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Quando considerare una combinazione
fissa basale - GLP-1 RA?
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DUAL I: IDegLira vs Ideg vs Lira

IDeglira (n=833) Insulin degludec Liraglutide (n=414)
(n=413)

Female 398 (48%) 213 (52%)
Ethnic origin

White 513 (62%) 257 (62%)

Black 72 (9%) 23 (6%)

Asian 228 (27%) 120 (29% 00\9

Other 18 (2%) 1’3\\@ @ 3
Age (years) 55.1(9-9) 6\)\954 N 55.0 (10:2)
Bodyweight (kg) 87.2 (19- t@ c© ®' 3(192) 87.4 (18-0)
BMI (kg/m?) \ Q(e 31.2(53) 31-3(4-8)

Duration of diabetes (years) \,P\\ 55\@1?’ 7.0(53) 7.2(61)
HbA._ (%) \,\)\ 0(\% 3% (0-9) 8.3% (1.0) 83% (09)
HbA, [mmuh"ng\og"d ° " 67.0(97) 67.3 (107) 66-8(103)
__ astm%?@% m@mmum 9.2 (2-4) 9-4(27) 9.0(2-6)
y %ﬂ‘m \Y@Qﬁc rug at screening
I".kq min 691 (83%) 343 (83%) 338 (82%)
Metformin plus picglitazonet 142 (17%) 70(17%) 75(18%)

> et

Diata are n (%) or mean {S0). The median daily dose of metformin at screening was 2000 mg; the median daily dose of
pioglitazone at screening was 30 mg (see appendix p 10 for more details). IDegLira=insulin degludec-liraglutide.
*Calculated by use of the formula: HbA, (mmolfmol)=({HbA,, [%]-2-15)x10-929. tOne patient in the liraglutide group
was receiving metformin plus glimepiride at screening.

Gough et al. Lancet Diab Endocr 2014



DUAL I: HbA1c and FPG
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DUAL I: Ideg Dose and Lira Dose
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DUAL I: Body Weight and Hypoglycaemia
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DUAL I: Composite outcomes

HbA,. <7%
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Gough et al. Lancet Diab Endocr 2014



E con la Sulfonilurea che Succede? DUAL IV

a) HbA,_over time b) Fasting plasma glucose (FPG) over time
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E con la Sulfonilurea che Succede? DUAL IV
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LixiLan-0: Patients with T2DM not controlled on OADs

. 6‘
of°
DESIGN: Randomized, open label, active controlled, 3-arm parallel-grO{.SQgﬁ%},\\
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- 2018 SN
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~ A\
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Rosenstock J, et al. Diabetes Care 2016



LixiLan-O: Primary objectives met

Superiority in HbA1c change from baseline shown vs. both comparators

HbA1c over time (%) LS mean change in HbA1c (°o{ g\’b
::j 8.1% mITT mITT; MMRND\Q‘O
51 8.2% (8.1% 0 -
1 8.1% 02 4
8.0 4 ! 0.4 -
i -0.6 1
H75 4! 7.3%
: 08
H e@% ‘
® 704 .- CY-1.0 A
- | @R
| 5\9
6.5 - | < -1.4 -
p<0.0001 for all n\e}\lsons 6(\9 6.5% 1.6 - . iGlarLixi
6.0 41 ! A ®a&, 1g | t B iGlar
' é BIL aﬁi‘a\(l)z \le(b‘v 2I4 3I0 _9;0 ‘ p<0.0001 Lixisenatide
(GQ e\a LOCF p<0.0001 —
. .aQ \le‘ Week
N
. et
O\QQ Q LS mean difference vs. iGlar: -0.3 (95% Cl -0.4 to —0.2)

LS mean difference vs. lixisenatide: —0.8 (95% CI —-0.9 to —0.7)

Rosenstock J, et al. Diabetes Care 2016
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LixiLan-0: Key results

2-hour PPG (mmol/L)

Excursion PPG (mmol/L)
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Rosenstock J, et al. Diabetes Care 2016



