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Agenda

* Terapia basada en incretinas y sus diferencias
* Papel en terapia:

— Primera linea

—Segunda linea

—Tercera linea

Seguridad cardiovascular de la terapia basada
en incretinas
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TERAPIAS BASADAS EN INCRETINAS
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Terapia basada en incretinas

Inhibidores de DPP-4

Sitagliptina
Vildagliptina
Linagliptina

Andlogos GLP-1

* Exenatide bid
 Liraglutide

* Exenatide semanal

* Saxagliptina * lixisenatide
« alogliptina
EndoDrChen.con
Healthy eating, weight control, increased physical activity
Initial drug -
monotherapy Metformin
ypogheemia
et =
o ¢

Diabetes Care, Diabetologia.
19 April 2012 [Epub ahead of print]
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METFORMIN EN PRIMERA LINEA:
TAN CLARO COMO CREEMOS?
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Knowier [DPP.11] MH-OR (95%.Cl) p

0.764 0427 1.365 0.363 -I-
Kooy [48] 1.015  0.635 1.624 0.949 ol
Lund [56] 0391 0072 2121 0.277 —_—
Hermann [32] 3.774 0444 99241 0.426
UKPDS 34 bis [10] 0.958  0.654 1.403 0.825 -+
UKPDS 34 [10] 0.662 0485  0.903 0.009 HH
Ramachandran [61] 0.853 0257 2829  0.795 —t
Teupe [43] 3.061 0422 76.949 0497
ADOPT [47] 1127 0812 1.565 0475
RECORD [12] 1.023 0.810 1.291 0.851
Shemthaner [40] 1.047 0577 1.900  0.879 +
Klein [35] 5426  0.247 118.958 0.283
Overall 0.937  0.820 1.070 0.339

EndobrChen.copamanna C. Diab Obes Metab. 2011;13:221

#trialsMH-OR  95%. CI p 0.1 1.0 10.0
Diabetes  Yes 10 0949 0820 1070 0342 L
No 2 0780 0462 1315 0516 ——
Add-onto  None 8 0894 0734 1000 0270 v
Insulin 1 0301 0108 2421 0280 ]
Sultanylureas 3 1012 0829 1.234 0911 '
Comparator
Placebo/None 8 0794 0644 0979 0.031 -
TZDs 3 1001 0831 1207 0991 -
Others 3 1065 0539 2102 0857 ——
Trial characteristics
[Age<soyrs 4 0758 0608 0945 0014 By
Age>30yrs 5 1046 0885 1237 0597 -
Age<65yrs 3 0775 0600 1.001 0051 .
Age265yrs 5 1053 0800 1.247 0545 s
EndoDrChencopamanna C. Diab Obes Metab. 2011;13:221

Sitagliptin Consistently and Significantly Lowers A1C With Once-Daily
Dosing in Monotherapy

Change vs
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Complementary Effect of Sitagliptin
+ Metformin on Active GLP-1

Active GLP-1 (pM)

Placebo Metformin Sitagliptin Sitagliptin +
metformin
*P<.001 vs placebo.
Migoya EM et al. Presented at 2007 ADA Annual Meefing, Absiract # 286-OR.

24-Week Add-on Therapy to Metformin Study

Sitagliptin With Metformin Provided Weight Loss
Similar to Placebo With Metformin at Week 24

Placebo + metformin? (n=169)

Sitagliptin© + metformin® (n=399)

Change in Body Weight?
from baseline (kg)®
s
IS

-0.6
P=0.017
vs baseline

-0.7
08 P<0.001
vs baseline

*Excluding data after initiation of glycemic rescue therapy; Yleast squares means;
“Sitagliptin 100 mg/day; “Metformin 21500 mg/day

Adapted from Charbonnel B et al. Diabetes Care. 2006;29:2638-2643

EFICACIA DE LOS INHIBIDORES DE DPP-4

Efecto de los inhibidores de DPP-4 en la monoterapia con linea basal comparable

Cambio medio ajustado desde la HbA, basal, corregido para el placebo

Smg 0D 100mg 0D

Linagliptina*  Linagliptina’ ; Saxagliptina®é  Saxagliptina’ ; Sitaglipts Sitagliptina’  Vildagliptina'  Vildaglptina® :
5 5 5mg oD m 100 50mg BID

Comparacién no directa




with prediction interval

Test for overall effect: 2=3.22, P=0.001

Test for heterogeneity: t=0.01, %°=15.13, df=6, P=0.02, I”=60%

Metanalisis inhibidores DPP-4: terapia
primera linea

DPP-4 inhibitor  Active comparator
Study Mean(s0) Towl  Mean (D) Toml heandi Weight
(95% C1) ) (95%Cl)

Monotherapy: DPP-4 inhibitor v metformin

Aschner 2010” -038(0.63) 512 55 (0.63) 25 0.17(0.09t00.25)
Williams-Herman 2010%°  -1.15(0.81) 50 11 0.19(0.09100.47)
Goke 20087 -0.98(1.40) 243 10 051(0.22100.80)
Bosi 2009” -110(1.02) 287 18 030(0.13100.47)
Schweizer 20097 -0.64(0.88) 159 16 0.11(0.0810.30)
Plutzner 2011 -155(1.42) 316 15 0.24(0.03100.45)
Cv181-011LT* -031(1.60) 103 017(1.74) 5 -0.48(0.9510-0.01)
Subtotal (95% C1) 1670 100 0.20(0.08t00.32)

(-0.14100.54)

EndoDrChen.com

Karagiannis T. BMJ. 2012;344:e1369
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Andlogos

GLP-1: monoterapia

Exenatide bid! Exenatide Liraglutide?® Lixisenatide®
semanal?
Hbalc basal 7.8+1.0 82+1.0 83+11 7.98+0.9
(%)
Duracién de 2+3 7%5 53+5.1 1.4 (0.2-21.5)
DM (afios)
Duracién del 24 semanas 3 afios 52 semanas 12 semanas
estudio
Reduccién de 09+0.1 1.4+0.08 1.6 £0.15% 0.54 £0.05
Hbalc
% Hbalc <7% 46% 50% 62% 52%
Reduccién en 3.1+£0.3 23106 2.26 kg 2 (no dif con
peso (kg) placebo)
Sintomas GI 10% (nduseas) 18.6% (nausea) 51% 32.5%
1. Moretto T). Clin Ther. 2008;30:1448 EndoDrchen.com 3. Garber A. Lancet. 2000;373:473
2. McConell L. Diab Metab Synd Obes. 2013;6:31 4. Fonseca VA. Diabetes Care. 2012;35:1225

Healthy eating, weight control, increased physical activity
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Diabetes Care, Diabetologia.

