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Why do we need new basal insulins?
Insulin glargine U300

— Differences with glargine U100

— Differences with degludec based on RCT

.




Basal and postprandial contributions to hyperglycemia by
Alcrange

Pooled baseline data from 6 Treat-to-Target design studies
1699 T2DM patients on diet = OAD
Mean A1c 8.69%, FPG 10.8 mmol/L (194 mg/dL)
7-point ambulatory SMBG profiles (ac, 2hr-pc, and hs)
Calculations assume hyperglycemia is >5.6 mmol/L (100 mg/dL)

76% 78% 79% 79% 80%
Postprandia
| [

<8.0 8.0-8.4 8.5-8.9 9.0-9.4 29.5

Baseline Alc ranges

On oral therapy, fasting hyperglycemia dominates over a wide range of Alc
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Riddle et al, Diabetes Care 34:2508-2514, 2011
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General thoughts

* Why clinical trials have not shown superiority of insulin analogues?
* Definition of 1 unit of insulin

* Study design

* Most of basal insulin studies have been designed to reach a fasting

glucose target that is the same in both groups, therefore we would
not expect a difference in Hbalc

« Difference would be safety!




Rates of hypoglycemia are high for patients using insulin in the real world

Estimated annual rate
(PPY)
Estimated annual rate
(PPY)

Overall Nodur nal Overall

Overall: 73.4 events/patient-year Overall; 1

14.4% reported a severe event 8.9% reported a

Hypoglycemia incurs morbidity and increased health care utilization

Hypoglycemia is a limiting factor in achieving good glycemic control
ssessmen Tool(HAT) sudy of 27,585 patiens with T1DM or T2DM reated with nsulin

for <12 monihs from 24 countres
“During the prospeciive period
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Hospitalization due to hypoglycemia has an impact upon healthcare utilization costs
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Estimated costs for inpatient care for people with diabetes was approximately $327 billionin 20172
Mean cost of a hypoglycemia visit is approximately $17,564 for an inpatient admission®
SD,standard devaion: . south aast: TIDM, tv 1 clabetes: 20M tve 2 dabetes
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Hypoglycemia during first 3 months of Bl therapy is a predictor for long-term
hypoglycemia risk in real world clinical practice

Risk of hypoglycemia after 24 months if patient experiences hypoglycemia within first 3 months
of initiating a Bl treatment

[Couni | or [ ssnci |

Hypoglycemia during the initial 3
France 7.84  3.40-18.06 ——

months post-basal insulin
Gemany 672  2.92-15.44 initiation is predictive of longer-
term risk of hypoglycemia over

taly 460  1.76-1247 — the ensuing 3 to 24 months
Spain 458 1.27-16.48 —_— Over 24 months, 8.9% of patients
UK 19.97  6.85-58.19 ienced a i
USA 530  4.22-6.66 e event
Overall 571 4.67-6.99 —-—

06 1 60

Odds ratio (95% CI)

Observational, retrospective analysis o insulin-naive patients (n=40,627) with T2D initiating basal insuli in 5 European countries and the USA. Hypoglycemic episodes were identified
using electronic medical records.
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Introduction

* Unmet needs of actual basal insulins:
— In some patients, it does not last 24 hours, some patients need a
twice a day dosing, specially in TIDM
— Variability in effect:
* Insulin
* device
— Still some risk of hypoglycemia
— Some patients need flexibility
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Basal insulins

Insulin | Starttime | Peak Duration
time
NPH 1-2 hours | 5-7 hours | 13-18 hours

Glargine | 6-8 hours - 20 hours
U100

Glargine A flatter 24 hours
U300 effect

Detemir 6-7 hours | 12-20 hours

Degludec 40 hours

Second generation basal insulin
analogues
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Clinical benefits of an ideal PK/PD profile

Ideal characteristic

——

Potential clinical benefit

Once-daily injection

Low risk of hypoglycemia

Insulin degludec

Degludec insulin

Des(B30) LysB29(y-Glu Ne-hexadecandioyl) human insulin
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DesB30 insulin

Hexadecanoil
Side chain fatty
acid



https://www.ncbi.nlm.nih.gov/pubmed/25150159
https://www.ncbi.nlm.nih.gov/pubmed/26840338

