Toujeo

insulin glargine s00u/m!

for Reassuring
Diabetes Control
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After a long journey on oral drugs, your patients
need a right start to build confidence in the long run

Give your patients power fo control diabetes with
reassuring confidence
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Diabetes and insulin use in Hong Kong

The number of DM patients in HA sector increases annually’

¢ 490,400 patients in

HA sector, with 47.5%
increase since 2011/12

O
- >50 A:\ of patients were
aged =65 years

Many patients are not achieving glycaemic targets'

HbAlc 9%

16.2% 7.7% « ~1 IN 2 patients cannot
(18-39 yrs) (40-64 yrs)
o meet the HbAlc target of <7%
—="="  47.6%
® © © o ( HbAlcz27% e 16.2% of young patients aged
18-39 years and 7.7% aged
40-64 years had HbAlc >9%

. ""1 N 8 DM patients were
prescribed with insulin in 2019/2020

Insulin has the highest efficacy in reducing blood glucose level

Endorsed by

ADA Guideline?

HK Reference Framework for Diabetes Care for Adults 2018
Insulin therapy should be added if glycaemic target is
not attained with combination of oral blood glucose
lowering drug?

ADA=American Diobetes Associafion. DM=diabsates malllitus. HA=Hospital Authority. HDATo=haamoglobin Alo.



Considerations for insulin use

Benefits of insulin use

50% - m——
e O of B-cells function has deteriorated at time
of diagnosis, hence insulin use can allow B-cells rest

and protection45

(o)
35-76 /n reduction in rates of development and
progression of microvascular complications (retinopathy,
neuropathy, and diabetic kidney disease) with beffer

glycaemic control®

5-yeC|r sustained HbA1c reduction’

3 Important factors when selecting a basal analogue

Effective
glycaemic control

Low
hypoglycaemia risk

Stable
‘ o glycaemic profile

HbAl c=hosmoglobin Alo. MACE=major adverse cardiovasoular events.

3 . 7)( less likely fo reach
glycaemic farget within 2 years
for patients not meeting the
target within 3 months®

6)( incredse in risk of
long-term hypoglycaemia if
experienced within 3 months
of basal insulin initiation®

o
36 /n increase in MACE for
patients with high day-to-day
fasting glycaemic variability?
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What is Toujeo®?

Injecting the same units of Lantus® but at 2/3 less volume

Toujec®

More compact SC More gradual and
depot with smaller slower release from
surface areaq depot surface

Smaller volume of

injection
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Insulin Glargine 300 Units/mL
B-chain = = A-chain Reduction of
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volume by 2/3
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_ 100 Units/mL
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Adapted from Cheng AYY. et al. (2019)

Toujeo® delivers the same dosage of insulin as Lantus®, but in one-third of the volume.
This results in reduced surface darea of injection depot, ultimately resulting in a slower
and more gradual release of monomers of Toujeo® as compared with Lantus®'®,

Glargine adopts a pH-dependent precipitation''-13

Insulin glargine Following SC injection, insulin glargine
precipitates amorphously creating an
SC depot at physiological pH

SC injection

Enzymatic maturation forms the active

metabolite, 21 A-Gly-human insulin,
that is released slowly from the depot
to the circulation

For illustrative purposes only

4 SC=suboutanaous.
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Comparison with NPH TOU]GO"

insulin glargine 20ou/mi

Apart from randomised confrolled trials, there is abundant evidence from meta-analysis and
realworld data supporting the better perfomance of Toujeo® over NPH.

Significantly lower

Greater HbAlc nocturnal and
u reduction'4* . documented symptomatic
hypoglycaemia'>t

Lower rate of

Lower rate of documented
B nocturnal symptomatic
_ Change from Change from hypoglycaemia hypoglycaemia
2=, .02 baseline te Month 3 baseline to Month & 0 -
g E Toujeo®
il
RN -0.77% 1 = -35%
_E (+0.98%) 8
-06 p<0.00001 = 40 - , ;
% _'I _O'I % E RR: 0.655; 0.273 1o 1.491
I o8 (x1.12%) £ 50
= p<0.00001 E
E -1.0 - e 80
> RR:0.176;0.051 1o 0.548
1.9 o 100 1
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Lower change in nocturnal GV'4#

