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Qual e la percentuale di pazienti che non
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Predictors of treatment response in type-2 diabetes patients
initiating basal-supported oral therapy with insulin glargi(log\a‘
100 U/mL: A sub-analysis of the Titration and OPti%\Mﬁon

\

(TOP) registry Pfhol M et al. Diabet’s‘;\‘\%b\@sé\ %@@5019;1—5.
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Patients from the observational TOP registryg\\vg&%) gﬁ&\lped based on

those who had achieved (responders) %@ﬁatr@s@‘%vho had not achieved

(non-responders) their HBA1c ta(r)ggtaé’r&glé‘r%FBG <110 mg/dL 12 months
after IGlar-100 initiation @ 7 o

Data for 2444 patieng@@%@j@&ysed: responders, n = 1610 (65%); non-

responders, n = 8@@‘
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HbAlc (A) and FBG (B) over 12 months.
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. Independent predictors of response mcludeg @QBQMI lower FBG and HbA1c
values at baseline 50‘\

* This may suggest an advanta% Qﬂ@%{@:@O Initiation prior to excessive
hyperglycaemia escalanrb\O
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Treatment duration (persistence) of basal insulin supported oral therapy
(BOT) in Type-2 diabetic patients: comparison of insulin glargine with NPI(-}[@
insulin @O

.

O\
Renate Quinzler etal. Int. Journal of Clin Pharmacol and Therag@yﬁc%m\?
) A\ 6’\6\
To compare the persistence (treatment duration) of basal insukfsygported oral
therapy (BOT) using insulin glargine (GLA) or NPH i@@liﬁﬁ\}ﬁﬁ in Type-2 diabetic

. e
patients. e@\)\?%d\\!@

C

Patients on BOT with either GLA or Ngbw\?e?gég@ll?c\jed and followed up for 5 years.
Persistence was defined as th@\d}&@%@?\t%e from initiation of BOT with GLA or NPH
until modification of insu@\Cﬂ%@pﬁ\%th either premixed insulin, bolus insulin alone or
basal-bolus regimea 66\‘6@\00

\
97,976 pat@@@z@@% GLA and 36,923 NPH) were included. Altogether, 44.1 % of GLA

patigg‘{'% 6@@1(4‘86.7 % of NPH patients modified initial BOT. On average, these patients
@ed 373 days on BOT with GLA and 305 days on BOT with NPH



Ildentifying patients with type 2 diabetes in which basal

supported oral therapy may not be theoptimal treatment

B
e,\O\OQ»\
Strategy DIVE-Register (Oct 31, 2014): 130,767 6\0\6\0 X
. ‘3(\6 . 6\\,‘3\\6
X \’\Q\Ta >
ACY o\
Type 2 Diabetes: 98,586 %OG\ 6\6\\6\
No valid visit/medication available :5,894 <. X ’c>\\‘ e Gy
o : SO = (W > No Observed BOT*: 74,810
Implausible diabetes/birth dates: 83 <o s © N\ 0
Ohseda BOT@R¥Tapy: 17,799
o LY
?\Q\O‘ (3\(\6\6 o> Exclusion Criteriat: 12,136
\O% o
666 é\O(\e Final Study Population: 5,663
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Q@ \2>
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. -\1’8\ . e\l
6\\'\ \Y (\0
O\@QO °° BOT-Discont.#: 2,021 No Observed Discont.#: 3,642

Stop Taking OAD: 944

Stop Taking Insulin: 661

Add Short-acting Insulin: 416

Bramlage P et al. Diab Res Clin Pract 2018



Attualmente nel paziente non a target con

insulina basale e fortemente scompensato \
(HbA1c>10%) o
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1) Si consiglia la combinazione con GL(I):(?)\ @d\\ @°
S\

2) Si consiglia di aggiungere | |n ’eﬁ%\[@@?]dlab

3) Si sconsiglia sempre I\?@@) ’%GLT—Z inibitori

4) Si ConS|gI|a di 8@@% efe SGLT-2 inibitori



CONSENSUS REPORT

@ CrogsMark .
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Management of hyperglycaemia in type 2 diabetes, 2018. A consensus 0-\@‘0
report by the American Diabetes Association (ADA) and the European N
Association for the Study of Diabetes (EASD) A\

