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Agenda

* Hay diferencias entre inhibidores de DPP-4?
 Saxagliptin/metformin XR, diferencias

* Cudl es la importancia de la formulacién?

» Seguridad cardiovascular y datos en ICC
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Inhibidores de DPP-4

Sitagliptina

Vildagliptina

Linagliptina

Saxagliptina

Alogliptin

Hay alguna diferencia entre ellas?
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Inhibidores de DPP-4

* Eficacia clinica:
— No hay estudios comparativos directos
— Comparaciones indirectas muestran eficacia similar
* Posologia:
— OD: sitagliptina, linagliptina, saxagliptina, alogliptina
— Bid: vildagliptina
* Por seguridad hepatica en fase Il

— Semanal: omariglitptina
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Diferencias cinéticas

¢ Inhibicién del DPP-4
— No relevante por tener vidas medias largas de
inhibicion
* Via de eliminacion
— Renal: sitagliptina, saxagliptina, vildagliptina
« Reducir dosis 50% si AEC <50 cc/min
— Hepadtico: linagliptina
* No ajuste de dosis en insuficiencia renal
« La ventaja se pierde en combinacién con metformin
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Diferencias cinéticas

* Sustrato de citocromos:
— CYP3A4: saxagliptina

— Interacciones con inhibidores o inductores
potentes como ketoconazole
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Otras diferencias

* Seguridad cardiovascular:
— Estudios publicados: SAVOR y EXAMINE
— Todos los demds en curso
* Terapia combinada:
— Metformin liberacién rapida: sitagliptina,
vildagliptina, linagliptina
— Metformin XR: saxagliptina
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ADHERENCIA A MEDICAMENTOS
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Adherencia

* Pacientes con DM-2 con muchisima frecuencia
son polimedicados

¢ Entre mas nimero de medicamentos, menor
adherencia
— Efectos adversos
— Interacciones
— Costos
— Confusién/olvido
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Adherencia e impacto clinico
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Odds Ratio (95% Confidence Interval)

All-Cause Mortality All-Cause Hospitalization
Nonadherence Nonadherent No. of | - |
Measure Patients, % Patients Unadjusted Adjusted* Unadjusted Adjusted*
Summary measure 23 11532 1.49 (1.22-1.81) 1.81(1.46-2.23) 1.27 (1.15-1.42) 1.58 (1.38-1.81)
Antihypertensives 194 6217 154 (1.20-1.97) 1.58 (1.22-2.05) 1.39(1.21-1.60) 1.44 (1.24-167)
Statins 248 6486 160(121213)  207(154280)  117(101-136)  139(1.18-163)
Oral hypoglycemics 23 7883 125(097162)  139(107-182)  131(116149)  138(121-158)

EndoDrChen.cor

Ho PM. Arch Intern Med. 2006;166:1836

Por lo tanto...

* Esquemas de tratamiento simplificados
pueden mejorar la adherencia

* Menor nimero de tabletas

¢ Menor cantidad de tomas diarias de la tableta
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SAXAGLIPTINA/METFORMINA XR
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Saxagliptin/metformin XR: mecanismos de accion complementarios

Saxagliptin Metformin

Lower levels of the incretin hormone
GLP-1 are released from the gut

n patients with type 2 diabetes
Saxagliptin inhibits DPP-4 enzyme.
activity

Saxagliptin increases () incretin

concentrations in the bioodstream

Decreases (4 ) intestinal
glucose absorption

in response to 4 GLP-1 concentrations: : 5y Insulin secretion remains unchanged
4 glucagon release A insulin release while fasting insuln levels and
from s cells rom B cells day-long plasma insulin response may

decrease

ver = 7 [ e

ST :

in response to 4 insulin release:
 peripheral glucose uptake

Improves insulin sensitivity and 4
glucose uptake and utilization

GLP=glucagon-like peptide; DPP=dipeptidyl peptidase.
1. Verspoh E1. Pharmacol Ther 2009;124:113-138.
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saxagliptin and metformin HCI XR: Fixed-Dose
Combination Therapy Tablets