10 -

LSM difference
at week 24
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vs NPH
(95% Cl: - 8.1 1o -0.8),
p=0.018*

* The primary objective of this study was fo evaluate the effectivensss of Toujec® defined as the percentage of participants with an HbATo reduction of z0.5%. ¢ months affer switching from NPH insulin, in
participants with TZ2DM. Secondary objectives included the safety assessment based on the percentage of patients experiencing 21 episodas and the numbsr of hypoglycasmic episodes by catagory; sevarns,
symptormatic, symptomatic confimmed, diumal or nocturnal, change in body weight, and insulin doss. A fotal of 469 participants completed the 6-mmonth observation period.

T Thia study was fo compane the eficacy and safsty of a concentrated formulation of insulin glargine (Toujec®) with other basal insulin therapies in patients with fype 2 diobetes mallitus (T2DM). This was a network
mata-analysis (MMA) of 41 randomised clinical frials of basal insulin thempy in T2DM identified via a systematic literature eview of Coohrons library databasas, MEDLINE and MEDUNE InProcess, EMBASE and
PsyclMFO. The outcome measunss ars the changes in HoAlo (%) and body weight, and rafes of noctumal and docurnantad symplomatio hypoghyoaamia.

* This was a 24-week, oper-Halbsl exploratory study with 1.1 randomisation comparing patient-adjusted fitration of Toujec® (N=23) versus NPH (n=23) at bedtime in insulin-naive T2DM patiants on maximum ol
glucoss-lowsring drugs. The starting dose was 0.2 U/fkg/day and with self-fitration of one unit per week to achievs a farget fasting glucose of 4.4-6 mmol /L without hypoglycasmia. Participants had masked
CGM at basaline, weeks 11 and 24.The primary outcome was between freatment differenceas in CGM glucose standard deviation (50) at week 24.

CGM=continuous glucosae monitors. GV=glucose variability. HA 1 c=hasmoglobin Alc. MPH=neutmal protamine hagedom. RR=rsk mtio.T2DM=type 2 diabsetes meliitus.




Comparison with Lantus®

Comparable HbA1c reduction

EDITION 117.# EDITION 218t EDITION 34 EDITION JP 2204
BE BOT switeh Insulin-naive: BOT start BOT switeh
LSM difference 0.00% -0.01% 0.04% 0.10%
(95% CI) ¢0.11 10 0.11) (0.14 t0 0.12) (-0.09 to 0.17) (-0.08 to 0.27)
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LSM difference 0.04% 0.13%
(95% CI) (0.10 10 0.19) (-0.03 to 0.29)
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* EDITION 1 was a &-month, multinational, operakbsl, pamllel group study. Adults with glycated hosmoglobin Ale 7.0-10.0% (53-86 mmol/mol) were randomisad to Toujeco® or Lantus® once daily with dose
titration seeking fasting plasma glucoss 4.4-5.6 mmaolfL. Primary end point was HbAlo change from bassline; main secondary end point was pecentage of participants with one or more confirmed (3.9
mmaol/L) or sevare noctumal hypoglycosmia from weask 9 fo month 6.

T EDITION 2 was a multicenter, opasn-albel, two-amn study. Adults receiving basal insulin plus OADs were randomisad to Toujec® or Lantus® onoe daily for & months. The primary end point was changse in HbAT o.
The main secondary end point was pemcentage of participants with one or mone nocturnal confirmead (3.9 mmol/L) or severs hypoglycasmic events from wesak @ fo month &.

t EDIMON 3 study was a multicentrs, openabel, parallel-group study. Parficipants were mndomised fo Toujec® or Lantus® onoe daily for & monihs, disconfinuing sulphorylureas and glinides, with a doss fitmation
aimead at achisving pre-breakfast plasma glucosse concantrations of 4.4-5.6 mmaol /L. The prirmary endpoint was change in glyoaied hasmoglobin from basaline to monith 6. The main secondary endpoint was
percantage of participants with 21 nocturnal confimnad (3.9 mmol/L) or severs hypoglyoaamia from wask ¢ to month 6. Othar measures of glycaamia and hypoglycosmia, weight changse and insulin dosa
wara assessed,

§ EDIMOM JP 2 study was a é-month, multicentrs, opendalel, phase 3 study. Parficipants (n=241, male &1 %, mean diabetas duration 14 years, maan weight 67 kg mean body mass index 23 kg mé, mean glycated
haermoglokin 8.02 %, maan basal insulin doss 0.24 U/kg/day) were randomised to Toujec® or Lantus®, while continuing QAD(s). Basal insulin was fifrated to target fasting selif-monifored plasma glucoss 4.4-5.6
rmmol /L. The primary efficacy endpoint was HbATo change over 6 months. Safety endpoints included hypoghlycaamia and weight changs.

