenstock J, et al. Diabetes Care 2016;39:2026—35
4. Aroda VR, et al. Diabetes Care 2016;39:1972-80




Table 1 Studies evaluating the efficacy of IDegLira and IGlarLixi in patients with diabetes mellitus type 2 inadequately
controlled with oral medication and insulin naive

Study

DUAL-1

LixiLan-O

IDeglira Degludec Liraglutide

IGlarLixi Glargine U100 Lixisenatide

Duration

Population

/\ Alc
Final Alc (week 30)

A body weight (kg)
% Alc<7%

%A1c < 7% without weight
gain

%AT1c < 7% without hypo-
glycemia

%A1c < 7% without weight
gain or hypoglycemia

Hypoglycemia (%)°

26 weeks

1663 T2DM adults, A1c 8.3 +0.9; BMI 31.24+4.8 kg/m?,
metformin = pioglitazone

-1.9 -1.4 -1.3
6410 69+1.1 7.0%12
—05+35 +16+40 —30+35

81 65 60
46 21 54

60 41 58
36 14

32 39

30 weeks

1170 T2DM adults, Alc 8.2 +0.7; BMI 31.7 £ 4.4 kg/m?;
metformin & pioglitazone

-1.6 -1.3
6.5+0.8 68+08
—03+02 +1.1402

/4 59
43 25

53 -
32 19

26

Moreira et al. Diabetol Metab Syndr (2018) 10:26



N . NBE Don 2220-60 T00T L I ,
: Soliqua” 10 to 40 SoloStar’ ‘g ‘
a insulin glargine + lixisenatide ’
RS DR eitic s —

Soliqua SoloStar®
300 units of insulin glargine and

SR 150 pg lixisenatide in 3 mL solution
(100 units/mL + 50 pg/mL)

Lixisenatide concentration 50 pg/mL

Ratio

Glargine: lixisenatide 21U : 1 ug

101U to 40 IU

SLEILEL insulin glargine 10-40 units S{flixisenatide 5-20 pg

Color Peach =k

Soliqua {55




he Complementary Modes of Action of Basal Insulins

and GLP-1 RAs Provide Control of Both FPG and PPG

Targets hepatic glucose over production
by decreasing gluconeogenesis

| fasting blood glucose

Basal insulin

Result:

fasting blood
glucose control

mplimentary approach

HbA1c
control

Glucose-dependent insulin release
| glucagon secretion
delayed gastric emptying,
| post-prandial glucose excursions

Result:

post-prandial blood
glucose control

1. Balena R, et al. Diab Obes Metab 2013;15:485-502

2 Baggio LL and Drucker DJ. Gastroenterol 2007;132: 2131-57
3. Wang Z, et al. Diab Care 2010;33:1555-60;

4. Holst JJ, et al. Physiol Rev 2007;87:1409-39




LixiLan-L: T2DM Patients Uncontrolled on

Basal Insulin £ OADs

Two randomized, open-label, active controlled, parallel-group trials have
been completed

XiLan-L

iGlarLixi demonstrated superiority over
iGlar on HbA1c reduction in patients
previously treated with iGlar, with a
safety profile reflecting those of iGlar
and lixisenatide'

1
2.

Aroda VR et al. Diabetes Care. 2016;39(11):1972-1980
Rosenstock J et al. Diabetes Care. 2016;39(11):2026-2035




LixiLan-L; Patients with T2DM Not

Controlled on Basal Insulin £ OADs

U}

* T2DM patients with:

* Basal insulin >6
months

* Stable dose 15-40

A

20 U < iGlar daily dose <50 U

DESIGN: Randomized, open-label, pq@!_lgl’-»group, 30-week treatment study

7% < HbAlc < 10%
FPG <140 mg/dL

* metformin

— &

U/day + OADs iGlar introduced

and/or titrated

* HbAlc =7.5%—10%
* FPG <180-200 mg/dL

Ul

P
<

G iGlarLixi  metformin

A

v

iGlar dose adjusted to SMPG target (80-100 mg/dL)
and capped at 60 U/day in both treatment arms

N -
»

6-week run-in phase ) 30-week treatment period

Only metformin continued after the start of

run-in

Primary objective:

Superiority of iGlarLixi over iGlar in

HbAlc change at Week 30

v

Aroda VR et al. Diabetes Care. 2016;39(11):1972-1980




LixiLan-L: Enrolled Patients Uncontrolled on

Basal Insulini2

Average Patient at Baseline’