Kombiglyze XR
Metformin XR: core tablet ( 5/500

-

2511000

Inner layer: seal coat

Tablets not actul size
Outer layer: color

Saxagliptin: spray-coated layer
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Release of Saxagliptin and Metformin XR
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Saxagliptin/metformin XR Improved
Glycemic Control Over 24 Hours

= saxagliptin/metformin XR produced significant reductions in average blood glucose
concentrations over the 24-hour dosing interval

( 24-Hour Glucose Profile Based on
.
Study Design’ 0 Repeated Blood Samples at Week 4
® Phase 3, d-week, multicenter,
multinational, randomized, double-blind,
placebo-controlled =
Adults (18-77 years) with type 2 diabetes 2 e
Inadequate control for 28 weeks with E /
metformin IR 1500-2550 mg/day or @
metformin XR 2000 mg/day 8
A1C7%-10% E
Saxagliptin 5 mg vs placebo s add-on to OL £ s
metformin XR (1500-2000 mg) taken once g
daily with the evening meal =
100
T — T T T
1800 0000 0z00 0700 1200
Dinner Midnight Breakfast Lunch End of Visit
o~ Saxagiiptin 5 mg + metformin XR (n=41)
FPG=fasting plasma gucose; PPG=postprandial glucose; Placebo + metformin Xk (n=44)
DPP-dipenciy peptdase; 6ZGpen
.
1. Stenlsf K et al. Curr Med Res Opin 2010,26(10):2355-2363. EndoDrChen.com
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Saxagliptin/metformin XR is Bioequivalent to Single
Components Saxagliptin and Metformin XR tablets

Mean Plasma Concentration vs. Time Profile

—4—Saxagliptin/imetformin XR 5
mg/500 mg FOC (fed)

~#=Saxagliptin 5 mg + metformin
XR 500 mg (fed)
Saxagliptin/metformin XR 5
mg/500 mg FDC (fasted)

These studies demonstrated that
in healthy subjects the
saxagliptin metformin XR
combination tablets are
bioequivalent (same exposure)

Plasma saxagliptin
concentration (ng/mL)

to coadministration of
corresponding doses of

saxagliptin and metformin XR as 800
individual tablets under fed ey
conditions EE 6001 =
%5 s00 'l
535 /
EZ 400 P\
25 300 | [§
200
)7
100 4
0 = o
36 48

12 2
EndoDrChen.com Time post-dose (b}

Boulton et al Clin Drug Investig 2011; 31 (9)

Saxagliptin + metformin IR vs metformin IR

Pacientes virgenes de tratamiento
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needing rescue:

Treatment-Naive: A1C*

Mean Change in A1C From Baseline at Week 24

Saxaglptins mg Metformin iR * Mean daily metformin IR doses at Week 24 were 1790 mg
“Metformin IR +Placebo for saxagliptin 5 mg + metformin IR and 1817 mg for

05 w3 metformin IR + placebo*
Mean aseine=s | Mean baseine=9.6%

1
0
= The proportion of patients discontinued or rescued for

- metformin IR alone, saxagliptin 10 mg, saxagliptin 5 mg
g + metformin IR, and saxagliptin 10 mg + metformin IR was
2 4 10.1%, 21.2%, 7.5%, and 5.9%, respectively’
245 *® Incidence of reported hypoglycemia® was 3.4%
£ in treatment-naive patients given saxagliptin
5 2 -20 5 mg + metformin IR and 4.0% in patients given metformin
] IR+ placebo
g
E | "Los']

(95% CI: 0.7, -0.4) * Adverse reactions with saxagliptin 5 me + metformin IR

3 reported in 25% of patients and more commonly than in

patients treated with metformin IR + placebo were
headache (7.5% vs 5.2%) and nasopharyngitis (6.9% vs

Least squares mean adjusted for baseline value.
P<0.0001 compared to metformin IR + placebo.

A concurrent glucose measurement was ot required or was normal in some patients. Therefore, it s not possible to conclusively
determine that all these reports reflected true hypoglycemia.