'EDITION 4 study was a multicenter, randomised, fouramn, parallel-group, phass Ja study involving 549 participonts with typa 1 diabstes. Using a mealfime and basal insulin regimen, patients were mndomised
{1:1:1:1) opendabsl to Toujec® or Lanfus® and fo moming or evening injection, continuing the mealtime analogue, and followsed up for & months. The primary efficacy end point was the overall change in HbAlo
from bassline to month 6, regardless of injection time. Secondary end points included percentage fo HoAl o <7.0% at month &, change in pre-injection SMPG, withinqparticipant variability of pre-injection SMPG,
FPZ B-point SMPG profile, and daily insulin doses.,

¥ The EDITION JP 1 study was a &month, multicentrs, operdabel, phase 3 study. Participants (n=243) were andomised to Toujec® or Lantus® while continuing mealtime insulin. Basal insulin was fitraled with the
aim of achieving a fasting self monitored plasma glucose target of 4.4-7.2 mmol/L.The primary endpoint was change in glycated hosmoglobin over & months, Safety measures included hypoglycaemia and
change in body waight.

BB=basalbolus. BOT=basal-supporfed ol themmpy. HoATo=haemoglobin Al . OAD=oml antinypenglyoasmic dnug. SMPG=sal-monitorng of plasma glucoss.
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Touvjeo

insulin glargine 3o0u/m

Nocturnail Lower risk of anytime and nocturnal
hypoglycaemia hypoglycaemia
can cause?:
r Impc:lirecl Confirmed (<3.9 mmol/L) or severe hypoglycaemia vs Lantus® from baseline to week 8
cognifive function
e Convulsion ¢ Noctumal (00:00-05:59 h) # ¢ Any time of day (24 h)
e Coma _ . _ _
. Favours Lantus® Forvours Lantus®
e Cardiac — —
c:lrrhy’rhmic:ls EDITION 177.# —a— 0.79 (0.64 to 0.98) --- 0.84 (0.78 to 0.94)
- - 18,1
resulting in sudden EDITION 2 — 0.53 (0.39 10 0.72) - 0.78 (0.69 o 0.89)
death EDITION 3% —e—  074(0.48101.13) e 0.83 (0.67 fo 1.03)
EDITION Jp 275 . 0.83 (0.45 to 1.52) —— 0.69 (05210 0.91)
03 pelative risk (95% CIy 3.0 03 pelative risk (95% C) 3.0
EDITION 42 —— 0.69 (0.53 to 0.91) - 0.98 (0.8510 1.13)
EDITION JP 1%1 —— 0.71 (0.56 fo 0.91) - 0.91 (0.84 1o 0.99)
03 pelative risk (95% Cy 3.0 03 pelative risk (95%C)) 30

Select a basal analogue with lower risk of hypoglycaemia
to avoid complications

[ ]
i

/'""J | More stable within-day glucose profile?** *

CGM data

Activity profile ot steady state in patients with Type 1 diabetes

Toujec® (n=30)
195 - — Lantus® (n=29)

185 -+
175 -

* 1 — ==

145 . ' Mean injection time

135 1 I 1 ! | I ! 1 1 I ! 1 I
0 2 4 6 8 0 12 14 16 18 20 22 24

Time (hours)

Mean glucose from
rorning injection (mg/dL)

** The study was a 16-wesek, exploratory, opandabsl, parallel-group, two-peariod crossover study, 59 adults with type 1 diabetes were randomised (1:1:1:1) fo once-daily Toujec® or Lantus® given in the moming or
aevaning (with crossover in the injection schaduls). The primary eficacy end point was the mean percenfage of tima in the targst glucosse mnge (4.4-7.8 mmol/fL). as measured using confinuous glucoss
monitoring, during the last 2 weeks of aach &-week perod. Addifional end points included other CGM glycaemic control parameaters, hypoghycasmia (per self monitored plasma glucoss), and adverse events.