M Age M Duration of basal

59.6 years insulin
3.1 years

M BMI
31.3 kg/m? Z A1lc at baseline
(57.5% of patients had a BMI of
>30 kg/m2) 8.1%

M Diabetes duration M FPG at baseline
12 years 132 mg/dL

*Data are presented as the mean + SD, or as indicated. A1c: glycated hemoglobin; BMI: body mass index; FPG: fasting plasma glucose; OAD: oral antidiabetic; T2DM: type 2 diabetes mellitus.

iGlarLixi was studied in
patients with T2DM
uncontrolled despite several
years on basal insulin and
up to 2 OADs

1. Aroda VR et al. Diabetes Care. 2016;39:1972-1980
2. Sanofi. Data on file. 2015.




LixiLan-L: Key Results
Soliqua Provides Better Glycemic Control Than

IGlar

LS mean change (%)

HbA1c reduction

0.0 1 |
-0.2 1
_04 o

-06
-0.6 1
-0.8 A t -0.5

95% Cl: 0.6, —

0.4

— p<0.0001
1.2 4 mSoliqua = iGlar

LS mean change from

baseline(mg/dL)

0.0
-10.0 A
-200 -
-300 -
-40.0 -
-50.0 -
-60.0 -
-700 -

-80.0 -

2-hour plasma
glucose excursion

-70

L |

-62
95% Cl: -71, =53
P<0.0001

FPG of week 30 (mg/dL)

FPG change
120.0 ~
122

100.0 -
80.0 -
60.0 -
40.0 -

20.0 - T
0.0 =

,

95% Cl: -4, 8

p=0.495

Aroda V, et al. Diabetes Care. 2016;39:1972-1980.




LixiLan-L: Key Results
Soligua Provides Better HbA1C Achievement

Rate and Body Weight Reduction

Patients at target HbA1lc Weight change
5 100.0 - =
I =
=
g 25.5 & O
© 8001 95%cl:18.9,32.1 S
o £ 00 -
= p<0.0001 = ;

; (=
S 60.0 - 19.8 S
= 95% Cl: 13.9, 25.6 £
o (7p)
S p<0.0001 a
8 400 1 I
[a

l -1.4
20.0 1 95% Cl: -1.8,-0.9
-20 - P<0.0001
0.0 - -
HbAlc <7% HbAlc <6.5% Baseline 87.8 87.1

"Mean body weight (kg) at baseline; *Documented symptomatic hypoglycemia, defined as plasma glucose <70 mg/dL
§ Severe hypoglycemia was reported in 4 (1.1%) patients in the iGlarLixi group and 1 (0.3%) patient in the iGlar group

50.0 -

40.0

30.0 ~

20.0 A

10.0 A

0.0 -

Hypoglycemia*®

Patients with events
(%)

5.0 4

No. of events per

patient year

4.2

Aroda V, et al. Diabetes Care. 2016;39:1972-1980.




Shorter Time to Glycemic Control with Soliqua
vs. IGlar Alone

LixiLan-L: Time to First HbAlc <7%

treatment, according to HbA1C target (%)

/patient remaining uncontrolled following\

100+

801

601

40

201

-Soliqua (n=366) \

iGlar (n=365)

153 days / L**r

HR: 2.1 (95% Cl 1.7, 2.5), p<0.0001

T

l |
100 200
Time(days) to first HoAlc <7.0%

Mean Baseline
HbAlc 8.1+£0.7%
in both groups.

Median time to target HbAlc was
153 days with iGlarLixi,
while target HbAlc was never reached
by 50% of patients with iGlar.

[
y

Frias J-et al. Diabetes Obes Metab.. 2018 May 21




Soligua Helps T2DM Patients Reach HbA1C Goal Even
Patients Are Under Poor Control (HbA1C>9%)

— Soliqua (n=367) iGlar (n=369)

LS mean difference
-0.66+0.14"

9.45% 9.46%

9.5 7
LS mean difference ;
s LS mean difference :
9.0 - Con§|stent
Ry superiority of

8474 8.52% .
85 — : LS mean difference E _ 5
-0.56+0.12° Soliqua vs. iGlar In
8.0 e 17T HbAlc change
7.66%
7.42%
6.99% 6.97%

Lo irrespective of initial
7.42%
70— 1.22%
6.88% .
65 6.65%

HbAlc level
All Completers Alc=8.0% Alc 8.0%—=9.0% Alc>9.0%

Mean Alc (%)

Screening Alc
Modified intent-to-treat population. *£<0.0001 for difference in LS mean + SE from screening to Week 30 for SOLIQUA 100/33 vs insulin glargine 100 Units/mL.