IR=immediate release; Cl-confidence interval EndoDrChen.con

1. Jadzinsky M et a. Diobetes Obes Metob 2009;11:611-622.
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Initial combination with metformin: 76-

week extension
Change in HbA, from baseline

ESAXA5mg + MET  [ISAXA 10 mg + MET [] SAXA10mg [ MET
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N=1306 N=966 N=612
468 12 16 20 24 30 37 50 63 76

*Post hoc p<0.0001 vs both SAXA 10 mg and MET alone,
MET: metformin; SAXA: saxagliptin

EndoDrChen.con
Pfbtzner, A et al. Diobetes, Obesity and Metabolism 13: 567-576, 2011

Saxagliptin + metformin IR vs
placebo + metformin IR

Pacientes no controlados con
metformin
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Uncontrolled on Metformin
Monotherapy: A1C*

= AIC reduction with saxagliptin 5 mg +

—B— saxagliptin 25 mg + metformin IR (1=186) metformin IR was -0.7%" (baseline=8.1%, n=186) at
Week 24, us an increase o 03%wth placebo +
s —&— saxagliptin S mg + metformin IR (n=186) metformin IR (baseline=8.1%, n=175)
Placebo + metformin IR (1=175)
02 * AIC reduction with saxagliptin 2.5
£ metformin I was 0,65 (baseine-8.1%,n=186) at
g Week 24
£ oo
a = Mean daily metformin IR doses at Week 24 were
£ 02 T 1897 mg, 1872 mg, and 1870 mg for saxagliptin 5
£ (95% Ct:-1.04-0.6) mg + metformin IR, saxagliptin 2.5 mg + metformin
5 04 IR, and placebo + metformin IR, respectively’
% o E
e * The proportion of patients who discontinued or
H] who were rescued in the saxagliptin 8
= saxagliptin 5 mg, and placebo + metformin IR
10 groups was 15%, 13%, and 27%, respectively,
8L 4 6 8 12 16 20 Ed 2 * Incidence of reported hypoglycemia® was 5.8%
Weeks Locr with saxagliptin 5 mg + metformin IR and 7.8%
with saxagliptin 2.5 mg + metformin IR, vs 5%
+ Icldes pticoswith bsclin and Wek 2 oo with placebo + metformin IR

Wk 24 (LOCF) nludse it -t paultion sin st abscrationon sy
e i R
e =Bt or b vae. .

00001 v metrmin - e ek 25
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Oefronzo R . DiobetesCore. 2009,329)1643-1655,
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Saxagliptin added to metformin: 102-week extension
HbAlc mean change from baseline
[SAXA 10 mg + MET [[ISAXA 5 mg + MET [|SAXA 2.5 mg + MET [ PBO + MET

Baseline HbA,: 8.0 - 8.1

047" Diabetes duration: 6.3 - 6.7 years
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Patients

BL: Baseline; MET: Metformin; PBO: Placebo; SAXA: Saxaglipt

Ravichandran S, et al. Diabetologia 2009; 52(Suppl. 1):560 [Abstract]. Presented as an Oral Presentation
at the European Association for the Study of Diabetes Congress, VieAnaAustiiay September 2009
[Presentation no. 132]

Patients Achieving A1C <7% at Week 24*

saxagliptin 5 mg Metformin IR saxagliptin 5 mg Placebo
“+ Metformin IR + Placebo “+ Metformin IR +Metformin IR
n=307 =314 n=186
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Percent of Patients Achieving AIC <7%
Percent of Patients Achieving A1C <7%

.I i |
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* Patients achieving ALC <7% with saxagliptin
2.5mg, 5 mg, 10 mg + metformin IR was 37%,
44% and 44% vs 17 % placebo + metformin IR ; P
<0.0001 at Week 24.

using o
piogltazone rescue therapy for patients neecing rescue
* P<0.05 compared to placebo + metiormin .
mediate release. il
alvz
. iyt Dt Oes Mot 20091561162 komhiglyze xr
2. DeFronzo R et a. Diabetes Care. 2009,32(9)1649-1655, saxagiptn and metformin HOI
exendecelease) 2D




Changes in Other Parameters

= Decrease in body weight in patients given Kombiglyze XR was similar to
that in patients given metformin IR alone

= Saxagliptin plus metformin IR was not associated with significant
changes from baseline in fasting serum lipids compared to metformin
IR alone

IR=immediate release.

