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Albiglutide

Liraglutide

Dulaglutide

Semaglutide

Human GLP-1
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Network meta-analysis of pairwise comparisons of randomised controlled trials
evaluating the use of anti-hyperglycaemic agents in addition to metformin {@@Biacebo:

mean change from baseline in HbA1C \O@\O
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DPP-41, dipeptj deptidase-4 inhibitor; SGLT2I, sodium glucose cotransporter-2
inhibitor; TZDsXthiazolidinediones; GLP-1 RA, glucagon-like peptide 1 receptor Liu S-C et al. Diabetes Obes and Metab 2012; 14: 810-820
agonist; SU, sulphonylurea b Fujita Y et al. J Diabetes Investing 2014; 5: 265-275



Network meta-analysis of pairwise comparisons of randomised controlled trials
evaluating the use of anti-hyperglycaemic agents in addition to metformin v%}fplacebo:
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DPP-4, dipepti%@ptldase-ﬁ SGLT2, sodium glucose cotransporter-2; TZDs, Liu St:C et al. Diabetes Obes and Metab 2012; 14: 810-820
thiazolidinedion@s; GLP-1R, glucagon-like peptide 1 receptor; SU, sulphonylurea Fujita Y et al. J Diabetes Investing 2014; 5: 265-275



Network meta-analysis of pairwise comparisons of randomised controlled trials
evaluating the use of anti-hyperglycaemic agents in addition to metformin v%?glacebo:
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DPP-4, dipepti%@ptldase-ﬁ SGLT2, sodium glucose cotransporter-2; TZDs,
thiazolidinedion@s; GLP-1R, glucagon-like peptide 1 receptor; SU, sulphonylurea Liu S-C et al. Diabetes Obes and Metab 2012; 14: 810-820

b Fujita Y et al. J Diabetes Investing 2014; 5: 265-275



Composite endpoint:
HbA, _<7.0%, no weight gain and no hypos (3%

Patients reaching target (%)
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Liraglut@\.S mg iz;h%(@ (*p<0.001; ** p<0.0001)

Liraglutide 1.2 mg i rior (83p<0.0001)

N
Q© Zinman et al. Diabetes Obes Metab 14: 77-82, 2012
2 Bergenstal RM et al. Diabetes Obes Metab 15: 264-271, 2013



GLP-1 receptor agonists in the treatment of T2DM:
Similarities and differences R

Homology to
human GLP-1

Dosing and Duration of
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GLP-1, glucagcg%e peptide 1



Short-acting and long-acting GLP-1 receptor agonists
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Differentiation of GLP-1 RAs

Parameters

Short-acting

GLP-1 receptor agonists

Long-acting

G).7-i receptor agonists

Compounds Exenatide (twice daily) \\Q raglutl \(Once daily)
Lixisenatide (once daily) . e"@ Albiglytitte (once weekly)
%00 Du tide (once weekly)
\ R tide LAR (once weekly)
Half-life 2-5 hqg?\ ené\ " 12 h —several days
Receptor activation Intgaﬁ\&ent ot© Continuous
N
X oS
f#&tabolje E¥fects
HbA1c reduction ,;\oﬂ . 6-1.2% -0.9-1.6%
Fasting glucose reduction (\,bv A\@&dest reduction Strong reduction
Fasting glucagon secrg;l&u ;\d\(\o Mild reduction Strong reduction

GLP-1 RA, glucagon-like peptide 1 receptor agonist

Adapted from Meier J]. Nat Rev Endocrinol 2012; 8: 728-42

Fasting insulin seg&t\)n _o, O]~ Modest stimulation Stimulation

Postprandial Lgémm secreﬁ;@\\ Reduction/Stimulation Stimulation

Gastric ggﬁimng oﬁe\ Deceleration No long-term effect

Poﬁ;{iﬂ;’dial gluéoég ‘excursion Strong reduction Reduction
,o\le‘




Comparison of short-acting versus long-acting GLP-1RA: Hbﬁlc

s
Exe Exe Exe Exe Exe . O\ Exe Dula Dula

Lixi* Lira* bid Lira bid LAR bid LAR, "~ bid 0.75mg 1.5mg

” .