Insulin degludec: right after injection

\or ¥

&8 Injected Insulin degludec

l Phenol diffuses rapidly

Long chains of multiple
hexamers will assemble

S o 1 P s 2012,29:2104-14.
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Meta analysis: confirmed general hypoglycemia
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Meta analysis: confirmed nocturnal hypoglycemia
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Meta analysis: severe hypoglycemia in TIDM and
T2DM
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Glargine U300

Compact depot formation results in more gradual insulin release with
Gla-300 vs Gla-100

Gla-300 ( A ( 1\

o[ [

More compact More gradual

Insulin glargine 5"“""‘ SC depot with and slower
volume o AT release from
ol injection" surface area’ dopot surface’™
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https://www.ncbi.nlm.nih.gov/pubmed/26509843
https://www.ncbi.nlm.nih.gov/pubmed/25311556
https://www.ncbi.nlm.nih.gov/pubmed/24571126
https://www.ncbi.nlm.nih.gov/pubmed/25150159

Gla-300 exhibits a more stable profile with lower variability compared with
Gla-100 after dose optimization in T1DM patients

© Ga:300(0:35+008 Ukg)

25, sma free insulin ® Ga-100 (0.28 +0.07 Ukg)

»
2"® PK and PD within-day variability was 50% and
210 7% lower with Gia-300

s Time of cay

odoe o wm  wm  20m

30, PR !

J LT 24 insuiin profil for Gia-300s flatter and more
2] cusmsonie constant over 24 hrs compared with Gia-100
15

10

Glucose infusion rate was more consistent over
24 br with Gla-300 vs Gla-100

Time of day

2000 0200 0800 1400 2000 (1
0 2 4 6 8 10 1214 16 18 20 2 24
“Time post-dosing (hours)

),

gthe PK. PD, o Gia-300 anx x steady state conditions in TIDM
patients (N=18)

Study design
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More stable glucose-lowering (PD) profile with Gla-300 vs Gla-100 and
Gla-300 vs IDeg-100

\ Study design )

GIR goose infusion ate

EDITION: CLINICAL DEVELOPMENT PROGRAM
OF GLARGINE U300



https://www.ncbi.nlm.nih.gov/pubmed/30305345
https://www.ncbi.nlm.nih.gov/pubmed/25150159
https://www.ncbi.nlm.nih.gov/pubmed/29153485

EDITION program 1O 000 1=

Testing Toujeo® vs Lantus® in several populations

EDITION 1 EDITION 2 EDITION 4
N=807 N=811

| insuiin plus mealtime i pi
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EDITION study design is consistent across the
program

+ Randomized 1:1, open-label, parallel-group, multinational studies
« EDITION program built with similar study design across trials to
confirm results

1:1

Glargine U300 + OAI
+ Mealtime insulin

-
P —

Extension period
Glargine U100 + OADs —
+ Mealtime insulin

Non-inferiority to glargine U100 in HbAc reduction was the

primary endpoint in all trials

Basal insulin titration in EDITION 1,2 & 3

Glargine U300 was always given in the evening

Titration steering committee was in place
Adjustments at investigators’ discretion for safety

Titration algorithm
Dose adjustment for
Median fasting SMPG from last 3 days in the range of: glargine U100 or Glargine U300,
U/day
140 mg/dL (7.8 mmol/L) +6
100 and <140 mg/dl.(5.6-7.8 mmol/L) 43
Glycemic target:
80-100 mg/dL (4.4-5.6 mmol/L) No change
260 and <80 mg/dlL. (3.3-4.4 mmol/L) 3
<60 mg/dL (<33 mmol/L) or occurrence of >2 symptomatic or 1 3
severe hypoglycemia episode(s) in the preceding week or atinvesti discretion

* In EDITION 1 and 2, basal dose unchanged at entry unless two daily NPH injections

were previously used, when dose was reduced by 20%

8-point SMPG profiles




Consistently effective glycemic control

« Non-inferior change in HbA1c for Gla-300 vs Gla-100 at Month 6 in the EDITION
program
T20M [ tom ]

EDITION 1 ] EDITION2 ] cpmions JEDITIONJP 2| EDITION4® JEDITION I 18
BB BOT switch | iinsv 807wt | BOT switch B8 B8

LSM difference 0.00% .01% .04% .10% 0.04% 13%
(95%Cl)  (011t0011) (01410012) (0.09t00.17) (0.08t0027) (0.10t00.19) (-0.03100.29)