19 April 2012 [Epub ahead of print]
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TERAPIA AGREGADO A
METFORMIN: INCRETINAS VS SU
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Sitagliptin and Metformin Target the Core
Metabolic Defects of Type 2 Diabetes

Beta-Cell Insulin
o Dysfunction Resistance
Sitagliptin improves ~—
beta-cell function
and increases insulin
synthesis and
release.!

Metformin has insulin-
sensitizing properties.®-S
(Liver > Muscle, fat)

Sitagliptin reduces HGO through
suppression of glucagon from alpha
cells.2

Metformin decreases HGO by
targeting the liver to decrease
Hepatic Glucose gluconeogenesis and

ion (HGO) gly lysis.¢

P

1. Aschner P et al. Diabetes Care. 2006;29(12):2632-2637.
2.Data on file.
3. Abbasi F et al. Diabetes Care. 1998;21(8):1301-1305.

4. Kirpichnikov D et al. Ann Infern Med. 2002;137(1):25-33.

5.Zhou G etal. J Clin Invest. 2001;108(8):1167-1174. EndoDrChen.cos

Addition of Sitagliptin or Glimepiride in Patients
Inadequately Controlled on Metformin:
Study Design’

Patients 218 years of
age with T2DM on
stable dose of
metformin (21500 mg/

day) for
212 weeks and HbA,,
6.5%- 9.0%

| Continue stable dose of i >

Screening Single-blind Double-blind
Period Placebo Run-in // Treatment Period
I I 77 |
Week -4 Week -2 Day 1 Week 30

qd=once daily; R=randomization; T2DM=type 2 diabetes melitus.  EndoDrChen.co;
1. Arechavaleta R et al. Diabefes Obes Metab. 2011;13(2)-160-168,




HbA,-Lowering Efficacy of Sitagliptin at
Week 30 Was Noninferior to That of Glimepiride in Patients
Inadequately Controlled on Metformin®

Per-Protocol Population
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8.0
8 —e— sitagliptin 100 mg + metformin (n=443)
o 7.
EN ~ -~ - Glimepiride® + metformin (n=436)
° 76
3 [
ﬁ 74 .
T AN
o 72 S 047 A (95% Cl)
— i o
g g0 007%(-0.03,0.16)
c 68 -0.54
3
= 6.6
(2] 6.4 Prespecified
) noninferiority
6.2 margin = 0.40%
col , , , , ,
[ 6 12 18 24 30
Week

LS=least squares; SE=standard error.
“Mean dose of glimepiride (following the 18-week titration period) was 2rfim() s day-o.
1. Arechavaleta R et al. Diabefes Obes Metab. 2011;13(2):160-168,

Addition of Sitagliptin or Glimepiride in Patients

Inadequately Controlled on Metformin: Clinical

Assessment of Hypoglycemia Over 30 Weeks'
APaT Population

A (95% CI)
-15.0% (-19.3, -10.9)
(P<0.001)
N - -
'ac; 25 22
N [ sitagliptin 100
Ng 2 + metformin (n-516)
=5 15 @ Glimepiride®
=45 +metformin (n=518)
]
tE 10 7
28
Tc= 5
£
I& 0

APaT=all patients as treated; Cl=confidence interval.
“Mean dose of glimepiride (following the 18-week titration period) was 2rfim() s day-o.
1. Arechavaleta R et al. Diabefes Obes Metab. 2011;13(2)-160-168,

Addition of Sitagliptin or Glimepiride in Patients
Inadequately Controlled on Metformin:
Body Weight Change from Baseline'

APaT Population

A=-2.0kg
(P<0.001)

o
|

LS Mean Change (+SE) in Body
Weight From Baseline, kg
|

Week
as treatod; LS=loast squares;

*Mean dose of glimepiride (following the 18-week ftration period) was 2rkm{ péi day:5bS mean body weight change at 30 weeks.
1. Arechavaleta R et al. Diabefes Obes Metab. 2011;13(2)-160-168,




Eficacia y seguridad de Vildagliptina Vs Glimepirida en pacientes
diabéticos mal controlados usando monoterapia con metformina

Cambio en HbA1c desde baseline (%)

Total (promedio) en HbAlc >8%
baseline ~7.3% (~8.4% promedio en baseline)

B Vildagliptina 100 mg/d
@ Glimepirida hasta 6 mg/d

EndoDrChen.com  Diabetes, Obesity and Metabolism, 11, 2009, 157-166
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Eficacia y seguridad de Vildagliptina Vs Glimepirida en pacientes
diabéticos mal controlados usando monoterapia con metformina

W Vicagiptna 100 mg/d 2 Gimeprida hasta 6 mg/a
250 600 10 i
224 554
2 o H
2 g 500 H
200 1 3
i i :
1 o i
§ 150 K i
: £ :
H
1o : i
3 HEZY
i H g
] H 3
E 100 £’
23 -~ H
0
0 0 0
EndoDrChen.con
Linagliptina 2 afos
—&— Glimepiride plus metformin (n=271)
@ Linagiiptin pus metformin (n=233)
g 7 25% en linagliptina y 21% en glimepiride requirieron
< terapia de rescate
E Mayor cantidad de pacientes con linagliptina
3 suspendieron por falta de eficacia
g_ A
H \ +— -3
S,
64~ 7{
6. T T T T T T T T T T 1
Baseline 4 R 12 16 28 40 104
Figure 2: adjusted* mean HbA, rears t
Error bars show SE. HbA, ~glycated inA,. *Model asaiine HOA;, and number of
i | antidi; lete usedin

ic drugs. {Completers cohort equivalent to pe
< ! sqEodoprinc

ly asulphonylugghiit, B, Lancet. 2012;380:475
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Linagliptin limepirid Diffe
Adjusted*  CI pvalue
mean (SE, %)
HbA,, in full analysis set (LOCF)
n 764 755
Mean at baseline (SE, %) 7:69% (0:03)  7:69%(003)
Change from baseline
Mean (SE, %) -021%(0-03)  -0-41% (0-03) - -
Adjusted* mean (SE, %) -016%(003)  -036%(0:03) 020%(0:05) 009-030f 0.0004%
HbA, in PPS completers (OC)
n 477 458
Mean at baseline (SE, %) 7-43%(004)  7:53%(0.04)
Change from baseline
Mean (SE, %) -037%(0:04)  -061%(004) - -
Adjusted* mean (SE, %) -035%(0-04)  -053%(0-04) 017% (0-05) 0.07-028t 0.0001%
HbA, inthe completers cohort
n 233 m
Mean at baseline (SE, %) 7-17% (0-04) 7-31% (0-04)
Change from baseline
Adjusted* mean (SE, %) -0.56% (0-03)  -0-63%(0-03) 0.08% (0-04) 0-00-015§ 004681
HbA, =glycated jinA,. LOCF=last forward. PPS=p: I set. OC=observed cases.
*Model includes treatment, » mber ol prey " v intidiabetic drugs. t97-5% Cl. $p<0-0125,
one-sided. §95% CI. p<0-05, two-sided. Gallwitz B. Lancet. 2012;380:475