-0,40 | -0,32

-0,80

HbAlc
(%)
-1,20
-1,60
2 -1,60
Q@‘ O P<0.0001 p<0.001
-2,00 Qﬂe . O(\e -1,90
N4 e(o\ P=0.002
06<\*4 weeks @Q
OV N\
GLP-1 ucagon-like p 1 receptor agonist; bid, twice daily; Lixi, lixisenatide; Lira, liraglutide; Exe, exenatide;

Dula, dulaglutide
'b“

Kapitza C et@.@ﬁabetes Obes Metab 2013; 15: 642-649; Buse ] et al. Lancet 2009; 374, 39-47; Drucker et al. Lancet 2008; 372: 1240-50; Blevins T
et al J. Clin. Endocrinol. Metab 2011; 96:1301-1310; Wysham C et al. Diabetes Care 2014; 37:2159-2167



Comparison of short-acting versus long-acting GLP-1RA: FPG
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GLP-1 l@ngn like peptlde\y%ceptor agonist; bid, twice daily; FPG, fasting plasma glucose; Lixi, lixisenatide; Lira, liraglutide; Exe, exenatide;
Dula, dulgglutide \\
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Kapitza C et@.@ﬁabetes Obes Metab 2013; 15: 642-649; Buse ] et al. Lancet 2009; 374, 39-47; Drucker et al. Lancet 2008; 372: 1240-50; Blevins T
et al J. Clin. Endocrinol. Metab 2011; 96:1301-1310; Wysham C et al. Diabetes Care 2014; 37:2159-2167



Ratio of alpha cell/beta cell areas in 52 non-diabetic subjects (ND) and
50 type 2 diabetic (T2DM) subjects O

0 alpha cell : beta cell areas

< > Non-diabetic subjects Type 2 diabetic subjects

Henquin JC et al. Diabetologia 2011; 54:1720-1725
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Exenatide OW versus twice daily for the treatment of type 2 diabetes: Changes

in plasma glucagon levels-DURATION-1 O\OQ\Q'
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Drucker et al. Lancet 372: 1240-50, 2008



Gastric emptying rate is an important determinant of PPG m ‘early

Type 2 Diabetes \O\o@
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Rapid gosnc oy e

glucose levels
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Slow gastric emptying
associated with low
Blood Glucose Concentration ’ glucose levels
60 min Post 75 g Oral
Glucose Challenge

\‘Q > ‘\ % gastric retention a min (%
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Jones KL, et al. J Nucl Med 37:1643-1648, 1996



Exenatide OW versus twice daily for the treatment of type 2 diabetes: Gastric

emptying assessed by absorption of paracetamol Aoq\@'
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Drucker et al. Lancet 372: 1240-50, 2008



Exenatide OW versus twice daily for the treatment of type 2 dlabetes.
Changes in postprandial glucose concentration- DURATION\-(;Q\
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Drucker et al. Lancet 372: 1240-50, 2008



Lixisenatide once daily vs. liraglutide in patients with type 2 diabete§524-h
postprandial plasma glucose profiles at baseline and day 28°
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Kapitza C et al. Diabetes Obes Metab 15: 642-649, 2013



24-hour GLP-1 presence is required for 24-hour glucose control in
patients with type 2 diabetes 0\0@0’
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GLP-1, glucagon-like peptide 1 Larsen et al. Diabetes Care 2001; 24: 1416-21



Liraglutide vs. exenatide as add on to metformin and/or SU (LEAD-6):
Seven-point self-measured plasma glucose profiles Og\@'
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Buse J et al. The Lancet 374, 39-47, 2009



Exenatide OW versus twice daily for the treatment of type 2 diabetes: Seven-
point self-measured plasma glucose profiles-DURATION- :loq\

14 @® Exenatide once aweek (n=129) ‘ 0\@\0
B Exenatide twice a day (n=130) O

13

12

11

10 .
Baseline

Mean (SE) blood glucose (mmol/L)

9
8
Q 3
S
Q\QQ 6 %) T T T
@“e‘ Plre P(?st P lre Pczst P lre qut 3am
Qe‘ Breakfast Lunch Dinner

Drucker et al. Lancet 372: 1240-50, 2008



8-Point SMBG profiles with Dulaglutide and Exenatide BID (AWARD-1)
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K\Z
DU, dulaglutide; @(exenatide; PL, placebo; BID, twice daily; SMBG, self-
monitoring of Blood glucose; LS, least squares; SE, standard error; MMRM,
mixed effect model for repeated measures Wysham C, et al. Diabetes Care 2014; 37:2159-2167



Differentiation of GLP-1 RAs (‘)@'