Alc: glycated hemoglobin; LS: least squares; SE: standard error; iGlar: Insulin Glargine 100 Units/mL
Niemoeller E et al. Diabetes Ther. 2018 Feb;9(1):373-382




Soliqgua Provides Similar Treatment Response
Irrespective of T2DM Duration and BMI

Similar treatment response irrespective of T2DM duration and BMI

T2DM duration BMI SOllqua

" | | significantly
reduced HbAlc
5 5 vs. IGlar
3 5 regardless of
E z T2DM duration
BT e e i R or BMI

Data are mean * SE. Treatment comparison p-values based on two-factor ANOVA (with last observation carried forward) compared with iGlarLixi

*p=0.001, »*p<0.0001 for iGlarLixi vs iGlar (indicated by arrows and asterisks)
"Between-subpopulation comparison p<0.0001; heterogeneity was assessed and all p-values for heterogeneity were not significant ANOVA, analysis of variance;

BMI, body mass index; HbAlc, glycated hemoglobin;
SE, standard error; T2DM, type 2 diabetes mellitus; iGlar: Insulin Glargine 100 Units/mL WysharhC et al Diabetes Obes Metab: 2017-19:1408-1415




Soliqgua Provides Similar Treatment Response
for Elderly Patients

Total patients

Patients aged = 65 years

= iGlarLixi (n=366) iGlar (=365) gy Alc o 00 - iGlarLixi (n=110) iGlar (n=119) gy A1c
e 00 g1y | T 81s !
o .= LY oG
o )
C n © @©
28 58 |
cE 05 S E 05
HbA1c 38 3
. Ko}
reduction IS =2 | ' . 1
S5 10 | J §% 0 Consistent superiority of
= z . !
& & L s B 0.63(0.12) Soliqua vs. iGlar
- 15 - P<0.0001 15 - P<0. 001 i i .
1. in patients(%) reached
. B target Alc
2 : 5E 500
E o . .
2 g 900 ~ g w/o weight gain and
¥2 400 <00001 15, G g g 4007 hypoglycemia in elderl
. [} . A <. Vs, 1Glar —
Composite 25 22 400 ypogly y
. 25 30.0 TC : p<0.001 vs. iGlar
achieved & g2
<200 - £ 200 1
rate* =5 $2
£5 100 - £5 100
QD 2 2
£S5 001 - v - =g 007 iGlarLixi (n=110) iGlar (n=119)
s iGlarLixi (n=366) iGlar (n=365) E iGlarLixi(n=

*Composite of Alc <7.0% + no weight gain + no documented Symptomatic ... o i s aoe
hypog |yce m I a ) glt(tg)(s):l/éaj%a;?ggnt|ﬁcposters.com/epsAbstractADA.cfm?ld:1 (as




LixiLan-L; Adverse Events

iGlarLixi

(n=365)

Patients with:

Nausea 0.5%

Vomiting 3.6% 0.5%

Diarrhea 4.4% 2.7%

 Both treatments were well
tolerated

« Safety profile of iGlarLixi
generally reflected the
established safety profiles of its
components

e GI disorders were more
common with iGlarLixi, were

generally mild to moderate, and
led to very few discontinuations

(1.1%)

Aroda VR, et al. Diabetes Care 2016;39:1972-80
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J

mE M HZE

EeIREIE
SoliquaBRtR4aEERI B oI AEMRE =k lixisenatide,
SoliqualSEEiaEIE T3k STrIlvERm aEmaE, B lixisenatidefd
NSRRI EAEERA10pug:

/ SWITCH FROM

INSULIN
<20 U

SWITCH FROM \

INSULIN
20-=30U

==

maximum daily dose

*EEARRNEREEER:
S EREEEAERIE2 X #Ainsulin glargine (300 units/mL),
BScRI4A RS HEEI S E T H20% LA EASoliquatRia B BHNEIEKE.