CGM=continuous glucose monitors. Cl=confidence interval. T1DM=type 1 diabaetes meallitus. T2DM=type 2 diabates mellius.
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Comparison with degludec

BRIGHT is the head-to-head frial comparing Toujeo® vs degludec 100 U/mL

meeting the primary endpoint. B RIGH T

Full 24-week study period Titration period: first 12 weeks of treatment

Lower hypoglycaemiat
rates during the
titration period?® *-#

Powerful and comparable
HbA1c reduction?®*

Change in HbAlc from baseline to Week 24
Baseline: 8.6% Baseline: 8.7%

Anytime (24h) confirmed
hypoglycaemia (<3.0 mmol/L)

0.2 Degludec

0.4 100 U/mL
0.6

-0.8.
=1.D.
il -1.59%
=].5
-1.8- (n=4463) (n=446)

207 |sM difference: 0.05% (95% Cl: -0.15 fo D.05)

p<0.0001 for
non-inferiorty
of Toujec®

L5SM change in HeATc
from baseline (%)

vs degludec 100 U/mL RR (95% CI):
Week 12 [TT population: Toujeo®, n=448; insulin degludec 100 U/mL, n=445% 0.57 (0.34 to 0.97); p=0.038&

Week 24 ITT population: Toujeo®, n=442; insulin degludec 100 U/mL, n=442

Reducing the risk of hypoglycaemiaq, especially during titration period, is
crucial for an effective glycaemic control in the long term?’-2, It helps:

¢ Eliminate the fear of hypoglycaemia
¢ Boost confidence to properly fitrate and adhere o freatment

oneC
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Observed with Toujeo® vs degludec 100 U/mL in a 4-week CGM study period

Cumpal:able_e More nocturnal Lower nnf:’rurnal
all-day time in time in range glycaemic
range® - ** 290, % excursions? * *
100 - 100 -
& 80 | Comparable alkday (24R) & 80 | Greater nocturnal (00:00-06:00)
2 TIR (3.9-10.0 mmol/L) 0 TIR (3.9-10 mmol/L)
= 40 - = 40
0 0
¥ 40 . g 40
: :
p : 4] .
b 20 I 20
0 - 0 -
Degludec Toujec® Degludec Toujeo® vs degludec 100 U/mL
100 U/mL (n=95) (n=104) 100 U/mL (n=104) (p=0.018) with comparable all-day
p=0.1191 (n=95) glycaemic variability

* BRIGHT trial was a mulficenisr, openHabel, active-controlled, two-armn, parallel-group, 24-week, noninferionty study in insulin-naive pafients with uncontrolied type 2 diobstes. Participants wene randomised 1:1
to evening dosing with Toujeo® (N=4064) or IDeg-100 (n=463), titated fo fosting settmonifored plasma glucose of 4.4-5.0 mmol /L. The primary end point was HoA o change from bassline fo wesek 24. Safety and
points included incidence and event rates of hypoglycasmia. Overall, 202 (43.7%) and 221 (47.8%) of parficipants in theToujeo® and degludec 100 U/ml freatment groups, respactively, reporied adverse events
during the 24-wesk study pariod. Mo specific safety concams were reporad.

' Arwfime (24 h) confirmed hypoglyoaemia (3.9 and <3.0 mmel/L) and noctumal (00:00-05.59 h) confirmed hypoglycaemia (3.9 mmol/L).

t Comparable incidence and ratas of hypoghlyoasmia in the maintenance period (13-24 weeks) and full 24-wesk study pariod, were demonstrofed.

i Events per patient year: Toujec®, 0.49; degludec 100 U/milL,. 0.86.