Short-acting (Prandial) Long-acting

Parameters GLP-1 receptor agonists GLP-3 receptor agonists

Compounds Exenatide (twice daily) ‘i aglutide (@nce daily)
Lixisenatide (once daily) | Q\klblglutl@\&mce weekly)
Oc,\ Dula de (once weekly)
\\m% EX e LAR (once weekly)
@\\' 6\0\\'
CV safety qpﬁ\\i:oleragiﬁ
Body weight reduction c,\v?—s kg . vo‘ ~2-5 kg
Blood pressure reduction % ~3-4 m N Up to 6 mmHg
Heart rate increase &b O(QNone orifF'to 2 bpm ~1-5 bpm
Lipids ,\@ \eReduction Reduction
CV events N :\d\(\’b Neutral Reduction
Induction of na @@ aO 20-50% 20—-40%
QQ é\o(\ mild to moderate mild to moderate
6{\.\“ Q@‘ attenuates slowly (weeks attenuates quickly
R R4 to months) (~4—8 wks)
\V M A4
V “e@
< o

<
GLP-1 RA, gluggon-like peptide 1 receptor agonist; bpm, beats per
minute; CV, cardiovascular Adapted from Meier J]. Nat Rev Endocrinol 2012; 8:728-42



Comparison of short-acting versus long-acting GLP-1R®A

-
e\o\o
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Kapitzaq&(al. Diabetes Obes Metab 15: 642-649, 2013; Buse ] et al. The Lancet 374, 39-47, 2009; Drucker et al. Lancet 372: 1240-50, 2008;
Blevins T et al J. Clin. Endocrinol. Metab. 96:1301-1310, 2011; Wysham C et al. Diabetes Care 37:2159-2167, 2014



Comparison of short-acting versus long-acting GLP-1R agonists:

Systolic blood pressure o\
X0+
‘0@
- . Exe ,. Exe Exe Exe Exe Dula
roo T Lira bid - bid LAR bld\ n!z;\% Rid 0.75m
\Cq 2
\
N\ : {\9\ 0,06
0,00

-1,00

-2,00

-3,00

Systolic blood pressure
(mm Hg)
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-5,00 A(QQ : 0“\6 -4,70
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BN \©
QO (\‘b
WO O
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Kapitzaq&(al. Diabetes Obes Metab 15: 642-649, 2013; Buse ] et al. The Lancet 374, 39-47, 2009; Drucker et al. Lancet 372: 1240-50, 2008;

Blevins T et al J. Clin. Endocrinol. Metab. 96:1301-1310, 2011; Wysham C et al. Diabetes Care 37:2159-2167, 2014



Comparison of short-acting versus long-acting GLP-1R agonists: LDL

cholesterol O
>
WO
Lii Li Exe . Exe Exe Exe Exe \O\ Exe Dula
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,«@Q
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GLP-1 R, &@@n -like peptide @t%tor bid, twice daily; LDL, low density lipoprotein;

Lixi, lixis Lira, Iwaglm{@ xe, exenatide; Dula, dulaglutide
,&Q
Kapitza C et@.@ﬁabetes Obes Metab 2013; 15: 642-649; Buse ] et al. Lancet 2009; 374, 39-47; Drucker et al. Lancet 2008; 372: 1240-50; Blevins T
et al J. Clin. Endocrinol. Metab 2011; 96:1301-1310; Wysham C et al. Diabetes Care 2014; 37:2159-2167



Comparison of short-acting versus long-acting GLP-1R agonists:

Triglycerides \O ~d
=
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Lii Li Exe . Exe Exe Exe Exe)' Exe Dula
Ixi  Lira bid Ira bid LAR bid bid 1.5mg

0,05 _a .
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I -01s
e
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o £ -025
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- -0,30

-0,35

-0,40

-0,45 .

-3 S
\\Q QQ‘
GLP-1 R, quca@?&e peptide 1 r or; bid, twice daily; Lixi, lixisenatide; Lira, liraglutide;
Exe, exe&&@; la dulaglutldQ)
&‘
o

Kapitza C et@.@ﬁabetes Obes Metab 2013; 15: 642-649; Buse ] et al. Lancet 2009; 374, 39-47; Drucker et al. Lancet 2008; 372: 1240-50; Blevins T
et al J. Clin. Endocrinol. Metab 2011; 96:1301-1310; Wysham C et al. Diabetes Care 2014; 37:2159-2167



Comparison of short-acting versus long-acting GLP-1R agonists:

Heart rate e
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-4,00 | 360 (b\@ (\(}\(\
eQ° e©
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N
&tes Obes Metab 15: 642—649, 2013; Meier ]] et al.Diabetes Care 38:1263-1273, 2015; Buse ] et al. The Lancet 374, 39-47,

Kapitza C et @Ca
2009; Drucke%e al. Lancet 372: 1240-50, 2008; Blevins T et al J. Clin. Endocrinol. Metab. 96:1301-1310, 2011; Wysham C et al. Diabetes Care

37:2159-2167, 2014



Change from baseline in hourly mean heart rate in T2DM patients treated with
insulin glargine and Lixisenatide or Liraglutide n{}\@’
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Timeline of Future GLP-1 RA CV Outcome '{dsi%?ié
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ELIXA: Study Design &

\\
* Arandomized, double-blind, placebo-controlled, parallel-group, mul{'s@‘ﬁ%er,

Phase 3, event-driven trial O

.
n=6068 2 . \
A\
Run-in period: 10 pg lixisenatide Run-in perici’ \C pug volume-matched
Run-in (0.10 mL injection), once daily placebc {{. 120 mL injection), once daily
1 week S

1 itration : 10 pg volume-matched
placebo (0.10 mLl injection),
once dail

Titration period: 10 pg lixisenatide
Titration (0.10 mL injection), once daily
2 weeks |

2E 3¢
2 3BRE
¢ O x3
BESEN
23 3+
Maintznance period: Maintenance period:
F°"°‘”‘"P_ 20 pg lixiseitetide (0.20 el injection), 20 pg volume-matched placebo (0.20 mL injection),

3 Days

once daily once daily

V 0 “Q
Primary Endpaif®s 8\9‘
Time to first@%\rrence of the@ﬂ\‘nary CV event: CV death, nonfatal MI, nonfatal stroke, or hospitalization for UA

~a\) W\ \
Sec@lﬁy‘ Endpoia&@ P
Primary endpointsﬁ& spitalization for HF
Primary endp r hospitalization for HF or coronary revascularization procedure
Percent ct@\_ in the UACR from baseline to 108 weeks

Bentley-Lewis R, et al. Am Heart J. 2015:69:631-638.




Primary Outcome
CV Death, M|, Stroke or UA

\§
&
20- \\6(\6 R\
6\6\' @6\6
0 &
15- ,b\\'b
HR = 1.02 (0@9\5\?1 7)
z - QP
g 10 6%6 S
L)
& ‘ 0%8 A \
\O\Q\ ' QLQ%’isenatide: 406/3034 = 13.4%
IR 52 “Placebo: 399/3034 = 13.2%
Als <
(b‘(@\ I \(\
Q@Q g
. @ dq T T |
o‘é{\@ ,&ﬂ@ﬁ 12 24 36
‘\‘bQ \)(\ . Months
O Nur&Q@r at risk
N Placebo 3034 2759 1566 476
QQK Lixisenatide 3034 2785 1558 484

Pfeffer MA et al. N Engl J Med 373:2247-57, 2015



Individual Components of Prlmary ngg E

# and % of Subjects with Event,
and Event Rate

itcame Placebo Lixisenatils

= “3<  Hazard Ratio
(N = 3034) (N = 3034) (95% CI)
\D)

158 (gé% @l 56 (5 1%)

CV Mortality o Q(ﬁmpt-yr o‘\ 2.3/100pt-yr 0.98 (0.78, 1.22)
%@6 R 6\9

\O T 261 (8,6%) 270 (8.9%)
MI (fatal / non-fatal) o a1 H10pt-yr a.2/100ptyr 103 (0:87,1.22)

\?&b ‘(\?’\660 (2.0%) 67 (2.2%)

« A\ U -
Stroke (fatal /eng(% atal)e O(\Q 0.9/100pt-yr 1.0/100pt-yr 1.12 (0.79, 1.58)
OO
9\

Q ol 10 (0.3%) 11 (0.4%)