LixiLan-0O: 7-point self-measured
glucose profiles

. iGlarLixi
|68{0g\
,a‘oQ’Squenatlde
Mean change in 7-point SMPG 6\0 \\3\
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>
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Rosenstock J, et al. Diabetes Care 2016



LixiLan-0: Overview of adverse events profile

Patients, n (%), with iGlarLixi Lixisenatide
at least one: (n=469) (n=233)

TEAE &O\og\a‘
P 227 (485) g
Serious 18 (3.8) 19 (4.1) (\0 6\ d&rg},\@\
Leading to death 2 (0.4) 3 (0. 6) 5 \\6\ 3@6\ 1(0.4)
Leading to discontinuation 12 (2.6) 6\\6\ 21 (9.0)
GI TEAEs

Nausea 56 (24.0)
Leading to discontinuation 6 (2.6)
Vomiting 15 (6.4)
Leading to discontinuation 4(1.7)
Diarrhea 21 (9.0)
Leading to dlscontmu 2 (0.9)

99(
. Th%@\’ﬁ%\en Q(."&documented symptomatic hypoglycemia (€70 mg/dL) was similar in the iGlarLixi and iGlar
O\Q‘Qatn@@ groups and lower in the lixisenatide group, as expected

e Overall, iGlarLixi was well tolerated with a safety profile reflecting those of iGlar and lixisenatide

— Nausea and vomiting were reported considerably less frequently with iGlarLixi compared with
lixisenatide

Rosenstock J, et al. Diabetes Care 2016



LixiLan-0: Composite outcomes

HbA,. <7%
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31 NS
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h%oglycsgmic episodes
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26 <0.001/NS

Gough et al. Lancet Diab Endocr 2014



Combo Bas/GLP-1RA vs Basale vs GLP-1RA

e,\O\c><§»\
 HbA1c: vince Combo § 9%t
W RN
e Pazienti a target: vince Combo 'ex"o\\\g\ro\\\a@
\
e Glicemia a digiuno: pari merlg@\\Eggumbo e Basale

e Calo ponderale: vmc\%» Q@;@R\A
e Rischio di |po%{g@m@0\vmce GLP-1 RA

o Effetti cgkba%agaﬁ gastromtestmall vince Basale, poi
Cg\mﬁo"geﬁﬁ%gllo di GLP-1 RA

((
9®Bo§?d| farmaco: vice Combo (minore dose di Basale
e di GLP-1 RA)



Cosa a chi? Punti da considerare...

\og\ o
Compliance paziente + combattere inerzia (lgg@p

Combo: 1 iniezione, effetti Gl lievi, outhm@@sc\‘@\a

2 \O
composito gratificante) 05 \e’\ \c\\\fo\\

Necessita di perdere pesoe%e‘?&g@%ogllcemle (meglio
GLP-1 RA) S P2 e
6

Ridurre gllcemﬁ’;\ &i@uno (meglio Combo o Basale)

%00

Aglre\@@[?a ente sul profilo glicemico — FPG e PPG

\a(‘)m% W\f‘ombo - IDeglira)

Problemi GI (meglio basale)
Paziente fragile (meglio Combo)
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e Quando si aggiunge degludec agli agonisti dgl&u@g@&bre
del GLP-1, la dose giornaliera iniziale rg&e%?@@ﬁ%ata e di
10 unita seguita da agglustamenrot\\l\aewéljeg.bdé‘%e iIndividuali.

UGN

 Quando si aggiungonooqﬂa°egﬁi‘§ﬁ del recettore del GLP-
1 a degludec, si rgooﬁ‘r\\mﬁﬂa di ridurre del 20% la dose
di degludec \_ﬁl@h‘ﬁizzare Il rischio di ipoglicemia.
Succesigév@\r\geﬁ?é la dose puo essere aggiustata
indivielyaifiente.