W Gla-300
W Gla-100

Consistently effective glycemic control

+ Non-inferior change in HbA1c for Gla-300 vs Gla-100 at Month 12 in the EDITION

program
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EDITION T2DM Pooled Analys|

Generally lower confirmed and/or severe hypoglycemia with
Glargine U300 vs Glargine U100 at any time (24 h) and at night
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EDITION 1-2-3 T2DM Pooled Analysis

Lower confirmed and/or severe hypoglycemia with glargine U300
vs glargine U100 at any time (24 h) and at night

Hypoglycemia at any time (24 h) Nocturnal hypoglycemia (00:00-05:59 h)
Cumulative mean number of confirmed" andior Cumlative mean number of confirmed" andior
severe events severe events

= Glargine U300

= Glargine U300
- = Glargine U100

Rate ratio 0.86 (0.7 to 0.97) Rate ratio 0.69 (0.57 to 0.84)
P=00116

EDITION 1-2-3 T2DM Pooled Analysis

Small but significant difference in weight gain with
Glargine U300 vs Glargine U100

Mean (SE) weight change from baseline, kg

15
10
= Glargine U300
= Glargine U100
05

05
BL w2 W wa wiz [ e Lov
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Similar HbA, ¢ reduction with lower incidence of hypoglycemia

Gla-300 vs Gla-100 in EDITION T2DM studies* from baseline to Month 12

(Gia-300, n=1165; Gia-100, n=1170)
010 (-0.1810-0.02)% P=0.174

BL wiz 13 o w12

AR (255 €1 (055 1)

‘Botientievl meta-analyss of EDITION (38, EDITION 2 (BOT swich) n EDITION3 (BOT sat) ke n a0 pogulaon of patnts wih T200
standard eror

11
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TYPE 1 DIABETES: EDITION 4
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EDITION 4

U300 met the primary endpoint of non-inferiority to Lantus’ for reduction in HbAic at
Month 6

Mean (SE) HbALc, % HbAc, mmol/mol

% of participants with

85 6
20 HbAL <7.0%
3
80
61
‘mean different o
- U100

Baseline Week 12 Month &

EDITION 4

lar confirmed and/or severe hypoglycemia
Lower nocturnal hypoglycemia with U300 vs U100 during the first 8 weeks

Hypoycomia atanytime 24 ) Noctumal hypoglycomia (00:00-05:59 1)
» (39 ot
4
RR1.00 W us0
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Slight increase in basal insulin dose
with U300

Mean (SE) insulin dose, U/kg/day

14 A meal-time insulin (U300) A Basal insulin (U300)

------ 1
AW Day W2 WA W8 wiz M M6
1
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Less weight gain with U300 vs U100

Mean (SE) weight change from baseline, kg
15

LS mean difference at Month 6:
=056 (95% C1-1.09 0 -0.03) kg.

P=0.037
= usoo

BENEFITS OF LONG DURATION OF ACTION:
FLEXIBLE DOSING

13



EDITION 4

Similar HbAic reductions by injection time

WMiean (56) HbAwc % HbAsc. mmol/mol

U300 morning

Baseline Week 12 Worth &

U300 morning vs.
LS mean differenc

Flexible dosing time of Gla-300 had no effect on glycemic control and ga.
incidence of hypoglycemia vs fixed dosing time ;_

Pooled EDITION 1 and 2 substudies in T2DM (Months 6-9)

Confirmed (<70 mg/dL [<3.9 mmoliL])

) orsovers ypogiyconia
Flexible dosi B Flexible dosing
HbAc,% =] § .

Month 6, mean (SD) 730(093) 30(0.96)

Month 6-9,

e opange (S5) 005(0.06) 0.00(007)

LS mean difference 005 MG T etbieossen
(©5%Cl) (0.1310023)

Ghour floxile
-
Gla-300 may allow some flexibility in timing }

injecti i ituati {abili Fextle g % Festle
injections to deal with the situational variabilty =2 W4 N
experienced in daily life on | |
o e

IF NEWER BASAL INSULIN LASTS FOR MORE THAN 24

HOURS, WILL THERE BE DOSE STACKING AND
HYPOGLYCEMIA?

3/7/20
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Steady state

* Ensues after 4-5 half lives

By definition, it is when the amount of a given drug is the same
as the amount that is cleared

* With drugs that have a long half life, it will take a longer time
to reach this steady state but there will be no dose stacking
— Levothyroxine has a half life of 7 days!