I Mominal pvabue,

¥ OneCARE study is an obsavational, muliicenter, cross-sectional study included 199 patients with TIDM (=3 years diabetes duration, HbAl o = 7.5%) who had switched from first-gensaration Bl fo Gla-300/1Deg-100
within the past 24 months according to physician discrstion, Clinical and laboratory data were obfained from clinical mcomrds and during study visit, and CGM data wene collected prior to the visit.The prirmany
endpoint was the percentage of fime within the predsefined CGM glucose range TIR of 3.9-10.0 mmol/L [complete day, night (24.:000-05:5% or day (06:00-23-5% perod] during 14 consecutive days within a
d-weask period with CEM dota obtoined from the Fres-Style Libne®,

** Time-in-mnge was defined as the percaentage of fime with target blood glucose level from 3.9 to 10 mmol /L.

CGM=confinuous glucose monitors. Cl=confidence interval. HA 1 c=haemoglobin Alc. TT=ntent4o-treat. LiM=least-squaras mean. RR=rate mtio.T1DM=type 1 diabsates mellitus. TIR=fime in range.



Comparison with degludec in CKD patients Toujeo

insulin glargine 200u/mL

High-risk patients are at greater risk of hypoglycaemia

CKD patients: Elderly patients:

O
2)( risk of hypoglycaemia?® 78. 2 A:\ of diabetic patients aftended
AED due fo hypoglycaemia were the elderly?'

An insulin treatment that decreases HbAlc without increasing the risk of

hypoglycaemia is clinically important

Greater HbA1c reduction with comparable hypoglycaemic risk in high-risk patients

CKD patients (eGFR<60 mL/min/1.73m?2)32*

) 61% greater HbA1c reduction

Mean HbATc reductions from
baseline to Week 24
Baseline: 8.30% Baseline: 8.58% LSM difference in

[ 8 HbAlc change
= 0.2 Degludec
i & 04 100 U/mL Difference
= 0.6 - -
S ral -1.02% -0.43%
5% 0.
2 B =13 vs degludec 100 U/mL
c _E ) (95% Cl: 0.74 0 -0.12)
2 R

20 | Heterogeneity of treatment effect

for HbAlc across eGFR subgroups (p=0.02)

3\ Comparable anytime confirmed
/ hypoglycaemia rate

<
w
Q
®
Q
C
Q
®
0

Anytime (24 h) confirmed hypoglycaemia rate (3.9 mmol/L)

Events per participantyear

Degludec
100 UfmlL

13.9

RR (95% CI): 0.93 (0.56 to 1.54)

* BRIGHT trial was a multicentrs, operHalbel, randomised, active-controlled, two-amn, parallel-group, 24-week study in insulin-naive uncontrolled tye 2 diabetes (T20). Participants were randomisad 1.1 to
evaning Toujeo® (N=466) or IDeg-100 (n=4563) and stratiied bosed on bassline astimated glomerular filtration ate (eGFR) for this analysis.

AED=0ccident and emergency department. Cl=confidence inferval. CKD=chronic kidney diseass. eGFR=astimated glomearular filttration ratie. HbA1 c=hasmoglobin Alo. LiM=least-squarss mean. RR=rafe ratio. 9




Comparison with degludec in elderly patients

Elderly patients (Aged =70 years)33*

26% greater HbAlc reduction

Change in HbATc reductions from
baseline to Week 24

LSM difference in
HbAlc change

=
[

Degludec
100 U/ml

00O
o= g N

-1.34%

vs degludec 100 U/mL
(95% ClI: 0.59 to -0.10)

LSM change in HbAlc
from baseline (%)
=

20 Heterogeneity of treatment effect for HbAlc across
age subgroups (<70 vs =270 years; p=0.0087)

Comparable anytime confirmed
hypoglycaemia rate

Anytime (24 h) confirmed hypoglycaemia rate (3.9 mmol/L)

Events per participantyear

Degludec
100 U/mlL

11.44

RR (95% CI): 1.14 (0.75 1o 1.74)

0
o
g
=
o)
O
Lo
=

* BRIGHT was the first head-o-head randomised frial comparing Toujec® and 1Deg in insulincnaive adults with T2DM. In this
subanalysis, endpoints were studied by predefined (<205 years, n=596/333) and post hoo (</270 years, n=7/08/161) age
Qoups.

10

Cl=confidence inferval. HoAlo=hasmoglobin Al c. LSM=laast squaras mean. RR=rate mfio. T2DM=type 2 diabsates meillitus.