g et



Change from baseline in HbAlc
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Proportion of subjects achieving HbAlc <7%
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Hypoglycaemia
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Hypoglycaemia
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*Symptomatic hypoglycaemia with blood glucose <3.3 mmol/L (60 mg/dL); TBG < 3.3 mmol/L (60 mg/dL)
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EXEN = exenatide; PLBO = placebo; LIXI = lixisenatide; IGlar = insulin glargine; ALBI = albiglutide; NR = not reported
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Cos’e iGlarLixi
Caratteristiche dei componenti

iGlarLixi & una nuova combinazione a rapporto fisso, titolabile, di insulk@@‘g\géale
(Lantus®, glargine 100 U/mL) + [lagonista recettoriale GLP(—%@@“@yxumia@

lixisenatide) disponibile in un’unica somministrazions&\«gi@r@ng&é per i
trattamento di pazienti adulti con T2DM d\é@} o\
i p J 660 ’é%\ﬁ‘
‘ 6\\ e \%
S\CAPo
&\°
o GLP-1RA (lixisenatide)
Micro-precipitates slowly dissociat oS
dimers and monomers, Wm@}b Once-daily SC injection results in:
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e ] 3 ]
Once-daily %ﬂgnjections result Glucose-
) jg@%rog(@e insulin action S - Suppressed Delayed

glucagon gastric

e\ : : insulin . .
\’b%arg?@ﬁepatlc_glucose overprodl_Jctlon by release secretion emptying
decreasing gluconeogenesis 1

Reduces fasting blood glucose Reduces post-prandial blood glucose




LixiLan-L: Demographic and baseline

characteristics

iGlarLixi
(n=367)
Age (years) 59.6
Female (%) 55.0
Caucasian/Black (%) 91.8/4.6
Body weight (kg) at baseline
BMI (kg/m?) at baseline

Patients with BMI >30 kg/m? (%)

Diabetes duration (years)

Duration of basal insulin treatment (years)
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Basal insulin type at screening (%)

‘
Q
2.
5. 2
E

iGlar
Detemir
. OO
NPH 6\66 (5\0(\
AN
OAD use a{@@enmé(’?@
RT7. \le(
BRI

O < A
. formin 46.3
\QQ ?\@
O SuU
DPP-4 inhibitor
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Aroda VR, et al. Diabetes Care 2016



LixiLan-L: Demographic and baseline
characteristics

iGlarLixi

HbAlc (%)
Screening

Baseline

Fasting plasma glucose (mmol/L [mg/dL])

Screening 8.0(144.7)

Baseline 7.3(131.9)
iGlar dose (U) 6&6 6‘3 (é\o(\e

\! )
Start of run in (GQQ \0\‘ 29.0
‘\"\\]‘39 \]G(G

Basef@\ (\Ge 35.2

O‘\QQ <

Aroda VR, et al. Diabetes Care 2016



LixiLan-O: Demographic and baseline

Age (years)
Male/Female (%)
Caucasian/Black (%)
Diabetes duration (years)
BMI (kg/m?)
Patients with BMI =30 kg/m? (%)
HbAlc (%) at screening
HbA1lc (%) at baseline
Patients with HbAlc >8% (%)

Fasting plasma glucose

(mmol/L, [mg/dL]) \'0
Metformin dose (baseli )
etformin dose as{é . \o
Second OAD‘%%Q ree\rfeg%)
‘\}‘\ = oe
) S%@% rezé( N
\glinide ?

SGLT-2 inhibitor
DPP-4 inhibitor

BMI; body mass index; DPP-4; dipeptidyl peptidase-4
SGLT-2, sodium-glucose co-transporter-2

characteristics
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(n=469) (n=234)
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ARG

BT - C .

15020 502 510

6\)\66’16.25 O{\\\e 67.9 63.4

S~ Av 83 8.2
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9.8 9.8 9.8
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2244.7 2267.3 2249.8

57.8 56.8 57.9

53.3 52.6 53.9

2.1 2.1 15

0.4 0 0.3

2.4 2.1 2.4

Rosenstock J, et al. Diabetes Care 2016
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Figure 2. Comorbid conditions which may affect the use of GLP-TRAs. BMI, body mass index; CrCl, creatinine
clearance; GLP-1RA, glucagon-like protein Treceptor agonist; HbATe, hemoglobin Alc.