6\)\6 (\\‘
Consensus recommendation i aDBasaI insulin
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Patients who are m&b?leef‘g mantain glycaemic targets on basal
insulin in con‘gaﬁ\ W|th oral medications can have treatment
mtensmge~ 3««% GLP-1 receptor agonists, SGLT2 inhibitors or
praritﬁ%l insulin

Diabetologia (2018) 61:2461-2498



INTENSIFYING TU INJECTABLE THERAPIES

Consider initial injectable combination (... @ﬂ}mlln or prandial/basal
‘ It HbA, above target despite dualltriple therapy insulin) if HbA,_>86 mmolimol (10%) ild@@m]{r‘m (2%) above target

T\l
INITIATION FOR GLP-1 RA . \\g\ '3(\@%\6\&6
« Initate starfing dase (varies across class) | R Q\\a
I : . B
e — I:lmhhrIELF 1 RA in most prior to insulin al‘{angﬁ_,g ectable f aleady on 6LP-1 Rhorf
. Consider: « INITIATION = TITRATION RN ﬁfﬁﬁh =47 mmalimol {11%) GLP-1 RA not appropriate
- Gradual litration Lo mainlenance C |ltun'|= or evidence of catabolism: OR insaulin preferred
dase (varies across class) \ 7 d weight loss, polyuria, polydipsia,
- Q(G which suggest insulin deficiency
S + Iftype 1 diabetes is a possibility
INITIATION FOR BASAL
« Start 101U 2 day OR 0.1-0.2 Ulkg a day

a9 o el
6\,\\\16 ( oc® | Add basal insulin
g\aQO QG Consider: = INITIATION = TITRATION

Diabetologia (2018) 61:2461-2498



Standard Italiani per la cura del diabete mellito SID-AMD 2018

DIAGNOSI

D
)
‘6\06\
trattamento con insulina, anche Insulina 6\0\ W
transitorio, associato o meno a metformina, R4 '\a\\a'
. . . . 6\\'a OV
deve essere considerato in qualsiasi o\ S
momento. (\\\6\\6

L'aggiunta alla terapia insulinica dleﬁ@QT@( agonisti del GLP1 e

DPP4i, con o senza me&fg@ﬁ onsente di ridurre le dosi

giornaliere di msu@?&% L\qﬂ?are I'incremento ponderale.

L 1
SGLT2i SGLT2in A\ SELTH
—égl,,(_ w GLP1RA

| GLP1RA

SuU

Standard di cura SID/AMD 2018



CONSENSUS REPORT

@ CrossMark

Management of hyperglycaemia in type 2 diabetes, 2018. A consensus

report by the American Diabetes Association (ADA) and the European O\OQ\
Association for the Study of Diabetes (EASD) INTENSIFgN@@\m J\{ETABI.E THERAPIES
3
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0 6\ S s
Consider GLP-1 RA in most prior to insulin' Consider insulin as first injectable if d ﬂﬁ-\l H? it
Consider: « INITIATION « TITRATION = HbA, very high > §7 mmol/mol (11%) e OQEL:& ot ,-.,.pmpr.::.:

. E-]rmptums or evidence of catabol)

weight loss, polyuria. poly %
which suggest msull

= Iftype 1di pn55|l:|ll

§a (&cé‘éllere il GLP-1 RA
(GQ Q{@F@renza del paziente (frequenza della somministrazione)

%\&\? oot effetto sul compenso metabolico
o | 'effetto sul rischio cardiovascolare

o | 'effetto sul peso
Diabetologia (2018) 61:2461-2498
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Choosing glucose-lowering medication

In patients with established ASCVD "D
\O\OQ

ASCVD predominates

SGLT-2i
with proven CVD benefit, A2 i DU|ag|utide

if eGFR adequate’
(REWIND)

GLP-1RA EITHER/OR
with proven CVD benefit

If HbA,  above target

If further intensification is required or patient is now un@}ole
and/or SGLT-2i, choose agents demonstrating 6\

CV safety: . S
* Consider adding the other class (GQ@MSGL@Q& proven CVD benefit
* DPP-diifnoton GLP-IRA () N2
Basal insulin®
(S

w o
g™ ¢ N y

"Be aware that SGLT-2is vary by region and individual agent with regard to indicated level of eGFR for initiation and continued use; *Both empagliflozin and canagliflozin have shown reduction in HF and reduction in CKD progression in CVOTs;
SDegludec or U100 glargine have demonstrated CVD safety; 1Low dose may be better tolerated, although less well studied for CVD effects; |/Choose later-generation SU with lower risk of hypoglycaemia
Davies M et al. Diabetologia 2018;61:2461-2498