Flexibility to start and ftitrate Toujeo

insulin glargine 200uU/mi

Toujeo® has a flexible time of injection, once daily in morning or evening'’

/:—\ Up to
&:j hours
6-hour injection window Sustained glycaemic control

with long duration of action

Flexibility fo upgrade'

Patients on OD basal insulin
Insulin-naive patients

Start: 0.2 U/kg 5 1:1 conversion

No dose recalculation required
Dose calculated based

on weight
Patients on BID basal insulin
50 -75 kg 10-15 U/day 5 80% of total previous daily
insulin dose
Flexibility fo support various titration algorithms?
16 Every 3 days? _
Once weekly (American Diabetes Every 3 to 4 days'’-18-1 Once daily*
(Hong Kong study) oo
Association)
EDITION. INSIGHTS
o Selffitrated weekly e [ncrease 2U every 3 o Titrated no more than o Selffitrated by 1U
based on average of 3 days fo reach FPG every 3 to 4 days per day, aiming for
fasting SMBG readings target of 24.4 - <5.6 e Dose increased by 6U fasting SMBG 4.4 to
per week, aiming for mmol/L every 7 days (based 5.6 mmol/L
4.4 - 6.0 mmol/L on previous 3 e Dose increased by
e Dose increased by 1U measurements) if the 1U per day if fasting
per week if greater medicn SMBG is >7.8 SMBG >5.6 mmol/L

than defined target mmol/L, and by 3U if
>5.6 and <7.8 mmol/L

* Weight change shown is illustrative only and dosse caloulation is not limited fo this range.

" Titration algerithm for people with fype 2 diobetes is based on EDITION studies 1,2 and 3. Insulin deose is fo be increased by 6 units every 7 days and not mone than every 3-4 days (based on the preceding 3
maasursmeants) if the madian SMPG is 2 7.8 mmol/L, and by 3 units if >5.6 and</.& mmol/L, decreasad by -3 unifs or at investigator's discration if <3.3 mmol/L or ccoumenos of =2 symptormatio or 1 sevens
hypoglycasmia episoda(s) in the precading week. Madian fasting SMPG from the last 3 days.Toujeco® was always ghven in the evening.

! For llustrative purpose only; based on the titrafion algorthrn used in EDIMON 1, 2 and 3 clinical studiss. If hypoglycaemia ocours, dose reduction at physician’s discration.

BID=twice daily. FPG=fasting plasma glucoss. OD=once daily. SMBG=salf-monitoring of blood glucoss. 11
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Toujeo® offers optimal diabetic management
fo your patients

Powerful HbAlc Lower incidence of Better glucose
reduction’7-22.25.32.33, % hypoglycaemiq's-22.25.32.33.1 stability"
vs Lantus®1’ vs degludec® vs Lantus ®24 vs degludec®
hours
Elderly Renal impairments Once dﬂlih[ with 36-hour
Cater for individual needs, especially duration of action'

for high risk populations®*®

*Toujec® has a signiicant HbAT o reduction in patients switching from NPH and comparable HbAT ¢ reduction with degludsec and Lantus®,
" Toujec® has lower incidence of hypoglycasmia than Lantus®, detemir, degludec and NPH insulin.
HbATe=haamoglobin Al o, NPFH=naufral protamine hagedom.

References: 1. Hospital Authority. @uality Assurance Sub-committes of Central Committes on Diabetic Service. Hospital Authorty Diobsatico Mallihue Care Report 2019720, 2, Americon Diobstes Association.
Diobetes Care 202144 (Supplement 1): 51115124, 3. Food and Health Bursau. Hong Kong Refersnce Fromework for Diobstas Care for Adults in Primary Cars Saffings. Available at: hittps:/ fwwwf-
hiz.gow-. bk pho frfsfenglish/referance_framework /diabetes_cans.hitml, Acoessad: 11 July 2021, 4. Wysham C, Shubrook J. Postgrad Med, 2020;132:676-686. 5. Boughton CK, Munmo M, Whyte M. Br J Diabetas.
2001 7,17:134-144. 6. Nathan DM, et al. M Engl J Med. 1993,320:977-086. 7.The ORIGIN Trial Investigators. N Engl J Mad. 2012;367:319-28. 8. Mauricio D, at al. Diaobetes Cloas Matab. 2017;19:1155-64. 9. Zinman B, at
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RR. Patisnt Prefer Adherence. 2016;10:1299-1307. 28. Leiler LA, ot al. Can J Diobstes. 2005;22:00-00. 29. Conget |, et al. Diabates Ther (2021). hitps: /fdoi.org/10.1007 fs1.3300-021-01153-4. 30. Moan ME at al. Clin J
Am Soo Nephol. 2009:4:1121-1127. 31. Wong CW, et al. Hong Kong Med J. 2017,23:524-33. 32, Halzuik M, st al. Diabetes Obes Metab. 2020;22;1369-1377..33. Bolli GB. st al. Diobetes Obes Matab. 2021,1-6. 34. Bas
JH, at al. Diabstes Metals J. 2021 ,dm). 2020.0274. Online ahaad of print. 35, Balley T3, at al. Diobates Matab, 2018,44.15-21.