La linagliptina es mas eficaz que la glimepirida
para alcanzar el objetivo de HbA, sin EAs

100
80 o OR: 3.86
(Ic de 95%: 2.63, 5.68) |
60 P <0.0001

Pacientes (%)

Glimepirida Linagliptina
(n=271) (n=233)

meta de Ho defndas Se oy 9dos s casos bservads,
.o g 8 T e s 301

Continuous coverage of i
American Diabetes Associal
72nd Scientific Sessions

EASIE Trial: Study and Enroliment Profile

n=515
Insulin naive with type 2 diabetes; A1C 27% and <11%
Randomized to 24-week treatment with

Insulin glargine > Sitagliptin +

+ metformin L HE metformin
Intermediate telephone call

Weeks 1, 2 (n=265)

1 not treated

Safety Population n=264

11 no postbaseline
efficacy data

Efficacy Population =253

EASIE=Evaluation of insulin glargine versESitagiigtifiin Insulin-naive patients

11



Continuous coverage of t

EASIE Trial: Efﬁcacy Population American Diabetes Associal
Primary Outcome at Week 24—
Change in A1C from Baseline

72nd Scientific Sessions

A

0

u Glargine + metformin
n=227
0.8 = Sitagliptin + metformin
'1 n=253

from baseline

-1.4
-1.6

Mean A1C reduction

Mean difference:
-0.59%
-1.72% (95% Cl, -0.77 to -0.42);
-2 (SE 0.06) P<0.0001

ard error
valuation of insulin glargine versE& SitkIiphf in Insulin-naive patients

Zasls L lE S
ﬁ Efficacy Population 72nd Scientific Sessions
A1C <7.0% and <6.5% Week 24

m Glargine + metformin (n=227) = Sitagliptin + metformin (n=253)
P<0.0001

. k;\

68% P<0.0001

ﬁj_

|
40%

% of subjects
A1C reduction

A1C <7.0% A1C <6.5%

EASIE=Evaluation of insulin glargine versESitagiigtifiin Insulin-naive patients

EASIE Trial: Continuous coverage of

American Diabetes Associal

Safety Population 72nd Scientific Sessions|

Hypoglycemia and Adverse Events

Glargine + Sitagliptin + Rate ratio

metformin (n=237)  metformin (95% Cl);
(n=264) P
All symptomatic 4.21(0.54) 0.50 (0.09) 8.45
hypoglycemia, (5.55-12.87);
events/patient year <0.0001

20/05/14

(SE)

* No differences in adverse events between treatment groups; serious
treatment-emergent adverse events occurred in 6% of those receiving

glargine and 3% of those receiving sitagliptin

ard error
valuation of insulin glargine versE& SitkIiphf in Insulin-naive patients

12



Metanalisis inhibidores DPP-4:
segunda linea

Combined with metformin: DPP-4 inhibitor v sulfonylurea

Seck 20107 -0.33(1.00) 576  -0.35(1.10) 559 11 0.02(-0.10t00.14)
Arechavaleta 20117* 0.46(0.92) 509  -0.52(0.86) 509 13 0.06(-0.05 0 0.17)
Study 020 phase B** -0.73(1.00) 198  -0.69(0.90) 107 3 -0.04(0.26100.18)
Filozof 201077 0.80(1.12) 503  -0.83(1.11) 490 8 0.03(0.11100.17)
Matthews 20107 0.03(0.78) 1518 -0.13(0.77) 1476 51 0.10(0.04100.16)
Goke 2010" -0.57(0.80) 423 -0.66(0.80) 423 14 0,09 (0.02100.20)
Subtotal (95% CI) 3727 3564 100 0.07(0.03100.11)

with prediction interval (0.02t00.13)
Test for heterogeneity: ©°=0.00, 7’=3.15, df=5, P=0.68, P=0%

Test for overall effect: 2=3.68, P0.001

EndoDrChen.con
Karagiannis T. BMJ. 2012;344:e1369
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Analogos GLP-1: agregado a
metformin

Exenatide bid! Exenatide Liraglutid enatide
semanal 2

Hbalc basal 8.02+0.8 83+1.1 83+11 8.03+0.8
(%)
Duracién de 6.8+4.9 8.0£6.0 53+5.1 6.8+5.5
DM (afios)
Duracién del 24 semanas 84 semanas 52 semanas 24 semanas
estudio (extension)
Reduccién de 0.96 +0.05 1.2+0.1 0.71+0.09 0.79 £0.05
Hbalc
% Hbalc <7% 49.8% 44.6% 51% 48.5%
Reduccién en 3.98+0.23 2.1kg 2.26 kg 2.96+0.23
peso (kg)
Sintomas Gl 50.6% 44.6% 51% 43.1%
1. Rosenstock ). Diabetes Care. 2013;36:2945 EndoDrChen.con 3. Garber A. Lancet. 2009;373:473
2. Diamant M. Diabetes Care. 2012;35:68:

Metanalisis inhibidores DPP-4:
segunda linea

‘Combined with metformin: DPP-4 inhibitor v GLP-1 agonist

Bergenstal 20107 0.90(131) 166 1.50.97) 160 —®— 42 060(0.35100.385)

Pratley 2011 0.88(1.06) 219 1.29(1.09) 221 58 0.41(0.21100.61)

Subtotal (95% C)) 385 381 - 100 0.49(031t00.67)
ity: = 2 =1, P=0.24, P=27%

Test for heterogeneity: t7=0.00, 3’=1.37, df=1, P=0.24, ’=27% h g — .