Soliqua /78




Example for Patients Switching from

Insulin Glargine 300 U/mL Dose Less Than 20 Units

Insulin

glargine Li);iizeena
. . ) 10U 5 ug
Switching from previous dose 1 55
of 20 U/day insulin glargine U300 13 65
14 7
15 75
1 16 8
Starting L L
18 9
dose 18 =
20 10
21 105
22 11
23 115
24 12
25 125
26 13
27 135
28 14
29 145
30 15
31 15.5
32 16
33 16.5
34 17
Reduce the dose by 20% to get gg 117535
starting dose of iGlarLixi g; 1&5
39 19.5
40 20
10-40 Pen

(2 U:1 pg ratio)

Soliqua /78




Example for Patients Switching from
Insulin Glargine 300 U/mL Dose Higher Than 20 Units

Insulin

. Lixisena
glargine tide
10U 5
. . . 11 5l.15g
Switching from previous dose 12 6
of 30 U/day insulin glargine 13 =
U300 12 785
17 85
Starting T
20 10
dose 21 105
-
24 12
25 125 o |
26 13 i
27 135 i-; !
28 14 it
29 145 gzzs
30 15 STa |
31 155 i’§°§ g
Check label to determine starting 32 18 4y
) 33 16.5 g8
Reduce th_e total dose_by 20_/0_ to Soliqua dose based on this reduced 34 17 ;
get starting dose_ of iGlarLixi total daily dose (e.g. 220—-<30 U/day . L
(=24 Units) starts at 20 U/day of iGlarLixi) v 185
39 195 @
lixisenatidel AR RIS ‘10 pen U
ixisenatide e A== Al
e 10-40 Pen 4

ASiEiB10ug
(2 U:1 pg ratio) Soliqua /778




THRIREE

SEA(2655%)

Soliquarl{FREREERA. BIERAZRAAME, YWERMEEAIERME. SEANBRINSZREEE, EILErfcEX RS
ERIEKIZE TR, LixisenatideMEIEAREIEFHTTEE, SoliqualEAR75 RBEARSELRER.

RE

SoliquaE(FRI REZ 1B ER.

FFINgEAR 2

FrgEAEm AN EAZixisenatideZ BIE, FFIIBEAERA, REEEREFUEREEDHE(gluconeogenesis)AIBES I NIER
BREEHREMmEL. FIhsEASRAERSoliqually, TIReE astEs Al Mz E £,

BIEEARLE

BREBINEEAE M KREIBRBE AR EZEMSoliqua, EAlixisenatidefEiEm A S R AEZERAE.
KEPE BN AR AANTAZEixisenatide ZEI £,

BEEAERA, REEFREEEEREESHEE FEEMmRELD.
KREEHEBINEASBAFERSoliqualy, TTREESEELEAIMEITAEEEIE,

R=Z

SoliquaAFETEEZREARE A, SR ABEERZHERIEZ, BE(EMSoliqua,

Soliqua /78
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o (HEFRTIER TETEER,

o EHEZHEFRIEREFTFEEOCR. XS TEREREEIIERIE,
EEZishEEERIA

« KRIEABRIESE

o [BfEFRIKFERC - 8°C),

o RAQREIIERSRES IR,

. TEIRISERFIERBIIINERLIER IR,

Soliqua /78




Summary: Less Is More

Basal insulin Short-acting GLP-1RA
(Glargine 100 U/mL [Lantus]) (lixisenatide)

Gly lle Val Glu GIn Cys Cys Thi Ser lle Cys Ser Leu Tye GIn Leu Glu ns Ty Cys Gly

v [RIRHESIRBIA AR 1E IE
v BFEHbAC

v EEEZHBAED M B Needle Burden HbA1C Reduction
v ik EBbasal insulintgRIEEE Weight Gain PPG Reduction

v AENNKINESSSE vs. basal insulin

. —— Gl Side Effect Compliance
v RIS SERERTEAE vs. GLP-1RAs P

Soliqua /78
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Lixisenatide

PPG
data




10 pg Lixisenatide Provides ~80% PPG Lowering Effect
in Patients with T2DM

1100 Placebo
S — 1000
o
s =
— E” 900 S
B =
8 — 800 H (44%)
= =
= % 700-
-
— ¢35 600 - H
& =2 4
© <L 500 -
— Lixisenatide
40[} || 1} | | L | L]
O 5 7.5 10 12.5 15 17.5 20
Dose range (HNg)
Placebo 22 22 22 22 22 22 22 22
Lixisenatide 21 21 21 21 21 21 20 19