Abbreviated prescribing information: Presentation: Insulin glargine 300 IU/mil solution for injection. Indications: Treatment of diabetes meallitus in adults, adolescents and children from the age of & years.
Dosage: Onoce daily (preferably at the sama time every day up to 3 hours before or affer the usual time of administration), with adjusted individual dosags. Pleasa refer fo the full prascrilbing information for
guidelines on switching betwesn other insulin prepamtions. Administration: Suboutansous injection. Towjeo is NOT INTENDED FOR INTRAVENOLUS USE since it could result in severs hypoglhy casmia. Toujeo must
not ibe drown from the carfridge of the SoloStar pre-filled pen into a syringe or severs overdosse can result. Contraindications: Hypersensitivity fo insulin glargine or fo any of the excipients. Precautions: Toujeo
has not been studied in children below 6 years of age. Blderly: Prograssive deterionation of renal function may lead fo a steady decnsass in insulin mquirements. Renal impaiment: Insulin requirsments may be
diminished dus to reduced insulin maetabolism. Hepatic impairment: Insulin requirsment may be diminishaed dus to reduced capacity for gluconaogenasis and reduced insulin maetabolism. Perform confinuous
rotation of injection sife fo educe risk of lipodystrophy and cutansous amyloidosis. Blood glucose monitoring is recommendad after change in injection site. Hypoglyoasmia. Interourrsnt illnass. Combination of
Toujeo with pioglitazons. Madication amors prevention. Interactions: Hiects enhanced by oral anfidiobstics, ACH, disopyramida, fibrates, fluoxstine, MAOIs, pantoxifylline, propoxyphens, salicylates, sulfonamide
antibiotics. Hfects reduced by corficostemids, danazol, diozoxids, diurstics, glucagons, isoniazd, osstrogens and progastogens, phenothiazine darvatives, somatropin, sympathomimstics, or thyroid homnonas,
atypical ontipsychotics and proteasse inhibitors. Bato-blockers, clonidine, lithium or alcohol may either pofentiofe or weaken the affiects of insulin. Pentamidine may cause hypoglyoasmia, followad by
hyparglroasmia. The signs of adenargic counterregulation may be reduced or absent undar tha influsnce of sympatholytic medicinal products such as Bata-blockers, clonidine, guanethidine and resarpine.
Fartility, pregnoncy and lactation: Anirnal studies do not indicate dirsct harmful effects with respect to fartility ond reproductive toxicity.The usa of Toujeo may be considersd during pregnancy if clinical neadad.
It is unkmown whethar insulin glargine is excrated in human milk. Overdosa: Insulin overdose may lead to severe and sometimeas long-term and liles-threatening hypoglycosemia. Mild episodes of hypoglycosmia
oan usually be treated with oral carbohydrates, Mone severe episodes with coma, selzure or neurclogio impaimeant may be freated with glucagon (ntramuscular or suboutansous) or concantrated glucose
solution (introvenous). Undesirable effects: Hypoglyoaemia, lipohyperrophy, injection sife reactions. For common, uncommon, rars and very rare undesimable sffects, please mefer to the full prescribing
information. Storage: Bafore first use: Store In a refrigerator (2°C - 8°C). Do not freeze. Protect from light. After first use: Sfore below 30°C. Use within 42 days. Do not freeze. Preparation: Toujeo 3 x 1.5ml (4301U7)
pre-filled pens. Legal Classification: Part 1 Poison Full prescribing information is available upon request.
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