Test for overall effect: 2=5.22, P0.001
avours
DPP-4 inhibitor  active comparator

EndoDrChen.con

Karagiannis T. BMJ. 2012;344:e1369
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Healthy eating, weight control, increased physical activity

Initial drug -
monotherapy Metformin
Hypogiycemia
Weignt el
Costs b
fneeded o reochindiiduazed HOATctarge fer ~3 monihs proceed o 2iug combinaion
Wetformin Wetformin Wetformin Wetformin Wetformin
Two drug - ‘ * x .
sufonylurea | [Thiazolidine- | | opp4 ‘GLP1 receptor || [nsuin (usual
combinations i dione Inhibitor agonist b
Efficacy (4 HOALC). bigh-.—oot A tigh—— | intormte......
Hypoglycem Tow ik
Weight i i ral
Major side ypoglycemia | edema,HE s -
* & ot L
—
Wetformin Metformin Wetformin Wetformin
+ + + +
Three drug Sulfonylurea PP ‘GLP1 receptor
combinations Inhibitor agonist
+ +

W combinatin thrapy that ncludes basalinsulnhas failed to achieve HEA G arget afer 3 months,
ceed 0.3 more complex nsuin Siraiegy, usualy i combinaion wih 1-2 norinsuin ageris:

More complex = I
insulin strategies il

Diabetes Care, Diabetologia. (nutipie, daly doses)

19 April 2012 [Epub ahead of print]

Healthy eating, weight control, increased physical activity

Initial drug -
monotherapy Metformin
Hypogycenia
Weight
Cast b
fneeded o eachindidualzed HoA T targe afr ~3 months procoed o 2. combinton
Wetformin Wetformin Wetformin Wetformin Wetformin
Two drug - ‘ * x .
Suttonylurea | [Thiazoticine- | | opp4 GLP-1 receptor | [Insulin usua
combinations ™ dione Inhibitor agonist ey 5
Efcacy (4 HoAo) g igh rom—
Hypoglycemi Tow risk -
Weight ; ; b
Majorside ypogiycemia -] odoma HE txs 4|
Co 4 igh
PREEESEs S
Wetformin Metformin Wetformin Wetformin
+ + + +
Three drug Sulfonyiurea DPP4 GLP1 receptor
combinations nhibitor agonist
+ +
or [_oppad

I combinatin therapy that ncludes basalinsuln has failed to achieve HEA TG arget afer 3 months,
ceod 1o.3 more complex nsuin Siraiegy, suall i combinaion wih 1-2 norinsuin ageris:

More complex ) I
A : Insulin
insulin strategies insul
Diabetes Care, Diabetologia. {nuktziecalyjdoses)
19 April 2012 [Epub ahead of print]

TERCERA LINEA: AGREGADO A
METFORMIN + SU

EndoDrChen.con

20/05/14
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Efficacy and safety of the dipeptidyl peptidase-4 inhibitor,
sitagliptin, in patients with type 2 diabetes mellitus
inadequately controlled on glimepiride alone or on glimepiride
and metformin

0,4
0,3
0,2 —

0,1
) N . .

0,1 |__Toda la cohorte Glimepir de‘ Glimepiri d.e + u Sitagliptina
monoterapia metformin

0,2 i Placebo
21 -
0,5 N=106 N=106 .

-0,6

0,7 N=116  N=113

EndoDrChen.cos
Hermansen K. Diab Obes Metab. 2007;9:733

20/05/14

Linagliptin for patients aged 70 years or older with type 2
diabetes inadequately controlled with common
antidiabetes treatments: a randomised, double-blind,
placebo-controlled trial

02- -@- Linagliptin
-8 Placebo

I

g& = P T I

< N

AR

< \

8‘ -02 \\ 2/3 de los pacientes estaban

s N\ recibiendo 2 agentes orales de base,
é 04 '\i pero no hay un reporte de eficacia
g N por separado de este grupo

¥

3

2

3

3 ) B A
Weeks

EndoDrChen.cos
Barnett AH. Lancet. 2013;382:1413

TERCERA LINEA: AGREGADO A
INSULINA + METFORMIN

EndoDrChen.cos
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Addition of Sitagliptin to Insulin Therapy:
Study Design

« Patients with type 2 diabetes

+ Age >21years
+ Receiving insulin (including
glargine, detemir, ultralente, NPH, H
lente, or premixed insulin) alone
or with metformin 21500 mg/day
+ Not receiving premeal short-
acting insulin
* HbA, 27.5% and S11%

+ Continue on a stable dose of
insulin with or without metformin

+ Begin single-blind run-in period

'

placebo run-in | H
1 period 1 |
! I I 1

Scre_eT"g Week -2 Randomization Week 24
visif

l Single-blind 1
|

QD=daily. EndoDrChen.cos
T. Vilsboll et al. Diabetes, Obesity and Metabolism 12: 167-177, 2010.

20/05/14

Addition of Sitagliptin to Insulin Therapy: HbA,,
Change From Baseline Over Time

FAS Population (LOCF)

e 9o
o R
L

-0.1 1

(n=312)
-0.2 1

Difference

] 56%
-03 (P<0.001)

-0.4

-0.5 1

0.6 \ \

0.7 ! | (n=305)
. 1

-0.8

HbA,. LS Mean Change
From Baseline, % (SE)

T T T sitagliptin®
0 6 12 18 24 @ Placebo

Weeks

*Baseline mean HbA,: 8.72% for sitagliptin, 8.64% for placebo
FAS=full analysis set; LOCF=last ion carried
T. Vilsboll et al. Diabetes, Obesity and Metabolism 12: 167-177, 2010.

squares; error.

Addition of Sitagliptin to Insulin Therapy: HbA,, Change
From Baseline by Insulin Type

FAS Population at 24 Weeks (LOCF)?

Receiving Receiving Long- or
Premixed Intermediate-acting
Insulin Insulin
Mean baseline HbA,, % 859 850 876 8.69
=y
I=47)
=
ox [ sitagliptin
5 g M Placebo
?
a8
- m P-value for treatment by
e subgroup interacti
<E
a8
T -0.58 -0.61
P<0.001 P<0.001
*Excluding data after initiation of rescue therapy.
FAS=full analysis set; LOCF=last ion carri squares; error.

ed
T. Vilsboll et al. Diabetes, Obesity and Metabolism 12: 167-177, 2010.
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Addition of Sitagliptin to Insulin Therapy: HbA,, Change
From Baseline by Metformin Use

FAS Population at 24 Weeks (LOCF)?