EndoDrChen.cos

11/10/14

Saxagliptin + Metformin XR

Comparado con aumento de dosis de
Metformin XR

kombiglyze xr

EndoDrChen.cos d I

Saxagliptin + Metformin XR vs. Metformin XR Uptitration

Diet advice
Enrolment*&

Saxagliptin 5 mg + Metformin XR 1500 mg

Metformin XR 2000 mg

Lead-in

Single-blind
placebo

-10 -8 4 0 Week 18

* Patients with type 2 diabetes with inadequate glycemic control defined as HbAlc
>6.5 % and <10.5% (at randomization), on a stable dose (>850 mg and <1500mg) of
metformin IR or XR therapy for at least 8 weeks will enter an 8 week lead-in period.
Patients on a stable dose (1500mg) of metformin XR will enter a 4 week lead-in period.

Fonseca, V et al Diabetes, Obesity and Metabolism 14: 365-371, 2012,  EndoDrChen.co
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Saxagliptin + Metformin XR vs.
Metformin XR Uptitration

Mean HbA1c at baseline and week 18

A ] 088 ® Saa+METXR
r 035 1 ®  Uptirated MET XR

854 o

2 —

© 7%

Z 80
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x 8
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70

Baseline Week 18

Adjusted mean change from baseline HbA1c, was -0.88% for saxagliptin +
metformin XR and -0.35% for uptitrated metformin XR; the between-group
difference was-0.52% (p < 0.0001)

Fonseca, V et al Diabetes, Obesity and Metabolism 14: 365-371, 2012,  EndoDrChen.co

Saxagliptin + Metformin XR vs.
Metformin XR Uptitration

Mean change in HbAlc over 18 weeks of treatment (LOCF)

B #- Sua + METXR
*— Uptirated MET XR
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From week 8 through week 18, decreases in mean HbAlc were
greater in patients receiving saxagliptin + metformin XR than in
those receiving uptitrated metformin XR

Fonseca, V et al Diabetes, Obesity and Metabolism 14; 365-371, 2012, ENdoDrChen.co

Saxagliptin + Metformin IR

Comparado con GLIPIZIDE + Metformin IR

EndoDrChen.cos
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A1C at Week 521

Full-Cohort Analysis Set
Saagliptinsmg | Up-trated GLP
T TMETIR

=423 n=423
Mean baseline=7.7% | Mean baseline=7.6%

Per-Protocol Analysis Set
Saxagliptin s mg Up-titrated GLIP
+ MET IR + MET IR

n=293 n=203
Mean baseline=7.46% | Mean baseline=7.53%

0 0

¥

£Y 02 02

5<

% 04 04

35 e 056 | gd G 06

35 ~ -0.80

382 08 5% C-002,02) d 006

g3 (95% CI: 0.05, 0.16)
4 4

= The upper limit of this 95% Cl met the predefined griterion for non-inferiority of <0.35%. Thus, saxagliptin 5 mg
+MET IR was non-inferior to up-titrated GLIP + MET IR
= Aconclusion of non-inferiority of saxagliptin to up-titrated GLIP may be limited to patients with baseline A1C
comparable to those in the trial (91% of patients had baseline A
*=  Mean final GLIP dose in the titrated arm was 14.7 mg/day; 50% of panems received 20 mg/day
* The proportion of patients who discontinued due to lack of efficacy by Week 52 in the saxagliptin
+MET IR group and the up-titrated GLIP + MET IR group was 15.3% and 12.0%, respectively’

MET 3

1. GokeSetal i i ract201063(1211619-1651
2. Dota o e, SAKA 070, Srsioyers S Company. Prnceto, .

EndoDrChen.con
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dd-On to MET IR Versus GLIP + MET IR:

Body Weight*

Adjusted Mean Change in Body Weight
From Mean Baseline to Week 52

Saxagliptin 5 mg Up-titrated GLIP
+METIR + MET IR
424 n=426
Mean baseline=88.7 kg | Mean baseline=88.6 kg
15
11
g 1
52
Sz 05
3 E -
3 (95% CI: -2.7,-1.7)
52 05
s
-1
A5

* Safety analysis set.
P<0.0001 vs up-titrated GLIP + MET R.
MET 1p=glipizide; C|

Goke 8 etal. It i Proct 2010,64(12)1619-1631

BB hen.con

Add-On to MET IR Versus GLIP + MET
IR: Hypoglycemia

Hypoglycemia During 52-Week Treatment Period* Reported Hypoglycemia:

= 13 patients in the saxagliptin 5 mg
+MET IR group reported

s0
19 hypoglycemic events
£ 363 = 156 patients in the up-titrated GLIP
2 + MET IR group reported 750
g 2 hypoglycemic events
5
H 81
a 10 *Reported hypoglycemia events were a
30 combination of reports of either signs or
0.0' symptoms consistent with hypoglycemia
- with or without documented glucose
Reported Reported® Confirmed Confirmed®

SaxagliptinSmg+  Up-titrated GLIP +  Saxagliptin 5 mg+  Up-titrated GLIP +
MET IR METIR METIR MET IR

levels or reported low glucose levels
without any symptoms. Therefore, it is
not possible to conclusively determine
that all these reports reflected true

(n=428) (n=430) (n=428) (n=430) hypoglycemia.

* Safety analysis set.
! P<0.0001 vs up-titrated GLIP + MET IR group.
* MET IR=metformin immediate release; GLIP:

(Goke & et nt | Cln Proct 2010,64(12):1619-1631.

! Confirmed hypoglycemia was defined as 3
fingerstck glucose <50 me/dL wi
associated symptom:

EndoDrChen.con
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Saxagliptin + Metformin IR + Insulin

Vs Placebo + Metformin + Insulin

kombiglyze xr

endobrchen.con saagiptinand metormin HC!
edendedease) tebels

nde

o) ta
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INs=insulin;

Demographic and Baseline
Characteristics (cont)

ptin 5 mg
INS
(n=304)
MTDDI, units (range) 53.6 (19-150)
Insulin type, n (%)
No premixed

MET IR

Saxagli
+ + Placebo

Characteristic

55.3 (30-149)

115 (38) 69 (46)
Intermediate acting and long acting 9(3) 8(5)

Intermediate acting, alone 54 (18) 32 (21)
Long-acting, alone 52 (17)

Any premixed 189 (62)
Premixed alone 182 (60)
Intermediate acting and premixed 4(1)
Long acting and premixed 3(1)

Patients taking MET, n (%) 209 (69)

2(1)
105 (70)

MET dose, mean (range), mg 1805.4 (250-3000) 1861.1 (850-3000)

release; total daily dose of insulin.

Barmett AH, et al Curr Med Res Opin 2012. doi10.1185/03007995,2012, 665014, €111 <O"

B

Adjusted Mean Change

in A1C From Baseline’ (%)

Change in A1C at Week 24*
n | ; ;
Saxagliptin $ mg | hacebo = Similar mean reductions in ALC versus placebo
were observed for patients treated with

n=300 n=149
Mean baseline=8.7% | Mean baseline=5 7% saxagliptin 5 mg + INS alone and saxagliptin

o 5 mg + INS + MET (-0.4% and -0.4%, respectively)
= The proportion of patients who discontinued for
02 03 lack of glycemic control or who were rescued for
s meeting prespecified glycemic criteria in the
saxagliptin 5 mg + INS + MET group and the
06 04t placebo + INS £ MET group was 23% and 32%,
respectively
0.8
(95% CI: -0.6,-0.2)

Intent-to-treat population using last observation on study or last observation prior to INS rescue therapy for patients needing
scue.

Least squares mean adjusted for baseline value and MET use at baseline.

P<0.0001 compared to placebo + INS + MET.