3/7/20

Para una insulina con vida media de 24 horas

I S =

Day8 10 20 10 10

Therefore... there is no stacking effect but it will take longer to reach the steady
state. Blood glucose may take initially a longer time to decrease

Starting glargine U300 and dose
titration

15



Treatment with basal insulins: failure in dose optimization

Distribution of patients treated with basal insulin according to their FPG
and Hbalc

Transversal study
SIDIAP database PAN

n=9899

HbA1c 27%

=)

FPG <130 mg/dl FPG 2130 mg/dl
v

HbA1c <7%

Insulina Glargina (100 Umi) + Lxisenatida
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3 the first 3 months treatment with basal insulin is a predictor of glucose

T2monne 24monthe

6o
Sty o pont

s A £ ooy 0 8 352

What’s the difference in dose titration with the
usual basal insulins?

* Start with 10 u daily or 0.1-0.2 u/kg
* Due to their longer half life, it will take a longer time to reach steady
state
* With the usual basal insulins (NPH, detemir, glargine U100), dose
titration was recommended every 3 days
* With newer basal insulins (glargine U300, degludec), current
recommendations are to titrate once weekly
* BRIGHT: 80-100 mg/dI
* CONCLUDE 70-90 mg/dI
* Usual target is between 90 and 120 mg/dl|

16



Basal insulin: dose adjustment

FPG >90 mg/di INC| itS FpG>110 ma/dl
FPG o FPG
70-90mg/di | Maintainsame | go.110 mg/di
244 patients with FPG <70 mg/di 3 PG <80 mo/al

T2DM that failed
to AOD and
started with
detemir

Adjust every 3 days based on fasting plasma glucose average

Diabetes Obes Metab. Jun 2009;11(6):623-631]
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Switching from other basal insulins

« If switching from another basal insulin analogue, keep the same dose
(1:1 exchange)

« If switching from NPH, decrease the dose by 10-20% and titrate

* During the first few days, fasting glucose may rise a little
« Tell the patients so they won’t be scared!
* Due to longer half lives needing more days to reach steady state

« Titrate once weekly

COMPARISON BETWEEN GLARGINE U300 AND
DEGLUDEC BASED ON RANDOMISED CONTROLLED
TRIALS

17



Relative risk of 21 hypoglycemic event in EDITION and BEGIN trials in T2DM
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BRIGHT: Head-to-Head Comparison of
Gla-300 and Deg-100

Multicenter, open-label, 1:1 randomized, active-controlled, 2-arm parallel group, noninferiority stu
participants

h uncontrolled T2DM

Treatment period
(24 weeks)

Titration target: fasting SMBG 4.4-5.6 mmol/L (80~
100 me/dl) without hypoglycemia
Eligible patients:
2 18 years Gla-300 ance daily (n = 466)
T2DM duration 2 1 year
58.5 mmol/mol (7.5
10,

= Starting dose: 0.2 units/kg as per labelling

Taration (0-32 weeks) Mointenance (13-24 week)
a0kg/m? L ) ;

1P

Participants stratified by
. tscreening (< 63.9 mmol/mol (8.0%]; 2 63.9 Treatment end Study
mmol/mol [8.0%] Primary endpoint end
+ Use of SU or megltinides at screening
“With the exception of a maximum of 8 consecutive days or 15 days total prior insulin use.

Cheng AYY. ADA 2018 Oral presentation 301-OR.

BRIGHT: Study Endpoints and Glycemic Targets

Primary efficacy endpoint:
* Change in HbA1c from baseline to week 24
Analyzed using a MMRM approach, adjusted for

Gla-300 and Deg-100 titrated
weekly* to
SMBG target of 4.4-5.6 mmol/L

including (80-100 mg/dL)

Non-inferiority margin was 0.3% (HbA1c units)

Secondary efficacy endpoints included:
« Change in FPG, fasting SMBG, and 8-point SMBG

Median' fasting SMPG,

mmol/L (mg/dL) Dose change
profiles from baseline to week 24 >7.8(>140) +6units

« Variability of 8-point SMBG profiles

Safety endpoints included:

* Incidence and annualized rates of hypoglycemia

>671057.8(>120105140)  +4units

>561056.7(>100105120)  +2 units

mmol/L (70 mg/dL] and <3.0 mg/dL (54 mg/dL]) over 24.410556(280t05100) 0
the full 24-week period, and during weeks 0-12 (the <4.4(80 2unitst
active titration period) and weeks 13-24 (the
maintenance period)
* TEAEs
*But no more than every 3 days; 'From last 3 episode in

preceding week ‘or at investigator's discretion.
Cheng AYY. ADA 2018. Oral presentation 301-OR
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BRIGHT: Primary Endpoint: Glycemic Control

Gla-300 Noninferior to Deg-100 in HbA1c Reduction at Week 24

Change in HbA1C from
Baseline to Week 24

* Gla-300: -17 mmol/mol
(-1.6%)

4
:
5
i

Baselne Weeks  Week12 Week 24
Tiration period Waintenance period

Cheng AYY. ADA 2018. Oral presentation 301-OR.
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BRIGHT: Anytime (24 h) Hypoglycemia
[ e ]

Cheng AYY. ADA 2018. Oral presentation 301-OR

BRIGHT: Nocturnal (00:00-06:00 h) Hypoglycemia
[ entwes ]

| T

39 mmolfLor <30 mmolr s <56 mu/a), andsevere

Justed for mutipcty Safety populaton (Gla-300, n = 463; Deg-100,n = 462

Cheng AYY. ADA 2018. Oral presentation 301-OR.

19



BRIGHT: Insulin Dosage and Body Weight Over
24 Weeks

Mean Daily Insulin Dose Mean Body Weight
1300 (n=462)  Deg-100 (n= 462) Deg-100 (n= 462)

Units Unis [

g units /g
- Ty OB (VR Qo Initial 9064161 8874159
e a4 0.04 19
il 0.07 units/kg Week 24 9251 166 9141167
B T @D

- baseline to 20438 23436
week 24

Betweentreatment

difference st week 24 Odtenss

Owawemenn 250
Change from baseline 3362 036+ 2913 0312
toweek24 224 025 233 02

€ mesn 250, excest o etween st fferences (ony e seseted)

Cheng AYY. ADA 2018. Oral presentation 301-OR
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CONCLUDE: DEGLUDEC VS GLARGINA U300

Trial design

Degludec U200 OD + OADs*
1609 patients
Glargine U300 OD  OADs*

o< > K
2-week[_16-week tiraton period o
screering &
rondometen Yool resment period 52 weeks )
Key inclusion criteria Key exdlusion criteria Trial design elements
- Age 218 years - Planned or current CSII users + Open-iabelied, randomised,
e | pomedore reat-to-torget, multicentre
« B il £ OADS™ Porstieil * Rondonisd o nsuln dintred nmering
i * Impaired ver function - Insulln troted once weedy (target 4-5 mmolL)
+ B <45 ko/m?  Renalimparment - Inltal dose: degludec U200 reduced
 Atincressed sk of ypoghvcaemia (GRS .73 ) Sarone 8 o ot el
“Meformin, 0PP-4 inhbtors, apha-gucosidase inhibtor, thiazoldinedones and SGLT-2 inhbtrs

- : ’ , i N

i body mass e CSTT continuus subcsaneous sl miuson: OPP-5, dpeptoy peptisase-4; eGFR, estmated gomerutar  JOANNEUN

Tiriion fote; 9arane U300, sl Dlardine 300 unRSIML GLP-1RA. S0cogin e pepide-1 Teceptr sgonsts ORD, ool anidabenc  SC M

rug; 0D, once daiy; SGLT-3, sodum-gucose co-transporte.2; T20, ype 2 disberes; ./ cinicanras gov/cts/showhcTo3078478; RE SEARC D
sos 4

Phils Tsimikas et i, ) Diabetes Sci Technol 2019
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Titration algorithm

Pre-breakfa a g B d " .' .‘.""' - '..
mmol/L mg/dL
<3.1 <56 -4
3.1-39 56-70 -2
4.0-5.0 71-90 o
5.1-7.0 91-126 +2
7.1-8.0 127-144 +4
8.1-9.0 145-162 +6
>9.0 >162 +8

ed. For dose reductions the lowest SMBX
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Hypoglycaemia endpoints
period - primary endpoint
Prespecified analysis
W Degludec U200 M Glargine U300
_Overall symptomatic

L 20

3

§

215

g

g

é 1.0

% RR: 0.88 [0.73; 1.06)sss cx

Sos p=0.17

5

2

E

200

o 4 8 16 32 36
Time since start of maintenance period (weeks)
CONCLUDE

56, blood lucose; 1, confidence inerva; gargin U300, nsuln glargine 300 units/mL RR,rae ra

Hypoglycaemia endpoints
TITRATION and VARIABLE MAINTENANCE pe!