Not Receiving Receiving
Metformin Metformin
Mean baseline HbA,, % 868 876 873 860
0.10
fym
g0
g < [ sitagliptin
ca Eriacebo
S<
s
-
©
FE
2
-0.55 _0.66
P<0.001 P<0.001

initiation of rescue therapy.
I analysis set; LOCF=last carried fa squares; error.

20/05/14

FA
T. Vilsboll et al. Diabetes, Obesity and Metabolism 12: 167-177, 2010.

Addition of Sitagliptin to Insulin Therapy:
Proportion of Patients at HbA,. Goal

FAS Population at 24 Weeks (LOCF)?

P<0.001
15

® 12,8 [sitagliptin (n=305)

§ [ Pracebo (n=312)

o

o 10

<

E

= P=0.584

o 5,1

2 5

H

5 23 19

B} I
0

<7.0% <6.5%

HbA,, Goal

ing data after initiation of rescue therapy.
I analysis set; LOCF=last observation carried forward:en cor

T. Vilsboll et al. Diabetes, Obesity and Metabolism 12: 167-177, 2010.

Andlogos GLP-1: agregado a insulina

Exenatide bid! Exenatide aglutide™? enatid
semanal
NA %

Hbalc basal 8.32+0.35 8.2+0.7 8.49
(%)
Duracién de 127 NA 8658 125+7
DM (afios)
Duracién del 30 semanas NA 24 semanas 24 semanas
estudio
Reduccién de 0.69% (IC NA 0.52% (IC 0.4% (IC
Hbalc 0.46-0.93) 0.36-0.68) 0.6-0.2%)
% Hbalc <7% 60% NA 43% 28.3%
Reducciénen 1.8 (1.1-2.5) NA 0.79 1.3(1.8-0.7)
peso (kg) (0.08-1.49)
Sintomas GI 41% (Ndusea) NA 14.1% 40.2%
1. Buse JB.Ann Intern Med. 2011;154:103 EndoDrChen.cor 3. Riddle MC. Diabetes Care. 2013;36:2489

2.DeVries JH. Diabetes Care. 2012;35:1446
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DATOS NUEVOS EN SEGURIDAD

EndoDrChen.con

20/05/14

Saxagliptin Assessment of Vascular Outcomes
Recorded in Patients With Diabetes Mellitus—
Thrombolysis in Myocardial Infarction

ISAVOR-TIMI‘ 53 Stud‘

e B 2 s Colla Teams. Any potential promotional
w and approval and loca al practices and policies.

AstraZeneca@

Kaplan-Meier Rates of the Primary Composite
%

Saxagliptin: 7.3%*
Rate/100 person-yrs — 3.7
HR 1.00; 95% CI, 0.89-1.12
P<0.001 (NI)
P=0.99 (superiority)

Placebo: 7.2%*
Rate/100 person-yrs — 3.7

Patients With Endpoints (%)

0 180

Placebo 8212 7983
Saxagliptin 8280 8071

*K-M event rates are presented after 2 yrs,

bo; Saxa: saxagliptin
10.1056/NEIM:

AstraZeneca@

18



Individual Components of the Composite Endpoints

Saxagliptin Placebo
n (%)* n (%)*
Efficacy endpoint (N = 8,280) (N=8,212) HR(95% Cl) P value

CV death 269 (3.2) 260(2.9) 1.03(0.87-1.22) 0.72
mi 265 (3.2) 278(3.4) 0.95(0.80-1.12)  0.52
Ischemic stroke (1.9) 141 (1.7) 1.11 (0.88-1.39) 0.38
Hosp for UA 97 (1.2) 81(1.0) 1.19(0.89-1.60) 0.24

Hosp for HF 289 (3.5) 228 (2.8)  1.27(1.07-1.51) 007

Hosp for
coronary revasc. 423 (5.2) 459 (5.6) 0.91 ( 4)  0.18

*K-M event rates are presented after 2 yrs,

BM, et al. NV EnglJ Med. 2013.10.1056/NEIMoa1307684
ristol-Myers Squibb Astrazeneca'}

Baseline NT-pro BNP and

Preliminary data (N=12,397 patients; 387 HF events)

mSaxagliptin ®mPlacebo p=0.024 for Q4
10.9%

HR 1.27 95% CI (1.04-1.55) p=0.02

(overall HR for Saxagliptin versus Placebo in those with
baseline NT-proBNP data)

Hosp. for Heart Failure (%)

0.1% 0.1%

at Q2 Q3 Q4
(5-64) (65-140) (141-332) (333-46,627)

Quartiles of NT-proBNP (pg/mi)
2 1 and Bhatt DL. Presented at: EASD; September 2013; Barcelona, Spain.

) Bristol-Myers Squibb AstraZeneca@

Hypoglycemia

M Saxagliptin ™ Placebo

p<0.001
p=0.002

15,3%

13,4% 2%

12,5%

p=0.047
2,1% 1,7%

0,6% 0,5%
| [ ] ——

Any Minor Major Requiring
Hospitalization

Major - required assistance to actively intervene
Minor — symptoms, but recovered by themselves within 30 minutes,
or glucose level < 54 mg/dl, regardless of symptoms.

5% Bristol-Myers Squibb Astrazeneca'}

20/05/14
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Hypoglycemia Stratified by Diabetic Medication Use

Event Rate per
100 Patients Years
———Saxagliotin Placebo __________ Hozardratio
Baseline Diabetes Med. Use
Treated 104 9.0 - 115
Untreated 3.0 2.1

Insulin
Yes

No

Insulin alone
Yes 17.4

Sulfonylurea
Yes

No 10.3
Metformin alone
.4

No 12.2

ITT population Fan
Ra ind Bhatt DL. Presented at: EA!
ristol-Myers Squibb AstraZeneca@

savor .Changes.in .
TImL53 Microalbuminuria

Shift from baseline category
(<3.4, 23.4 - £33.9, or >33.9 mg/mmol)

H Saxagliptin ®Placebo

global p<0.001

16%

Worsened Improved

End of Treatment
Scirica BM, Bhatt DL, Braunwald E, et al.... Raz |. NEJM 2013 at www.NEJM.org.