INS=insulin; MET=metformin; Cl=confidence interval.

< Cur e es Opin 2012 410 012 665B4gDChen.cor

13



11/10/14

Change in FPG at Week 24* Change in 2-hour PPG at Week 24*
Saxagliptin s mg Placebo _ Saxagliptin § mg Placebo
+INS £ MET +INS £ MET ) +INS + MET +INS £ MET
n=300 n=149 ) =262 n=129
= Mean baseline=173 mg/dL | Mean baseline=173 mg/dl o £ Mean baseline=251 mg/dL | Mean baseline=255 mg/dL
e O g o
2E 5 =)
5= 2 2k s L |
og g%
53 ¢ 5 SE 10
=g 3L
- o 5
15 o | I =
EFT 25 2
b) 2
N (95% C1:-13,5) 22
= Not Significant £ 37, -
a4 ® 30 (95%C1: 37, -9)
« Intent-to-treat population using last observation on study o last observation prior to INS rescue therapy for patients needing
scue.
« " Least squares mean adjusted for baseline value and MET use at baseline.
* Difference compared to placebo + INS  MET was not statistically significant.
¢ P<0.05 compared to placebo + INS + MET.
INs=insulin; FPG=fasti glucose; glucose; C
Barnett AH, et al. Curr Med Res Opin 2012. do:10. 12,6650 07 Chen con
EndoDrChen.cor
Initiated on MIR or MXR Switched from MIR to MXR
35 35
_ 00
g g
g 25 reom BVETIR B2 BVETR
N BVETXR 2 BVETXR
s r s
B 15 3
B
D e ———r— P e ——r
Patients who were initiated on MET-XR or who were switched from MIR to
MXR experienced fewer G| adverse events on comparable doses of
metformin
Gl, gastrointestinal; MET, metformin; MET-IR, immediate-release metformin; MET-XR, extended-rel
metformin.
Blonde L, et al. Curr Med Res Opin 2004;20:565-72. EndoDrChen.cor
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Gastrointestinal Adverse Events in 25% Patients

Treated With Saxagliptin and Metformin IR

In patients treated with the combination of saxagliptin and metformin IR, either in treatment-naive
patients or in patients uncontrolled on metformin monotherapy, diarrhea was the only gastrointestinal-
related event that occurred in 5% in any treatment group across both studies

Treatment-Naive'

Saxagliptin 5 mg + Metformin IR Metformin IR + Placebo
(n=320) (n=328)

Diarrhea 6.9%

Diarrhea

Saxagliptin S mg Sajﬁg‘g"" sl . M‘;‘ﬂg‘:"‘.’,.
+ Metformin IR (n=191) pastol oy

5.8% 9.9% 1.2%

IReimmediate release.
1. Jadzinsky M et a. Diabetes Obes Metab 2009;11:611-622. EndoDrChen.cor
2. DeFronzo RA et al. Diabetes Care 2009;32(9):1649-1655,
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Add-On to INS + MET: Incidence of
Adverse Events

Incidence of Adverse Events

Overall incidence of adverse events 56.9

Reported hypoglycemic events*t

Saxagliptin 5 mg + INS Placebo + INS
(£ MET) (£ MET)

(n=304) (n=151)
59.6
19.9

Discontinuations due to adverse events occurred in 1.3% (4) in the saxagliptin arm, and 2.0% (3) in the placebo arm
Use wm- Medications Known to Cause Hypoglycemia: When saxagliptin was used in combination with a sulfonylurea
ulin, medications known to caust confirme was increased
over(halo!p\srebu used in combination with a sulfonylurea or with insulin. Therefore, a lower dose of the insulin
secretagogue or insulin may be required to minimize the risk of hypoglycemia when used in combination with

KOMBIGLYZE XR.

* Prior to rescue.

A concurrent glucose mezsurement was not required or was norma n some patients. Therefor, it
possible to conclusively determine that all these reports reflected true hypoglycer

Based on fingerstick glucose <50 mg/dL and associated symptoms.INS=insulin; MET= metormin.