IDegLira: Phase 3 Clinical Development Plan
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IDegLira (n=278)
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LixiLan-L: 7-point self-measured

glucose profiles
.iGIar{,’gi‘

Mean change in 7-point SMPG 6\0\9?‘?
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Aroda VR, et al. Diabetes Care 2016



LixiLan-L: Overview of adverse events profile

Patients, n (%), with at least one: iGlar .
(n=365) \D
\o®
TEAE \06\0
The incideyé@" of xdocumented
ym&‘@ tigx@\~ hypoglycemia
‘\6\6 L@\I@\‘@X and iGlar treatment
B ooC
. . N ’&\\6‘ el
Leading to discontinuation 3 (8@3
6\6 Overall, iGlarLixi was well
e = tolerated with a safety profile
Nausea 2 (0.5) reflecting those of iGlar and
lixisenatide
Leading to discontinuation 0 . Nausea and vomiting were
. 2 reported less frequently with
Vomiting 6(‘3\' 2(0.5) iGlarLixi compared with what is
, L e? o\ usually reported with a GLP-1 RA,
Leading to dlsc?n‘t&"ugl@n \13( 0 including lixisenatide, when used

\ “CO
) 5\\ (\0 as a stand-alone treatment
Dlarr%;{,aQo ?e( 16 (4.4) 10 (2.7)
Leading to discontinuation — 0

Three suspected allergic events from 3 patients were reported by investigators; of these, one event
(allergic rhinitis; iGlar group) was adjudicated as an allergic reaction by the Allergic Reaction Assessment Committee

Safety population
Gl, gastrointestinal; TEAE, treatment emergent adverse event

Aroda VR, et al. Diabetes Care 2016



IGlarLixi: Phase 3 summary of key results

@
vclaence

HbAlc

: of Gl
reduction
events
e\ .
iGlarLixi assoaateda\\6 (G G
. . . with body (Nnadencecomparable .
Superiority of iGlarLixi Low incidence overall;
e e 1 , iqfvs. |Glaq‘;\ between iGlarLixi and L
lelLan_O over iGlar and P"% S R———— significantly lower than
lixisenatide achieved Q . . with lixisenatide
P‘ \ |gn|f PQI greatest lixisenatide
\ \ch lixisenatide
O g\(\‘a
\/\) 0‘\
G 0(\6
oa\.a (5\
Q(é\‘e iGlarLixi iated Incid bl Incid f event
Q iGlarLixi associate ncidence comparable ncidence of events
Li xiL@ﬁ QEQGQ?\)/e??Gr:Z ZZLGI;:;XI with weight reduction between iGlarLixi and higher with iGlarLixi
Q\ vs. iGlar iGlar than iGlar

Overall, the fixed-ratio combination was well tolerated with a safety profile reflecting those of iGlar and lixisenatide

*Documented (<70 mg/dL) symptomatic hypoglycemia

1- Rosenstock J, et al. Diabetes Care 2016
2- Aroda VR, et al. Diabetes Care 2016



LixiLan-O: Summary

e The primary objectives of the study were met as superiority of iGlarLixi in HbAlc

change from baseline was shown versus both iGlar and lixisenatide G
0\

e iGlarLixi added to metformin: 6\06
— Improved HbAlc from 8.1% to 6.5% \\6(\
— Reduced 2 hour-PPG and glucose excursions vs. iGlar 6\6 c}\a\a

— Prevented body weight gain seen at insulin mtrodu\,g —O.§ with a significant
difference of 1.4 kg versus iGlar (p<0.0001) \) 2 (\\‘G(
6

— Allowed 74% of patients to reach HbAlé

* 43% with HbAlc <7% and Qe gr\t\g@n?’

* 32% with HbAlc <7‘@\t\e Q{@@gam and no documented hypoglycemia
L
e Theincidence of dgg@ne%t\@%ymptomatlc hypoglycemia (<70 mg/dL) was similar in the
iGlarLixi and i@@?trga&nent groups and lower in the lixisenatide group, as expected

N2 T _oN©
%@@ﬁﬁ%l@ﬂ_%(l was well tolerated with a safety profile reflecting those of iGlar and
xisenatide

— Nausea and vomiting were reported considerably less frequently with iGlarLixi compared
with lixisenatide

Rosenstock J, et al. Diabetes Care 2016
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