Savor Pancreatic Events

TIMI 53

Placebo Saxagliptin
(N=8,212) (N=8,280)

Pancreatitis (adjudicated), n (%)
Any 21(0.3) 24 (0.3)

Acute (Definite) 9 (0.1) 17 (0.2)
Acute (Definite or Possible) 16 (0.2) 22 (0.3)

Acute (Possible) 7(0.1) 6(0.1)
Chronic 6 (0.1) 2(0.02)

Pancreatic Cancer, n (%) 12 (0.1) 5 (0.06)

Scirica BM, Bhatt DL, Braunwald E, et al.... Raz |. NEJM 2013 at www.NEJM.org.
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“ ORIGINAL ARTICLE ”

Alogliptin after Acute Coronary Syndrome
in Patients with Type 2 Diabetes

William B. White, M.D., Christopher P. Cannon, M.D., Simon R. Heller, M.D.,
Steven E. Nissen, M.D., Richard M. Bergenstal, M.D., George L. Bakris, M.D.,
Alfonso T. Perez, M.D., Penny R. Fleck, M.B.A., Cyrus R. Mehta, Ph.D.,
Stuart Kupfer, M.D., Craig Wilson, Ph.D., William C. Cushman, M.D.,
and Faiez Zannad, M.D., Ph.D., for the EXAMINE Investigators™

EndoDrChen.co
Hazard Ratio for
Placebo Alogliptin Alogliptin Group
End Point (N=2679) (N=2701) (95% CI) P Value®
no. (%)
Primary end pointi 316 (11.8) 305 (11.3) 0.96 (<1.16) 032
Components of primary end point
Death from cardiovascular causes 111 (4.1) 89 (3.3) 0.79 (0.60-1.04) 0.10
Nonfatal myocardial infarction 173 (6.5) 187 (6.9) 1.08 (0.88-1.33) 0.47
Nonfatal stroke 32(12) 29 (L.1) 091 (0.55-1.50) 071
Principal secondary end point§ 350 (13.4) 344 (12.7) 095 (<1.14)} 026
Other end points
Death from any cause 173 (6.5) 153 (5.7) 0.88 (0.71-1.09) 023
Death from cardiovascular causes§| 130 (4.9) 112 (4.1) 0.85 (0.66-1.10) 021
EndoDrChen.co

EXAMINE e ICC

* Analisis post hoc eliminando el punto final de
muerte del punto primario

HR de falla cardiaca 1.19 (p 0.22)
Consideraciones:

— Cambiaron la definicidn de falla cardiaca

— Analisis post hoc
Cuando se combinan los datos de SAVOR y
EXAMINE HR 1.24 (IC 1.07-1.45)

EndoDrChen.cos
EASD Barcelona 2013
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VIVIDD

* Vildagliptin in ventricular dysfunction diabetes
trial

* Estudio de no inferioridad en 254 pacientes
con ICC, NYHA I-111

* Aumento en volumen ventricular izquierdo
telediastodlico y volumen telesistdlico

EndoDrChen.cor

20/05/14

Andlogos GLP-1

* No hay estudios aleatorizados controlados

publicados con analogos de GLP-1

¢ Estan en marcha

EndoDrChen.cor

Metanalisis: presion arterial sistdlica

Trial

No of patients

6Ll
agonist group

Astrup 2010 82
Apovian 2010 9%
Bergensthal 2010 160
Bunck 2009 36
Davies 2009 118
Moretto 2008 78
Garber 2009 27
Zinman 2009 178
Kendall 2005 241
Buse 2004 129
Diamant2010 233
Heine 2005 282

Overall; P=0.00

Control
group.
78
98
166
33
17
77
212
177
247
123
23
267

Mean change
(standard deviation)

GLP-1R  Control Weighted mean

agonist group group difference (95% C1)
-6.9(1.3) -4.0(1.2) -
9.4(14) 2.0(1.6) -
3.2(127) 0.8(12.7) —
+3.5(12.8) 0.9 (18.0)
-2.9(13.0) 0.7(13.0) —_—
-4.3(13.3) -0.08 (12.3)

-3.6(14.1) 0.7(13.7) ———
5.6 (14.7) -1.1(16.0) —_—
2.0(15.0) 1.1(14.7) —
0.8(15.7) -1.6(14.3) Pl
3.0(16.6) -0.6 (14.9) ——
-4.1(17.8) 0.6 (16.0) —
-
118 0
EndoDrChen.cor

Weight
(%)

1059
1059
872
4.09
805
7.23
8.86
821
885
7.61
856
263
100.00
11.8

Vilsbol T.

Weighted mean
difference (95% C1)
-2.90 (3.29t0-2.51)
-7.47 (-7.86 10 -7.08)
-4.00 (-6.76 t0 -1.24)

+4.40 (11.83 10-3.03)

3.60 (6.9310-0.27)
-4.22 (-8.2510-0.19)
430 (-6.93t0-1.67)
450 (7.6910-1.31)
3,10 (-5.7410-0.46)
-2.40 (-1.30 10 6.10)
2,40 (:5.29 10 0.49)
-3.50 (-6.3310-0.67)
3.57 (:5.49101.66)

BMJ. 2012:344
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Metanalisis: colesterol total

No of patients

Mean change
(standard deviation)

Trial GLP-1R  Control  GLP-IR  Control Weighted mean
agonistgroup group agonistgroup group difference (95% C1)

Heine 2005 282 27 0107 0009 —-—
Bergensthal 2010 160 166 01(0.7) 00(0.8) —
Buse 2009 129 123 0107 010.7) -

Davies 2009 18 17 0408 0208 — it
Kendall 2005 21 27 0008 0109 —-
Diamant2010 233 23 0108 0007 e
Bunck 2009 36 33 0308 -0206)

Defronzo 2010 45 45 0.13(0.8) 0.4(0.8)

Moretto 2008 78 77 0109 0209

Zinman 2009 178 177 0.2(1.2) -00(1.3)

Overall; P=0.468 <>

-0.643 o
EndoDrChen.co

Weight
(%)

18,57
1230
11.22

9.04
15.64
17.92

3.09

3.08

424

4.90

100.00
0.643

Vilsbol T.