Patients with T2DM, ascending dose range for 4 weeks, ACTG011

Sanofi data on file




Change from Baseline in PPG Area Under The Curve* After a

Standardized Breakfast

B Lixisenatide QD

Overall population Japanese patients Caucasian patients

—O .1

D S

=
=
=
— —100 —
as
=
S
= —200 —
=
=
L, —300 —
—
ac
P —
S
F —400 — —382.9
=
o3 Tl
i

—500 —

[ 1] Lixisenatide BID

(AUC)[0:29-4:30 h] (h - mg/dl)

[ Placebo

—7r5.9

—422.2

—4 825

—112.3

—343.6
—372.4

p = 0.0074

Diabetes, Obesity and Metabolism 16: 739—-747, 2014.
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Main
meal
data




Lixisenatide Main Meal Study

Main meal
Determination®
Breakfast

=

Lunch

Study Design

Breakfast group
n~200

A

Dinner

<€ ><

Screening=3 weeks Treatment=24 weeks

Main mealtime determined by asking patients the following question:
"On most days, at which meal do you eat the largest amount of food?”

* *The main meal of the day was also independently determined by a
dietician. And it is consistent with patients’ awareness.

T2DM: type 2 diabetes
mellitus; HbAlc: glycated
haemoglobin; FPG: fasting
plasma glucose.

Ahrén B, et al. J Diabetes Complications. 2014 Jun 5




/-Point SMPG Profiles at Baseline and Week 24

(MmITT population)

Mean +/- 3E [mmal)

Mean +/- SE fmmal/L)

— = - Bascline (m=209)
—m—WWesk 24 LOCF {n 216)

Randomized

A3 0
125 —
dm breakfast
a1.5 -
A1 .0 —
105 —
1000 —
5.5 -—
.0 —
.5 —
2.0 —
.5
o0 —
a5 —
.0 —
5.5 —
5.0 T T T T T T T
Pre— 2-hr post- Pre-lunch 2-hr post— Pre— Z2-hr post- Bedtime
breakfast breakfast Tunch dinmer dinmer
Breakfast group as randomi=ed
- == Baseline (n=112)
1m0 — —m—WWesk 24 LOGE (=116}
12 .5 —
=5] | Main meal- lunch
11.5 —
A1.0 -
105 —
100 —
2.5 —
.0 —
2.5 —
8.0 —
.o —
e By
a5 —
.0 —
5.5 —
5.0 T T T T T T T
Pre— 2-hr post- Pre—lunch Z2-hr post— Pre— 2-hr post- Bedtirme
breakfast breakfast lunch dinmer dinmer

Lurnch as main maeal™

Mean 4/~ SE (mmi/L)

Mean +/- SE (mmif)

Main meal-
breakfast

- = - Bascline (Nn=19)
—m—WWeek 24 LOCF (n=13)
130 —

125
120 —
11.5 —
11 .0 —
105 —
10,0 —
a.5 -
a.0 —
8.5 -
.0 —
.5 —
F.O —
E.5 —
a0 —
5.5 -
=0 T T T T T

T T
2-hr post- Bedtime
dinmer

Pre— Z2—hr post- Pre— Z2-hr posi-— Pre—
breakfast bresakfast Tunch lurnch dirnmer

Ereakfast as main meal™

- - Baseline (=21}
mo —m—WWesk 24 LOCF (n=81})
az.s —

Main meal- dinner

11.5 —

DO NND OO0

ohohonoha
|

h i

T T T T T
Pre— 2-hr post- Pre— 2-hr post— Pre—
breakfast breakfast Tunch lurnch dirmer

T T
2-hr post- Bedtime
dinmer

Dinner as main maal”

Ahrén B, et al. J Diabetes Complications. 2014 Jun 5




Comparable HbAlc Reduction in Breakfast Arm and Main

Meal Arm
9.0 —

Lixisenatide provides flexibility of
5= administration timing for patients
o without compromising glycemic control

g T .5 —
S o - a - =
5.5 —
Lixisenatide main meal (n=224)
6.0 —l— |ixisenatide breakfast (n=226) Iy
Scre«v:latning Bas-lzaline Eli 1I2 1IE5 2I4 T 24 L!D-CF

Week

HbAlc Change Over Time

Ahrén B, et al. J Diabetes Complications. 2014 Jun 5