1. Barnett AH, et al. Curr Med Res Opin 2012. doi:10.1185/03007995.2012 665046.

SEGURIDAD CARDIOVASCULAR

EndoDrChen.cos
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Saxagliptin Assessment of Vascular Outcomes
Recorded in Patients With Diabetes Mellitus—
Thrombolysis in Myocardial Infarction
(SAVOR-TIMI) 53 Study

Confidential. For Intern: ly. Not to b Alliance Diabetes Collaborative Teams. Any potential promotional

Y N ared outsid
oduct claims are subject to regulatory r nd approval and local promotional practices and policies.

&% Bristol-Myers Squibb AstraZeneCa'}

Kaplan-Meier Rates of the Primary Composite
_Endpoint — CV Death, MI, or Stroke

Saxagliptin: 7.3%*
Rate/100 person-yrs — 3.7
HR 1.00; 95% Cl, 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
* nted after 2 yrs
H d rati fer; Pbo: placebo; Saxa: saxagliptin
St e 1056/NEJM0a13076!
ristol-Myers Squibb Astrazenecs®

Individual Components of the Composite Endpoints

Y |
Saxagliptin Placebo
n (%)* n (%)*
Efficacy endpoint ( 28 (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 157 (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)  0.007

Hosp for
coronary revasc. 423 (5.2) 459 (5.6) Yy 04) 0.18

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

BM, et al. N Engl J Med. 2013.10.1056/NEJMoa1307684.
ristol-Myers Squibb Astrazeneca®

11/10/14
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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)

3
o
g
=
m
fri
T
|3
3
T
e
=]
a
@
-}
E

0.1% 0.1%

Q1 Q2 Q3 Q4
(5-64) (65-140) (141-332) (333-46,627)

Quartiles of NT-proBNP (pg/ml)
Raz | and Bhatt DL. Presented at: EASD; September 2013; Barcelona, Spain.

5% Bristol-Myers Squibb Astrazenecs®

Hypoglycemia

M Saxagliptin ™ Placebo

p<0.001
p=0.002
15,3%

13,4% 2%
,4%

12,5%
p=0.047
p=0.33
B 2R 0,6% 0,5%
070 'y
|| I

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.

Bristol-Myers Squibb Astrazeneca@

Hypoglycemia Stratified by Diabetic Medication Use
N |

Event Rate per
100 Patients Years
Saxagliptin _Placebo Hazard ratio
Baseline Diabetes Med. Use
Treated 104 9.0 P 115
Untreated 3.0 2.1 1.44

Insulin

No

Insulin alone
Yes 17.4

Sulfonylurea
Yes

No 10.3

Metformin alone
.4

No 12.2

ITT population Favo iptir Favors Placebo
Raz | and Bhatt DL. Presented at: EASD; September 2013; Barcelona, Spain,

Bristol-Myers Squibb Astrazeneca@
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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.cos

11/10/14

SAVOR e ICC

* Factores de riesgo:
— Historia previa de falla cardiaca
— AEC <60 cc/min
— Microalbuminuria

EndoDrChen.co
Scirica B. Circulation. 2014; online Sep 4

mSaxagliptin = Placebo

25% ARD1.7%
g HR1.22
s (0.86-1.73)
Pe0.27
X 20% ARD1.5%
& 0beis
o ( )
& 15% ARD1E% | pro® =
= HR 1,36 ARD1Lo% 134%
] (07471 | n.% LSy
ARDO3%  P001 | ARDO.% joz% ey
3 | X P=0.02
§ ARD0.3%
HR1.18
= (081163  6.0%
%_ Pe0.45 %
£ 1.3% 1,0%
eGFR>  eGFR=<60 | NoPrlor  PriorHeart | ORIsk  1RiskFactor 2Risk
eomi/min mimin  HeartFallure  Fallure Factors Factors
#ofexcessHHF N=11637 4855 | 14387 2105 10,418 5,188 866
events/ |
1000 pt-year 1 s | 1 6 0 4 9

EndoDrChen.cos

Scirica B. Circulation. 2014; online Sep 4
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Sitagliptina e ICC