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

IF HbA, ABOVE TARGET PROCEED AS BELOW
1)
y NO 3'55 wm
ESTABLISHED ASCVD OR CKD \O
l l 1O
CRRT\Ca
WITHOUT ESTABLISHED ASCYD OR €K, 6\6
P @
AR FRE D HF OR CKD PREDOMINATES i\@
| | PREFERABLY SO e “““
SCLTZ] with evidence of reducing 6\\6 (6 6 EITHERS
SGLTZi with HF ancior CRO progression i 6\)\6 NG 40 Bl o
GLP-1 RA proven CUD LVOTs if olFR adequale’ (%) s O( ,
with proven benefit. | b--————— OR ——————m e e @) 6\ S qeod efficacy SGIT
CVD bemefit if eBFR 1f SEATZ not tolerated or O$\ ga for weight loss'
adequate’ conlraiadicated or i ofiFR Less @ . (G L
thar il:ll.’ql..ih!"i!jﬂ GLP-1RA %P\ e 6\ It Mo, above target
wilh Prmn.[.'l[l benefil! O?\G\O(\g\ (\3\ L | ¢ J
CQ\ R\ O GLP-1 RA wih
o e\O solm goodafcay
a(a\a \6\‘6( for weight lass’
(\(69 - o(e

Se{;ea‘g\q,létﬁe (Susta|n-1-2-3-4-5-7)>L|raglutlde(LEAD 6, DURATION-6,
?IRA LIXI)> Dulaglutide (AWARD)>Exenatide (Getgoal-X)>Lixisenatide

Diabetologia (2018) 61:2461-2498




Complementary actions of basal insulin and a GLP-1 RA target the
underlying pathophysiology of type 2 diabetes
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BRAIN APt

¢ \’\'&\\‘a @‘5\6\
GLP-1 RA Decreased ener o

intake 7 0@ APLIVER

BiGon of hepatic Basal
cose production jnsulin

S

Inhibition of hepatic GLP-1 RA

Increased satiety

PANCREAS

GLP-1 RA Glucose-dependent glucose production
insulin O?\G ADIPOSE TISSUE
and 9/_UC590n6 C?\ Insulin receptor Basal
secretion activation insulin
Insu//@(\@ntg&@/\sL
\x\\‘@\) (' 74 SKELETAL MUSCLE

0\9Q GQ%SRACT Increased glucose Basal
GLP-1 RA Inhibits gastric disposal insulin

emptying

GLP-1 RA, glucagon-like peptide-1 receptor agonist
1. Baggio & Drucker. Gastroenterol 2007;132:2131-57; 2. Niswender. Postgrad Med 2011;123:27-37



CONSENSUS REPORT

@ CrossMark

Management of hyperglycaemia in type 2 diabetes, 2018. A consensus
report by the American Diabetes Association (ADA) and the European

Association for the Study of Diabetes (EASD) @5\0\ W0

\’@\\6(\ é\d\&a

* The combination of basal insulin and a GLP-1 rec&mﬁag@ist has high
efficacy, with recent evidence from clinical trigi§demdnstrating the benefits

of this combination to lower HbA1c ang&imiﬁwmﬁht gain and hypoglycemia

compared with intensified insuIir}){@girl@n@f5

* Most data come from stug @@whié’l‘w a GLP-1 receptor agonist is added
to basal insulin. Hog@%?? @rfe’Is evidence that insulin added to a GLP-1
receptor agoni%aa gls@eeffectively lower HbA1c, although some weight
gain ressul(té%re@(e\a\‘e

. Fixg#&éffa&%‘%binations of insulin and GLP-1 receptor agonists are

omfailaBié and can decrease the number of injections compared with

administering the medications separately
Diabetologia (2018) 61:2461-2498



Analoghi del GLP-1 dopo fallimento BOT
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Insulina Basale e GLP-1 RA &0 f‘f\t
Combinazioni non-fisse Combmazm%ﬂs\g’g@%‘&\a
Insulina basale (glarg o deglud) + Deglk&d&? gb}?églutlde IDegLira
Liraglutide Oed‘)g?gd\\‘e(
Lixisenatide €O Q\Q‘G%Iargme + Lixisenatide: IGlarLixi
Dulaglutide S
Albiglutide G\O?\ ot