Unstggb& Angin%% 0.11100ptyr 0.2/100ptyr  1-11(0.47,2.62)
(\\/\‘3 (6
1<
(D
?6

Pfeffer MA et al. N Engl J Med 373:2247-57, 2015



LEADER: Study design

Liraglutide 0.6-1.8 mg OD + standard of care

Placebo
run-in

Placebo + standard of care

........................................................................................ I
1|‘< 2 weeks >1|.< M|n|mNL|1m dl&%@@% years
: . axi ears
Screening Ragci)o:;lz:flglriln{;ﬂ) Mm"ﬂ@(’e" prlmya%e@nts End of treatment
%8 6\
Key inclusion criteria ‘(’5\0 @ g’é Key exclusion criteria
o T2DM, HbA,, >7.0% o a® o T1DM
¢ Antidiabetic drug naive; OADBQ%Ior basal/g@% insulin ¢ Use of GLP-1RAs, DPP-4i, pramlintide, or rapid-acting
® Age =50 years and estagl@hed CVv dls%\e@)r chronic renal insulin
fa|Iure QQ O(\e ® Familial or personal history of MEN-2 or MTC

6\
o Age >6%@§\s and risk %@1&’5 for CV disease

LE ADER Qeév cardiovascular; DPP-4i, dipeptidyl peptidase-4 inhibitor; GLP-1RA: glucagon-like peptide-1 receptor agonist; HbA,: glycated hemoglobin;
it 6 MEN-2: multiple endocrine neoplasia type 2; MTC: medullary thyroid cancer; OAD: oral antidiabetic drug; OD: once daily; T2DM: type 2
Bichiricn sl carghois 1‘? M diabetes mellitus.

Marso SP et al. N Engl J Med 2016



LEADER - Baseline characteristics

. 6’
(mean + SD unless stated) ©
S
20
OV
O
6
Liraglutide (N=4668) N Placa@\@l—%n)
Male sex, N (%) 3011 (64.5) 6\6\ > 2992 (64.0)
’ O \Q\z\@
Age, years 642 + 72N %\&\@ 64.4+ 72
\V
Diabetes duration, years 1&@ 08 0 ?(6 ° 12.9 = 8.1
\\l
HbA, .. % 66\\ 87 + r{eg,o‘ 87 +15
BMI, kg/m? &QQ-S 3 325%+6.3
Body wei 9 >
y weight, kg 6@ AC 91 9+212 916 £ 2038
Systolic blood pressure, @q@’b 1359 £ 178 1359 £ 17.7
&
Diastolic blowgﬂjre mmHg{b\o(\ 772+£10.3 77.0 £10.1
N\

Heartf N (%) 835(17.9) 832 (17.8)

G
LEADERQ@

la] de Ufect and fc

e

*Heart failure includes New York Heart Association class I, II and III. BMI: body mass index; HbA, : glycated hemoglobin.

Marso SP et al. N Engl J Med 2016



LEADER - Baseline cardiovascular risk profile

O\o‘é
0\'3’
Liraglutide (N a%‘éb‘ TR -
iragluti e‘(aﬁ{ ) ‘\\\5& 0 (N=4672)
Established CVD/CKD (age 250 years) 2823782.1) S 3767(80.6)
ge 250y Sz O -
. L . A N\
Prior myocardial infarction 6\\?> 1464 (31\.&\\9 1400 (30.0)
. . X[ S*
Prior stroke or prior TIA o"'do Q@{é{ﬁ« 5.6) 777 (16.8)
Prior revascularization 69‘%6 L ‘50‘\ 1835 (39.3) 1803 (38.6)
>50% stenosis of coronary, carotid, or Iow%e(?remity arte&@O 1188 (25.4) 1191 (25.9)
e
Documented symptomatic CHD @\0\ %\Q 412 (8.8) 406 (8.7)
Y
Documented asymptomattq@a%lac |schen\|@(0\ 1241 (26.6) 1231 (26.3)
v
Chronic heartfaﬂQ@@?l-lAll — Il 6 o 653 (14.0) 652 (14.0)
. ;
Chronlc’lfl\.@@dlsease %ng%\BO mL/min/1.73m¢) 1185 (25.4) 1122 (24.0)

A \
Q\QQO e\)(\‘a

LE ADERS Q@Sata are number of patients (%).
CHD: coronary heart disease; CKD: chronic kidney disease; CVD: cardiovascular disease; eGFR: estimated glomerular filtration rate; NYHA:

o e M New York Heart Association; TIA: transient ischemic attack.

Marso SP et al. N Engl J Med 2016



LEADER Study Primary outcome

CV death, non-fatal myocardial infarction, or non-fatal stroke

O
oY
20- 0\6\0
6\ Placebo
15+ ‘\606 i\-f""- .