Post-hoc analyses

ds

/ARIABLI
[ TITRATION PERIOD ] I MAINTENANCE PERIOD I

RR [95% CI] RR [95% CI]
Overall symptomatic* ——— 0.63 [0.42; 0.94] —e— 0.76 [0.60; 0.97]
Rate Nocturnal symptomatic® -————&——— 0.57 [0.25; 1.26] —— 0.45 [0.31; 0.66]
soee e lomstaamisn  ——e—— 0370024150
OR [95% CI] OR [95% CI]
Overall symptomatic* —.— 0.93 [0.66; 1.32] —.— 0.64 [0.50; 0.81]
Severe r - 0.55 [0.20; 1.49] —— 0.53[0.23; 1.22]

tumal CONCLUDE

hypogiycae & vet
CI. confdence interval; glargine.
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How do we explain the different results?

¢ BRIGHT ¢ CONCLUDE
— Sponsored by Sanofi — Sponsored by Novo Nordisk
— Insulin naive patients — Insulin users at high risk for
— Glargine U300 vs degludec hypoglycemia
— Tiration to 80-100 mg/d| — Glargine U300 vs degludec
— Primary endpoint reached (non — Titration to 70-90 mg/d|
inferiority in Hbalc) — No difference in primary endpoint
— Lower incidence of hypoglycemia (overall hypoglycemia) but a
during titration period favouring difference was seeen during
glargine U300 (safety endpoint) maintenance period favouring
degludec

SPECIAL POPULATIONS: CHILDREN, SENIORS
AND RENAL FAILURE

L Se% SANOFI 7
Editienyunior

EDITION Junior:

6-month, multicenter, randomized, open-label, 2-arm, parallel-group
study comparing the efficacy and safety of Gla-300 and Gla-100 in
children and adolescents age 6-17 years with T1D with a 6-month
safety extension period

October 11, 2019).
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Gla-300 met the primary endpoint of non-inferiority to Gla-100 for

% of participants with

95 = c <7.5% at Week 26 Gla-300 was non-inferior to Gla-100 in HbATc.
- Gla:300 change from baseline to Week 26 the upper
- bound of the 95% Ci was lower than the
90 Gla-100 predeined noninferiorty margin of 0.3%)
85 =
G100
Hoate =%
865 (0.88) 861(0.87)
80 (Change from baseline to Week 26
3 Combined LS Mean (95% Cl) 039 0402
8 (05220~ (-0527t0-
759 [ w 0275) 0278)
& Combined S Mean diference v 0004
M Ga-100(95%Cl) (-0.172100.179)
70 = ks
pvalue for the superiority test 0965
65
Baseline Week 12 Week 26

Intent-toreat population

(ANCOVA) model (T estimnd). LS, ieast squares.
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SANOFI\Z

Gla-300 showed a similar incidence of anytime and nocturnal
hypoglycemia vs Gla-100 in children/adolescents (6-17 vears) with T1D

7 Hypoglycemia Anytime (24 h) &
[ — e e

Hypogiyceia category G‘j'i‘iwi Relative Risk (95%C)
Anytime hypoglycemia (24 h) ‘P
S A e 26(070)  223(978) 099 (096-1.02)
<54 mg/dL (<30 mmoi) 167(803)  191(838) 096 (0.88-1.04) <
Nocturmal hypoglycerria (00:00-05:59 h)
<70 gl (3.9 mmoil) 163(700)  160(702) 1.00(088-1.12) 3
<54 mgL (S0 mmol) ®@o 5@ 100(080-1.47) -
Severe hypogiycemia (24 ) 1“E0 208 068(035-1.30) —_
03 0 2

Incidence of severe hypoglycemia was numerically lower in Gla-300 vs Gla-100 groups

Danne T, et al. Pediatr Diabetes 2019,20(Suppl 26):P240.

aucoser

Comparable glucose control and fewer nocturnal hypoglycemia with
GLA300 regardless of renal function

Subgroups by Favours  Favours
Ga300  Gia-100

Basal LS menas difference
Similar reduction in GER(mLImint.T) HbArc(95% Ci)
Hbatc with Gla-300 and RSN o
Gla-100 independent of [ UNNSN 001(-008120.06)
T 230to <60 (1=399) 010(-0.09t0028)
260to <90 (n=1,386) 003(-0.1210007)
290 (n=683) 003(-017t00.11)