82~ Ho®
Exenatide %%,5@ et
G 6(6
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Combined use of a GLP-1 RA and basal insulin
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6‘06\
Trials where basal insulin started first 6\‘0\' \*N
4 AN
\‘\ﬁﬁ\?eaéé‘@
Study name Background therapy b\\%n%@ ation

\X
Insulin glargine ("\e X c=xenatide BID

+ Metformin
+ pioglitazone U100 6-66 (vs placebo)

insulin glargine
U100

Insulin degludec

Buse et al. 20111

Lixisenatide

GetGoal-L2 (vs placebo)

Lixisenatide

GetGoal-Duo-13
(vs placebo)

Liraglutide 1.8 mg
(vs placebo)

LIRA-ADD2BASAL*#

Liraglutide [ Insulin
aspart OD

BEGIN: ¢

LIRAGLUTIDE A\‘Dgﬁﬁ

(> N
Harmork\eﬁﬁ\‘e(e\a

1.8 mg

Insulin
lispro TID

Albiglutide
ow

,
WO ¥ o o Insulin glargine

0‘\69

Insulin
lispro TID

Exenatide
BID

o o
= =

BID, twice daily; GLP-1 RA, glucagon-like peptide-1 receptor agonist; OD, once daily; OW, once weekly; TID, three times per day; TZD, thiazolidinedione;

U100, 100 units/mL
1. Buse 1B et al. Ann Intern Med 2011;154:103-112; 2. Riddle MC et al. Diabetes Care 2013;36:2489-2496; 3. Riddle MC et al. Diabetes Care
2013;36:2497-2503; 4. Ahmann Al et al. Diabetes Obes Metab 2015;17:1056-64; 5. Mathieu C et al. Diabetes Obes Metab 2014;16:636-644;

6. Rosenstock ] et al. Diabetes Care 2014;37:2317-2325; 7. Diamant M et al. Diabetes Care 2014;37:2763-2773



Addition of GLP-1 RA to basal insulin
Change in HbA .

‘\3‘
o)
‘\6\08\0\
6\0 o W
(o2 g2
Baseline \:3\\6‘ 7\ 6\
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e 1,5 A (9\'6 \]G(
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\IQQ( G\l P-1 RAs: Exenatide BID [J Llixisenatide OD B Liraglutide OD [ Albiglutide OW
@?\’}\? e( (\0 Comparators: B Placebo @ Lispro TID [l [Asp OD (largest meal)

O’\@Q '

Treatment difference for GLP-1 vs comparator: *p<0.005; **p<0.001; ***p<0.0001; "Model-adjusted change from baseline, p=NS

BID, twice daily; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HbA,_, glycated haemoglobin; IAsp, insulin aspart; NS, not significant;
OD, once daily; OW, once weekly; TID, three times per day

1. Buse 1B et al. Ann Intern Med 2011;154:103-112; 2. Riddle MC et al. Diabetes Care 2013;36:2489-2496; 3. Riddle MC et al. Diabetes Care
2013;36:2497-2503; 4. Ahmann Al et al. Diabetes Obes Metab 2015;17:1056-64; 5. Mathieu C et al. Diabetes Obes Metab 2014;16:636-644;
6. Rosenstock ] et al. Diabetes Care 2014;37:2317-2325; 7. Diamant M et al. Diabetes Care 2014;37:2763-2773



Addition of GLP-1 RA to basal insulin
Change in body weight

‘\3‘
G,\O\OQ»
‘ 0‘\0\0‘
o\ \'\33\'
‘a\‘\g(\a '\6\\"3

Baseline . \:3\\ X\ =2
weight (kg): OG\G ‘ CS\,\a\\

= 3,0 + 6\\a o 66

X 2,0 - 6\)\6 ‘\\‘G(

= 1,0 - S o\

o N\ g2

()] 0,0 4 @O . (Gg

= %P‘ g\Q

c -1,0 - \O i 3\6

S a0 GOF o

e 3,0 A 3o ,:.;\O(\

@) X el

-4,0 - Q@(a ,\\6\‘
‘ ‘\\]QQ“GOGQ ‘ap-l RAs: Exenatide BID B Lixisenatide OD | Liraglutide OD B Albiglutide OW
06\\' ?G‘ \\ Comparators: B Placebo [ Lispro TID [l [Asp OD (largest meal)