Liraglutide

‘\ . .
é\d\ 95% CI (0.78 — 0.97)
p<0.001 for non-inferiority
p=0.01 for superiority

Patients with an event (%)
¢ °

0- . S €\ . . . .
0 6 12 18 6\\ 24 90‘30 36 42 48 54

d‘%e from ran&igmzatlon (months)

Patients atrisk ‘g g

Liraglutide 4668 4593 9§90 4400 ‘\Q‘4280 4172 4072 3982 1562 424

Placebo 4672 4588 43%@ 4237 4123 4010 3914 1543 407
\(\

<® SO

The primary composite e in the times ent analysis was the first occurrence of death from cardiovascular causes, non-fatal myocardial infarction, or

non-fatal stroke T&g‘?‘éatlve made:sé&re estimated with the use of the Kaplan—Meier method, and the hazard ratios with the use of the Cox proportional-

hazard regressio el. The data ses are truncated at 54 months, because less than 10% of the patients had an observation time beyond 54 months. CI:

confldence‘lpé ; QVe cardlov%@l HR: hazard ratio.

e
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la)ﬂ!lf’v(l'nilrm
Evaburtion al cartivs

Marso SP et al. N Engl J Med 2016



LEADER - Individual components of the primary endpglnt

Paté@?swnh
@%nﬂanalyz&d
‘ 0’0 R
HR (95%Cl) palde L@  Pbo
6\6 '\6\
o)
3-point MACE —t—i 0.87 (O. ?a\\@% g\\@"?@ 608/4668 694/4672
d\i\@ ’0
CV death —— \%?ﬁ (0. 55@@3; 0.007 219/4668 278/4672
%86 6\

Non-fatal Ml %@(U 75—1.03) 0.11 281/4668 317/4672
‘5\

Non-fatal Etrl::Qlé@\ 0.89(0.72-1.11) 0.30 159/4668 177/4672

< &
—¢ = . .
g{@@ @(o 1.00 1.50

O‘\QQQ @\)\‘ Hazard ratio (95% Cl)
LEAD%?@“ Favors Lira Favors Pbo

rog utide Lifect and 4,

<

Marso SP et al. N Engl J Med 2016



LEADER - Time to first renal event

Macroalbuminuria, doubling of serum creatinine, ESRD, renal death &
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S . HR: 0.78
E ' 95% CI (0.67-0.92)
p=0.003
U " \ 1 1 I | |
0 GQ% 1 0‘ 18 24 30 36 42 48 54
Patients at rigk® ‘9\ Time since randomization (months)
Liraglut@ 68 35\8 4561 4492 4400 4304 4210 4114 1632 454
®& 4672 e \)Q643 4540 4428 4316 4196 4094 3990 1613 433
s @8
LEADER%“QThe cumulative incidences were estimated with the use of the Kaplan—Meier method, and the hazard ratios with the use of the Cox proportional-hazard regression
Lirag utide Efect and fetiae i DigoaeY model. The data analyses are truncated at 54 months, because less than 10% of the patients had an observation time beyond 54 months. Cl: confidence interval;
Buakuton sl cifives ; s ESRD: end-stage renal disease; HR: hazard ratio.

Marso SP et al. N Engl J Med 2016



Relative differences between short and long-acting GLP-1R agonists

e
Exenatide BID, Exenatide LAR%@&a)Q) utide,
Lixisenatide AIblgléj\%k%‘Q ulaglutide

FPG reduction + ‘\,&(\6 "";'5‘\

' .\ ‘ '
PPG reduction +++ ‘ @" 2 \ é\é{\?}h—

.. - . N
Fasting insulin secretion +/ Ni;r@b ‘\?)“\6@ ++
- 4= . . 7\ . e>\
Postprandial insulin secretion \\’\0 \- %6\ ++
HbA1c reduction s c© +4 Q@(Q F++
. . 6\\ %U‘
Body weight reduction %6 N N ++ ++
O %
i - R %
Gastric empting rate G \O %\‘Q‘ +++ +
Fasting glucagon secrﬁigcﬁ?reductici{\fb\G + /Neutral ++
N N\
GI effects ,\(QQ O O ++ +
N X\
Ccv safet‘%‘\({'\ﬁ6 \3@(9\ Neutral +++
O (2
(‘Gﬁﬁiance (?gm\%istration and timing) + ++
y o
(&
Q@ 1. Modified from Meier J]. Nat Rev Endocrinol 2012;8:728-42

2. Modified from Fineman MS et al. Diabet Obes Metab 2012;14:675-88



THANK YOU !

. \\’0\\

Now it's time for dis¢u

NN
S

g\g@én.