Weighted mean
fference (95% C1)

0.09(:0.23 19 0.05)
006 (0.11100.23)
-0.18(:0.35 t0-0.01)
-0.15 (0,34 10 0.04)
-0.07(:0.22100.08)
-0.08 (:0.22 10 0.06)
-0.10 (0,43 100.23)
0.31(:0.64190.02)
-0.30 (:0.5810-0.02)
.18 (:0.44 0 0.08)
-0.10 (-0.16 10 0.04)

BMJ. 2012:344

20/05/14

Metanalisis: efectos en ALT

Mean concentration
fter treatment

No of patients

agonistgroup group

Trial GLP-1R
Astrup 2009 82
Zinman 2009 175
Bunck 2009 36
Garber 2009 77
Nauck 2009 234
Pratley 2010 205

Russel-jones 2009 223
Diamant2010 233

Marre 2009 226
Heine 2005 282
Moretto 2008 78

Bergensthal 2010 160
Overall; P=0.022

a
(standard deviation)

Control ~ GLP-1R  Control

156 21.0(10.1
33 2340115
22 265024
116 27.7(15.2
203 27.9(16.5)
11 2830165 299(6.1)

Weighted mean

agonistgroup  group difference (95% CI)
8 20.5(93) 25.8(23.0)
) 23.0(13.6)

) 25.9(12.2) ——

) 29.6(15.3) —

) 31.9(25.0)
) 28.8(15.4)

23 284(18.4) 27.1(15.0)
107 29.3(23.0) 29.0(23.0)
267 29.6(13.9) 31.8(20.4)
77 307(19.9) 25.2(10.0)

166 33.2(31.0) 27.8(15.5)

-10.8

EndoDrChen.cos

Weight
(%)
385
3.50
1164
12.78

———  4u8

3.97
4.49
15.84
16.25
807
11.50
3.65
100.00
108

Vilsbol T.

Weighted mean
difference (95% C1)
5.40 (0.05 1010.75)
-2.50 (81110 3.11)
1.30 (1.7810 4.38)
2.20(-5.14 t0 0.74)
5.50 (0.54 10 10.46)
0.34(-4.93105.61)
+4.20(-9.15 10 0.75)
-3.13 (5.77 10 -0.49)
2,05 (-4.65 10 0.55)
1.61(-5.31 to 2.09)
0.90 (-3.99 10 2.19)

-5.22(10.71100.27)
119 (2.2410-0.14)

BMJ. 2012:344

Metanalisis: cambios en peso corporal

Trial

Noof patients

Control

agonistgroup group

Bergenstal 2010
Buse 2004

Russellones 2009
Heine 2005
Astrup 2009
Elkin 2010
Davies 2009
Rosenstock 2010
Zinman 2009
Apovian 2010
Bergenstal 2009
Bunck 2009
Marre 2009
Nauck 2007

Overall; P=0.00

160 166
129 123
21 27
21 29
78 78
22 122
26 8
233 23
45 45
230 114
282 267
9 98
20 20
1us 17
7 70
178 177
% 98
126 124
36 33
234 114
253 28

(standard deviation)

GLPIR  Control
agonist group group.

230.0) 0803) -
16(.4) 06(3) -
16(.0) 0961 -
34(.0) 10018 .
31027 14@7)
2802 1503) .
2508 1009 e
26(.0) 1460) -
280.4) 15064  —e—i
18(5.0) 0.4 (4.1) —
23(.9 1860 -
7205 2805 .
3205 1609 -
270.4) 3064 —=—
510.5) 16005 .
20(4.0) 0.6(40) o
62(0.5) -40(0.5) .
19(.8) 61648 —e—
36(.6 1066 —e—t
02(0.0 -0.1(0.6)
25(3.2) 29G60) =

-

7.6
EndoDrChen.cos

Weighted mean

Weight  Weighted mean
)

4.98 150 (1.9710-1.03)
474 -1.00(1.8310-017)
493 0.70(1.2610-0.14)
498 2.42(2.8810-1.96)
474 170(2:5310-0.87)
500 130(13610-1.24)
421 3.50 (4:8910-2.11)
4.93 6,00 (4.5510-3.45)

421 -430(5.69t0

e

459 -1.38(23810-038)
486 -£10(4.7610-3.46)
508 -4.40 (456 10-4.26)
499 -1.60(2.0410-1.16)
472 5.71(6.5710-4.85)
508 3.50(3.6610-3.34)
474 2.60(3.4310-177)
508 2.19(23410-2.00)
446 6.00(7.1610-4.80)
359 -4.60(6.5610-2.64)
5.08 -0.10(0.22100.02)
494 5.40(5.9410-4.86)
100.00 2.90 (3.59102.22)

7.6

Vilsbol T. BMJ. 2012:344
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Estudios de resultados CV entre clases de farmacos
antidiabéticos que empezaran a reportar en 2013

SXAMINE /" carouna |, CAROLINA
Alogliptina {| N=s000 |} Final
i .
2 599; 58(1)3 3 A2 ,:' N=6,000 [Tioveai
=5 M ulio2015 |/ Ago 2017
T . [:otear
SAVOR-TIMIS3 B S T
Saxagliptina TECOS A QRELAA CARMELINA O Estuos dela
=8 \ y inagliptina
p ol U | I T A ([
n=16 i e /
N=14,000

l 12 20

ELIXA LEADER EXSCEL REWIND
Lixisenatida Liraglutida Exenatida Dulaglutida
(N =6,000) (N=9,341) (N=9,500) (N=9,622)

SUSTAIN-6
Semaglutida
(N =3,260)

Al anglss ntermedio, eL: 77

20/05/14

POR QUE ES TAN IMPORTANTE
EVITAR LA HIPOGLICEMIA?

EndoDrChen.cos

1. Ginde AA et al. Diabetes Care. 2008:31:511-513 EndoDrChen.cos
2. Matyka K et al. Diabetes Care. 1997:20(2):135-141

380,000 Emergency Department visits per year
in the U.S (1993 -2005) were attributed to Hypoglycemia

» 5 million emergency department visits? between 1993
and 2005 for hypoglycemia’

— 25% resulted in hospital admission

— 72% of patients had hypoglycemia as the primary
(first-listed) diagnosis

— ~44% of reported cases occurred in adults
265 years of age

24



Characteristics of Patients at an Increased Risk of
Hypoglycemia

Insulin/ Insulin
secretagouge

Impaired
awareness

Advanced age

Hypoglycemia

Missed/
irregular meals

Long duration
of diabetes

1. Henderson JN et al. Diabet Med. 2003;20:1016-1021 EndoDrChen.col
2. Miller CD et al. Arch Intern Med. 2001:161:1653-1659.