O’\@Q

Treatment difference for GLP-1 vs comparator: *p<0.001; **p=0.0012; ***p<0.0001; "Model-adjusted change from baseline

BID, twice daily; GLP-1 RA, glucagon-like peptide-1 receptor agonist; IAsp, insulin aspart; OD, once daily; OW, once weekly; TID, three times per day
1. Buse 1B et al. Ann Intern Med 2011;154:103-112; 2. Riddle MC et al. Diabetes Care 2013;36:2489-2496; 3. Riddle MC et al. Diabetes Care
2013;36:2497-2503; 4. Ahmann Al et al. Diabetes Obes Metab 2015;17:1056-64; 5. Mathieu C et al. Diabetes Obes Metab 2014;16:636-644;

6. Rosenstock ] et al. Diabetes Care 2014;37:2317-2325; 7. Diamant M et al. Diabetes Care 2014;37:2763-2773



GLP-1 RA vs. bolus insulin added to basal insulin

Hypoglycaemia

LIRA ADD-ON!1
26 wk

Baseline
HbA;. (%):

n=87
7.7

n=86
7.7

_ [ Liraglutide OD

9
D Il IAsp OD
o 87
g
Q& 71
Ea
s o 61
[
c © 5 4
S E
« ¢ 41
o ©
O 3 -
>
o O 2 -
o
nc& L
e 0.
9\
*p<0.0001

D
e\O\Og\
20
HARMONY-62 d\ﬂi\?ma@_t et al.3
26 wk \a(\a 6\\‘3\\%0 wk
\ \
n=285 n=281 . \‘@\\9‘6@6 n=247 n=263
8.5 8.4 00\6 ‘6\\6\\ 8.3 8.2
§®%669
12 - 1 AIbiquti@gv d\ 50( 40 . 1 Exenatide BID

< ﬁ(&(erm 2 = W Lispro TID

= . Q(Gg o 35

L 0% e® ;o
Qé%h “«65 ) 25 4

S (§$§ g

§§3 20 = 20 -

E % 15 -

g 10 A E 10 -

5 s .

0 0

GLP-1 RA, glucagon-like peptide-1 receptor agonist; HbA,_, glycated haemoglobin; IAsp, insulin aspart; OD, once daily; OW, once weekly;
PYE, patient-years of exposure; TID, three times per day
1. Mathieu C et al. Diabetes Obes Metab 2014;16:636-644; 2. Rosenstock J et al. Diabetes Care 2014;37:2317-2325; 3. Diamant M et al. Diabetes Care

2014,;37:2763-2773



Semaglutide add-on to basal insulin: results from

SUSTAIN 5

Inclusion criteria

Trial design

Randomisation

® Age >18 years 32:2:1:1)
° HbA1c 7.0-10.0% Semaglutide 1.0 mg \\.a
o Stable treatment with _ | kit bbb
basal insulin alone or Placebo 1.0 mg
in combination with N O$\G
metformin P?\
|< ..................... % ................................................................ >| ........... i
eGFR >30 Dos_eé \(\a\eeatment maintenance Follow-up
mL/min/1.73 m2 ez of e e ek
. (56 (5\0(\ Treatment duration 30 weeks
Trial information \6 N

. Randomlsatlon wg;@%tlf@cuecs:ordmg to HbA;. level at screening (<8.0% or >8.0%) and use of

metformin

. Suble&t@Q% H@@‘B 0% at screening should have the insulin dose reduced by 20% at start of trial

O

Rodbard HW, et al. J Clin Endocrinol Metab. 2018 Jun 1;103(6):2291-2301.

‘\0 .

Key@ %lnts
\RIf ary:

&\\ AN @@ ge in HbA, .
o Secondary:

change in Body
weight, FPG,
SMPG, patient
reported
outcomes, beta-
cell function,
subjects
achieving HbA,
<7.0% and
<6.5%; subjects
achieving =5 and
>10% weight
loss



Semaglutide Added to Basal Insulin in Type 2 Diabetes
(SUSTAIN 5): A Randomized, Controlled Trial O\ocg\’o"

HbAlc

Semaglutide Semaglutide
0.5 mg 1.0 mg Placebo

_. 0.0
g
€ -0.5
2
S .10 £
E 5
£ g |
”g'~ -1.5 - : :
] O .5 .
o e =
U .20 © 96‘6,\\6\‘ % "
‘&\,499 Ge\]e\ETD -1.75 .
e N [-2.01;-1.50] 5 e
O\QQ A ETD: -1,352 -8 - [-6.08:-4.04]
[-1.61;-1.10]
ETD: -2,312
[-3.33;-1.29]

Rodbard HW, et al. J Clin Endocrinol Metab. 2018 Jun 1;103(6):2291-2301.