11/10/14

ne Unadjusted Adjusted
CoseyTotal  CasesfTatal Odds Ratio Odds Ratio
Outcome Agent Exposed Unexposed (@s%en @5% ) P Value
‘All-cause death or hospital admission raglipt 31588 0750.6209) a6 010
nsulin 80077149 33738285 137(1.25-150) 116 (1.05-128) 0004
Suforyrea 6737710 346437724  094(0861.03)  110(1001.23 0083
Other 1091429 4028/44005  081(0671.00) 095 (07711) 054
All-cause death Sitagliptin 190278 389/4193 073(0.45-1.18) 116 (068-197) 059
nsulin 142141 263,056 118(0.95147) 111 084-147) 046
Sulfonylurea 730247 3353220 053(0.41-069) 0.8 (061114 025
Other 24 395/4.253 063(036112)  0.87(046-163) 066
All-cause hospital admission 2 96443274 050 - 5

y 5 6/34,20 065(059-0.71 8
nsulin 7957215 328137548 134023147 113 (103-1.25) oou
Sufonylrea  669/7683 340737080  093(0851.09 108 (0.97-119) o5
Other 1091277 3967/43486  093(076-113) 1.06 (0.86-131) 056
HE-related hospital admission or death _Sitagliptin 37/409 11092172 099 (0.70-141) 134 (093192 on
[Metformin 154/2,556 992/10,025 053(0.44-0.64) 070 (057-0.86) 0.001
Insulin 2712126 929/10,455 120 1.01-142) 1.02 (0.84-124) o8
Sufonylurea  156/2,063 990710518 076(063092)  092(075-113) os
Other 27302 112512279 074(047-116) 085 (053-136) 0s0
HF-related hospital admission ['sitagliptin’ 25200 799/8,862 147 (0.952.27) 1.84 (116-2.92) 001
Metformin 106/1378 TI8/7,684 076(060-096)  0.87(066-112) 028
nsulin n3e mg4s 119084150 0.97(075127) 083
Sulfonylurea 103,067 7217995 1.09 (0.86-139) 111 (084-145) 047
Other 47, o0 chen BI0/BS05  098(056 1.08 (058-1.96) o.

2) 81
Weir D. JACC: Heart Failure. 2014

Sitagliptina e ICC

Odds Ratio 0Odds Ratio
Study or Subgroup IV, Fixed, 95% CI 1V, Fixed, 95% CI
All cause hosp or death  0.84 [0.69, 1.03] —
All cause death 1.16 [0.68, 1.97] ——
All cause hosp 0.93 [0.76, 1.14] —a—
HF hosp or death 1.34[0.93, 1.93] T
HF hosp 1.84 [1.16, 2.92) —_—
0.5 07

1.5 2
Favors Sitagliptin  Favors No Sitagliptin

EndoDrChen.cos
Weir D. JACC: Heart Failure. 2014

Analisis

* Con estos datos e ICC

— Saxagliptina: SAVOR

— Alogliptina: EXAMINE

— Vildagliptina: VIVIDD

— Sitagliptina: estudio de Weir et al
* Sera un efecto de clase?
* Alaesperade TECOS y CAROLINA
* Conducta actual

EndoDrChen.cos
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SEGURIDAD PANCREATICA

11/10/14

Pancreatitis

SAVOR y EXAMINE evaluaron de forma
prospectiva y de manera predefinida la
incidencia de pancreatitis. No diferencias
significativas.

EMA y FDA se pronunciaron en cuanto a
seguridad en riesgo de pancreatitis

No hay datos suficientes para afirmar que hay
aumento en riesgo de cancer de pancreas

Conclusiones

Los inhibidores de DPP-4 en general son una
clase donde es dificil diferenciar entre los agentes

Saxagliptin/metformin XR es la tnica formulacién
combinada que permite administrarlo una vez al

dia

Falta de adherencia se asocia a mayor morbilidad

Precaucioén en pacientes con historia de falla
cardiaca, insuficiencia renal o proteinuria
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Preguntas...
chenku2409@gmail.com
EndoDrChen.com
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