20/05/14

Complications and Effects of Severe
Hypoglycemia

Plasma glucose level

1. Landstedt-Hallin L et al. Intern Med. 1999;246:299-307.

2. Cryer PE. | Cln Invest. 2007;117(4):868-870.

EndoDrChen.cos

g0
100-
-5 %0-, -
a0 Increased Risk of Cardiac Progressive
-4 i i
EO—
v = = Abnormal prolonged cardiac = Cognitive impairment
s repolarization— = Unusual behavior
s0-| 1QTcand QTd + Seizure
o = Sudden death + Coma
20-| *Brain death
_, -
10-|
ihi

Cambios ECG en hipoglicemia

ECG

Hypogly i p value
HR 1.052 £ 0.061 1.197 + 0.128 <0.0001
QTec 1.040 + 0.031 1.074 + 0.054 <0.0001
TpTe. 1.031 £ 0.032 1.074 + 0.071 <0.0001
QTpc 1.058 + 0.071 1.106 + 0.096 <0.005
ToTe, 1.058 £ 0.071 1.106 = 0.096 <0.005
RTp. 1.044 + 0.039 1.068 + 0.056 <0.01
STo: 0.994 + 0.141 0.940 + 0.193 <0.1

EndoDrChen-co

Nuryani N. Annals Biomed Eng. 2012;40:934
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Severe Hypoglycemia Causes QTc Prolongation

o o J A ﬂ\'\'}\"‘u\‘ My f”‘f‘«fM AV e i
e ¥

| aLIAEEN
!

20| P=NS

Mean QT interval, ms

380 Significant QTc prolongation

360, hypoglycemia
Euglycemic clamp Hypoglycemic clamp
(n=8)

« Baseline (t=0) gllhem:llr:::: av;mhdrawal

ACCORD?

= End of clamp (t=150 min)

EndoDrChen.con
Landstedt-Hallin L et al. J Intern Med. 1999;246:299-307.

20/05/14

Sudden death in type 1 diabetes:
The mystery of the ‘dead in bed’ syndrome

Emily Tu™®, Stephen M. Twigg ™°, Christopher Semsarian * ¢

Type 1 Diabetes == =P Sudden Cardiac
Death

Other Possible Factors
e.g. Genelic Predisposition

Frdobrchencer TuE. Int J Cardiol. 2008

Hipoglicemia e isquemia miocardica

Episodes with Episodes
Total chest pain/ with ECG

episodes angina abnormalities
Hypoglycemia 54 10* 6*
Symptomatic 26 10* 4+
Asymptomatic 28 — 2
Normoglycemia without rapid changes N/A 0 0
Hyperglycemia 59 1 0
Rapid changes in glucose (>100 mg-dl™'+h™") 50 9* 2

*P < 0.01 vs. episodes during hyperglycemia and normoglycemia.

Frdebichencom  pasouza C. Diabetes Care. 2003;26:1485
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Hipoglicemia y mortalidad
cardiovascular

Unadjusted Association Between Mean BG and In-Hospital Mortality
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Kosiborod M. Circulation. 2008;117:1018-1027
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Hypoglycemia May Be a Barrier to Glycemic Control in
Patients With Type 2 Diabetes

Hypoglycemia is an important limiting factor in glycemic management and
may be a significant barrier to treatment adherence.

Fear of hypoglycemia is an additional barrier to control.

— Astudy in patients with type 2 diabetes showed
increased fear of hypoglycemia as the number of mild/
moderate and severe hypoglycemic events increased.

EndoDrChen.con
Amiel SA et al. Diabet Med. 2008;25(3):245-254.

M Type 1 Diabetes

W Type 2 Diabetes
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fear insulin dose food concerns about someone to the next day
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Endobrchen o3 en er-Iglesias. J Fam Prac. 2012;61(10):51
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Otras consecuencias

* Ansiedad

* Depresién

* Uso de recursos de salud

¢ Costo

* Pobre adherencia a tratamiento
* Accidente automonitriz

¢ Fracturas

FrIIERen R noghissi E. Endocr Pract. 2013;19(3):526
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Mecanismos lesionales de
hipoglicemia

{ Aumento de

atecolaminas

EndoDrChen.com

Scott SA. Diabetes.

Mecanismos lesionales de
hipoglicemia

Hypoglycemia Empeoramiento
S unawareness y
Hipoglicemia [l 3 falla » o
autonémica Elecelcenia

EndoDrChen.com

Scott SA. Diabetes.
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Healthy eating, weight control, increased physical activity

- Initial drug
monotherapy Metformin
e
sy
Vo s B e e g
et e sl
. 5 . b
- Iwodrug iazolidine- -1 recey
Combmatons stane || [rea [
e
e L et
SR EERD
e
! by b b
i Three drug Thiazolidine- DPP4 ‘GLP-1 recaptor.
1 combinations dione. Inhibitor agonist
e |||

5 More complex_
insulin strategies

Recomendaciones para evitar hipoglicéia“"

Diabetes Care, Diabetologia. 19 April 24
[Epub ahead of print]
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SON TODAS LAS TERAPIAS
BASADAS EN INCRETINAS IGUALES?

EndoDrChen.cos

Inhibidores de DPP-4

* Cémo se pueden diferenciar?

* Farmacocinética

— Excrecidn renal con todos los agentes renales

excepto linagliptina

— Interacciones con citocromos: saxagliptina
¢ Farmacodinamia: no mucha diferencia

* Seguridad: no mucha diferencia. Pancreatitis
sitagliptina? Elevacion transaminasas

vildagliptina?

EndoDrChen.cos
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Diferencias entre inhibidores de DPP-4

* En la practica clinica, realmente no hay mucha
diferencia y no hay un claro factor
diferenciador para escoger entre los
diferentes agentes

+ Unicamente tener cuidado con AEC y ajustar
la dosis en caso necesario

EndoDrChen.con
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GLP-1 receptor agonists

SC administered peptides
' 1
Human GLP-1 backbone Exendin-4 backbone

Weekly Once-daily Weekly QD BID
(CTaspoglutide Liraglutide | [ Exenatide QW Exenatide
Albiglutide (LcJc-1134-PC Lixisenatide |

LY2189265
CJC-1131
Semaglutide

EndoDrChen.con

_ Inhibidores de DPP-4 Andlogos de GLP-1

Eficacia en reduccién de Y Y
Hbalc
Reduccién de eventos - ?

cardioavsculares

Mejoria en parametros - S
intermedios
cardiovasculares

Falla cardiaca X? /?
Sostenibilidad del v V44
control glicémico

Tolerabilidad V44 4
Pérdida de peso 4 SIS

EndoDrChen.con
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Conclusiones

* La terapia basada en incretinas puede usarse en
primera, segunda o tercera linea de tratamiento

¢ Los inhibidores de DPP-4 son al menos igual de
efectivo comparado con metformin y SU, con
mejor tolerancia y muy bajo riesgo de
hipoglicemias

* Datos nuevos de seguridad son tranquilizantes en
la parte pancreatica, se debe poner cuidado con
los datos de ICC

EndoDrChen.cor
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