Semaglutide Added to Basal Insulin in Type 2 Diabetes

(SUSTAIN 5): A Randomized, Controlled Trial .
\OQ»\

Patients achieving the composite endpoint target of HbA1c ,7.0% witho @?ere or

blood glucose—confirmed symptomatic hypoglycemia and with no wedg’ﬁt %qm
N \\6\\6(\@5\6\
100 - EOR: 17.90 [8.26;38. ;%J).\é\ 8 N\
S e 22
~ 80 - Eegeas %gdﬂ‘ﬁ‘s 65:65.61]°
© 0@ \ 50
2
2 60 -
u
©
s 407
t
a
o 20 -
Q. | 7
o9
5% .
Semaglutide Semaglutide Placebo

0.5 mg 1.0 mg

Rodbard HW, et al. J Clin Endocrinol Metab. 2018 Jun 1;103(6):2291-2301.



Ratio to baseline

Insulin dose
OBSERVED RATIO TO BASELINE BY WEEK

N . 20
Overall mean insulin dose at baseline: 37.7 IU/day @5\0\\\61\‘
Se:gigIUdi\ Se\- m ) Placebo
1,0 A
—
0,9 - \EE-

\%) S
. o\©. \‘.\9\3 ETR: 0.88*
) G\O@ O(\g 08 - [0.84;0.92]
3o c\O ©
22 °° e ETR 0.94*

[0.90;0.98]

OI7 L] 8 \ L} U L] L] L] L]
i N Q\ G\‘%‘ > 20 25 30
6\\‘\ < (\0 Time since randomisation (week)
20C e
0\6 —=#—Semaglutide 0.5 mg —8—Semaglutide 1.0 mg —m—Placebo

Indicates significance (p-value <0.005). Values are observed means (+/- standard errors) from a mixed model for repeated measurements analysis using ‘on-treatment without rescue medication’
data from subjects in the full analysis set. Dotted line is the overall mean value at baseline.
ETR, estimated treatment ratio.



Blood pressure

ESTIMATED MEAN BY WEEK AND CHANGE FROM BASELINE AT WEEK 30 oé»\a'
‘ ‘06\0\
O\,
o\ '33\'
PR\
- . . \\6(\ ‘6\\,
Systolic BP Diastolic BP . " oV
Overall mean at baseline: 134.8 mmHg Overall r%%@@\a?{d@\g% ine: 79.0 mmHg
\a,&\\’a 83“e,as\
Foamg ome Placebo ) N e Tone Placebo
E;: 0 - 6 . 4)(\
%é 2 : O e(&jfg 2 -1. 1. -2.2
5% 4 Ny 5‘\9‘ gg |
-6 - ‘a\e < -6 A
ETD: 0.66
8 - [-1.47;2.80]

ETD: 0.33 [-1.80;2.45]

XV E BX$8.31 [-6.92;0.31]
'\"\\IQQ(‘\QG\-E
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Placebo-controlled, randomized trial of the addition of once-
weekly glucagon-like peptide-1 receptor agonist dulaglutide to
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Pozzilli P et al. DOM 2017
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Effect of exenatide QW or placebo, both added to titrated
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Diabetes Obes Metab. 2018:20:1602-1614.