Median LS means difecente (85% C1, %

nocuma (800-05591) Ay tm @41y
Lowerincidence of | Susrous by basal | pageoiric st ovent () | Particpat it ot ovint,n (09
hipogieeniawihcie- | 5 [ Gor | [ G|
300 vs Gia-100 |__ceao |
gortesact
rogadlossofensl - AN 0 07 w7 n7
230 10 <60 (n=309) 395 513 795 804
260 to <90 (n=1,386) 321 400 67.0 714
— o1 27 s4s a3
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https://clinicaltrials.gov/ct2/show/results/NCT02735044

SENIOR: Study design

+ Design: 1:1 randomization, open label, parallel group, multinational
- Objective: To demonstrate non inferiority of Gla-300 vs Gla-100 in changes of Hba1c at 26
weeks in older adults with T2DM

Screening period Treatment period

G1a-300 Primary objective:

Every day at the same time HbArc (change at month 6)
(preferably at night) Secondary: hypoglycemia,

HbAvc <7.5%, FPG, SMBG

etc

Ramdomization 1:1
Adults (2 65 years) with T2DM Titration P 90-130 mg/
s - Yoo i T2OM tration target: FPG by SMBG: 90-130 g/l
Titration: every 3-4 days + 3 U, iftarget is not achieved Safety: hypoglycemia,
general safety

HbArc>7.5 to <11.0% (naive),
>1 year of T2DM duratino

Gla-100

Every day at the same time

N total: 1014 (preforably at night)
24

>75 year:

Stratified by:

+ HbArc at screening (<8.0 / 28.0%)

+ Previous use of insulin (insulin naive / previously treated with
insulin);

+ Use of SU or megliinides at screening (yes / no)

3/7/20

Comparable glucose control and lower documented symptomatic hypoglycemia
with Gla-300 vs Gla-100 in older patients with T2DM

In SENIOR RCT, Gla-300 was effective in older adults (>65 years) with low documented
symptomatic hypoglycemia vs Gla-100, specially in 275 years 1

‘Study population (265 years) (n=1,013) ‘Subgroup 275 years (n=241)
Hypoglyceia atany time(24 ) <
Confimod andiorsevere TomgaL 08300481010 W enenion
amseio119 « ou@siom ——
<S4 mgdl 074(0881009%) o 045002510083 ——
Documerted symplomatic TOmgldl. 05903510 100) I T Y ——
Noctumal hypoglycaemia (00:0( 59
i P
irmed and/or severe. <70 mg/dL. A7 Q108 P |
S osoumio109 =1 oweem
oIl et =
<stmyiaL o a1 10 o B

Key messages: various populations

Gla-300 provid i i
T1DM adult patients (nocturnal) risk during the titration period vs Gla-100 in adults with TIDM:

and a reduced ia risk

Patients with impaired renal ‘ Vs Gla-100in T2DM patients regardless of renal functior

function

Gla-300 resuilts in comparable reductions in HbA:c and low o lower risk of
Older patients documented symptomatic hypoglycemia vs Gla-100 in older patients with T2DM,
particularly those > 75 years*

The use of Gla-100 or Gla-300 during pregnancy is not associated with any

specific adverse events'
Er— RCT designed to assess the efficac y of Gla-300 vs Gl
AL LE and adolescents with TIDIVF
K Study design
3059 mLmin/1. ) 2
i e 2t 12 ks

—
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https://www.ncbi.nlm.nih.gov/pubmed/28661585
https://www.ncbi.nlm.nih.gov/pubmed/30003642
https://www.ncbi.nlm.nih.gov/pubmed/29895556
https://www.easd.org/virtualmeeting/home.html
https://clinicaltrials.gov/ct2/show/NCT02735044

Conclusions

* Insulin glargine U300 has a longer duration of action compared
to glargine U100

 Lower rate of hypoglycemia (<70 mg/dl) specially during the
first 8 weeks of treatment
— Similar Hbalc
— Asslightly higher insulin requirement
— Lower body weight

« Safety profile similar to glargine U100
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Puede descargar la
presentacion en:

PREGUNTAS... [w]zi=[m]

chenku2400@email.com E

www.EndoDrChen.com
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