Effect of exenatide QW or placebo, both added to titrated

insulin glargine, in uncontrolled type 2 diabetes: The G\O\o@
DURATION-7 randomized study
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M Exenatide QW + IG (n = 231)

B Placebo + IG (n = 230)
Diabetes Obes Metab. 2018:20:1602-1614.
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Glucagon-like peptide-1receptor agonist and basal insulin
combination treatment for the management of type 2

diabetes: a systematic review and meta-analysis

Conrad Eng*, Caroline K Kramer*, Bernard Zinman, Ravi Retnakaran
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Glucagon-like peptide-1receptor agonist and basal insulin
combination treatment for the management of type 2

diabetes:
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Le formulazioni precostituite insulina ©
basale-GLP-1 RA o

s\ 6@6
1) Dovrebbero essere titolate tenenc{g%ﬁbgt@‘\aella dose di
insulina 066\)\@60‘\ wet@
2) Dovrebbero essere tltqiaté;}t@%ndo conto della dose di
GLP-1 RA ?\G\o% e

A%

3) Non dovreb@éﬁqoe@éere mai titolate
4) Non W@@b\éro mal sostituite alla terapia precedente
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Administration in phase III trials
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For illustrative purposes only, not drawn to scale
IDeglira, insulin degludec/liraglutide; IGlarLixi, insulin glargine U100/lixisenatide; IGlar U100, insulin glargine U100; U, units

1. Rosenstock et al. Diabetes Care. 2016;39(9):1579-86; 2. Aroda et al. Diabetes Care. 2016;39(11):1972-1980; 3. Xultophy® Summary of Product Characteristics (SmPC),
2017
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Study design
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Lingvay et al. JAMA 2016;315:898-907



Original Investigation

Effect of Insulin Glargine Up-titration vs Insulin
Degludec/Liraglutide on Glycated Hemoglobin Levels
in Patients With Uncontrolled Type 2 Diabetes
The DUAL V Randomized Clinical Trial
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Lingvay et al. JAMA 2016;315:898-907
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Original Investigation

Effect of Insulin Glargine Up-titration vs Insulin
Degludec/Liraglutide on Glycated Hemoglobin Levels
in Patients With Uncontrolled Type 2 Diabetes
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Lingvay et al. JAMA 2016;315:898-907
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Original Investigation

Effect of Insulin Glargine Up-titration vs Insulin
Degludec/Liraglutide on Glycated Hemoglobin Levels
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IDegLira vs IGlar U100 o o

Significant decrease m@tﬁb @\

(Baseline A: -1.81 \@5? ;5%@\*

.............................................................................................................................................................................................. \:a‘ e‘
O

' 41 vs 66 U")

Significant weight difference
(Baseline A: -1.4 vs +1.8 kg®)

Significantly less hypoglycaemia
(RR: 0.43%)
B 000 P 0 Q00
EOT, end-of-trial;
Lingvay et al. JAMA 2016;315:898-907; 2. Aroda et al. Diabetes Care 2016;39:1972-80



Contribution of ILiraglutide in the
Fixed-Ratio Combination of

Insulin Degludec and Liiraglutide s
(dDegl.ira) e
Dicgbetes Care 2014 37F7:2926—2932 | DOV: 10. 2237 dcl42- 0785 ° 0\6 ‘\
NY ol
P\
o0\ . 6\\,‘3
. \\‘3\\ @6\
—— |Deglira C;\ét?-"{%e@
DUAL Il ’o 009
9-0- -74-9
Patients with type 2 diabetes (A1C 7.5—- _ |~
10.0%) on basal insulin (20-40 units) and 8p53'0 69-4 >
metformin with or without CO\O‘ 04 - 639 ©
sulfonylurea/glinides were randog\@g‘ @(\Q\ ,-§.
(1:1) to once-daily IDegLira + met org\' 7+5- - 985 3
IDeg + metformin 6(‘3&6 6\le 2 704 | 53.() %
Q(GQ e(e\ < 3
SN @ 6-5 -47:52
200" ©@
o 6-0- | 491




Contribution of Liraglutide in the
Fixed-Ratio Combination of
Insulin Degludec and Liraglutide
(IDegliira)

Diabetes Care 2014;37:2926—-2933 | DOI: 10.2337/dc14-0785
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1. Buse JB et al. Diabetes Care 2014;37: 2926-2933 2. Owens D et al. Diabetes and Primary Care 2004; 6(1):
8-16.; 3. National Institute for Clinical Excellence. Guidance on the use of long-acting insulin analogues for the
treatment of diabetes - Insulin glargine. Technology Appraisal number 53. December, 2002.
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Total daily insulin dose was lower with IDegLira (40 units) than basal-bolus (84 units total;
52 units basal)
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Inclusion criteria
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LixiLan-L: Key clinical findings
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Combinazione basale/GLP-1RA vs Monocomponentl
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Glp-1-RA e Insulina Basale dopo fallimento
con BOT: Conclusioni
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