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Incidencia de infarto de miocardio
en expuestos a rosiglitazona

Table 4. Rates of Myocardial Infarction and Death from Cardiovascular Causes.

Odds Ratio

Study Rosiglitazone Group Control Group (95% Cl) P Value

no. of events/total no. (%)

Myocardial infarction

Sm ined 44/10,285 (0.43) 22/6106 (0.36) 1.45 (0.88-2.39) 0.15
DREAM 15/2,635 (0.57) 9/2634 (0.34) 1.65 (0.74-3.68) 0.22
ADOPT 271,456 (1.85) 41/2895 (1.42) 13 0.20-2.21) 0.27
Overall 1.43 (1.03-1.98 0.03
Death from cardiovascular causes

Small trials combined 25/6,845 (0.36) 7/3980 (0.18) 2.40 (1.17-4.91) 0.02
DREAM 12/2,635 (0.46) 10/2634 (0.38) 1.20 (0.52-2.78) 0.67
ADOPT 2/1,456 (0.14) 5/2895 (0.17) 0.80 (0.17-3.86) 0.78
Overall 1.64 (0.98-2.74) 0.06

Nissen SE, Wolski K. N Engl J Med. 2007; 356:2457-2471
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Center for Drug Evaluation and Research (CDER)

December 2008
Clinical M edical

Fases 2y 3 (afosos, ERC, > 2 afios, adjudicacion indep. MACES)
Ratios de riesgo para MACEs:

1,2; 95%CI [0,5-1,9] (>1,8) » estudio pre-comercializacion

1,5 (>1,3); 95%CI [1,3-1,7] » estudio pre-comercializacion

Pre-comercializacion:

Ratios de riesgo para MACEs:

*1,1; 95%CI [0,7-1,4] (>1,3;<1,8) » estudio post-comercializacion
1,0; 95%CI [0,8-1.2] (<1.3) » aprobacidon, no mas estudios

Post-comercializacion:
Para demostrar OR=1; 95%CI [0,x-<1,3], no inferioridad y una tasa
de eventos del 2%, >6.000 pacientes x 5 anos

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm071627.pdf
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Metformina

“[...]. 753 were included in a randomised controlled trial, median duration 10-7
years, of conventional policy, primarily with diet alone (n=411) versus intensive
blood-glucose control policy with metformin, aiming for FPG below 6 mmol/L
(n=342). A secondary analysis compared the 342 patients allocated metformin
with 951 overweight patients allocated intensive blood-glucose control with
chlorpropamide (n=265), glibenclamide (n=277), or insulin (n=409)".

“Patients allocated metformin, compared with the conventional group, had risk
reductions of 32% (95% CI 13-47, p=0-002) for any diabetes-related endpoint,
42% for diabetes-related death (9-63, p=0:017), and 36% for all-cause mortality
(9-55, p=0-011)”.

“Among patients allocated intensive blood glucose control, metformin showed a
greater effect than chlorpropamide, glibenclamide, or insulin for any diabetes-
related endpoint (p=0-0034), all-cause mortality (p=0-021), and stroke
(p=0-032)".

UKPDS Group. Lancet. 1998;352:854-65
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C Myocardial Infarction
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RCTs comparando metforminay S-U

Supplementary Table 3. Multivariate Proportional Means Regression Analysis

Variable Hazard Ratio 95% Confidence
Interval

Medications e

Glipizide /’ 1.00

Metformin 0.54 0.30 —0.90
Age 03 1.00 —1.06
Male 0.73 0.27-1.93
Duration of diabetes | 0.98 0.86 —1.08
Duration of CAD 0.98 0.92 -1.05
Smoking history 1.07 0.81 —1.40

Hong J, et al. Effects of metformin versus glipizide on cardiovascular outcomes in patients
with type 2 diabetes and coronary artery disease. Diabetes Care. 2013:36:1304-11.
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Pioglitazona...

Lancet. 2005 Oct §;366(5453):1275-39.

Secondary prevention of macrovascular events in patients with type 2 diabetes in the PROactive Study
(PROspective pioglitAzone Clinical Trial In macroVascular Events): a randomised controlled trial.

Dormandy JA', Charbonnel B, Eckland DJ, Erdmann E, Massi-Benedetti M, Moules [K, Skene AM, Tan MH, Lefébvre PJ, Murray GD, Standl E, Wilcox R,
Wilhelmsen L, Betteridge J, Birkeland K, Golay A, Heine RJ, Koranyi L, Laakso M, Mokan M, Morkus A, Pirangs V', Podar T, Scheen A, Scherbaum W, Schernthaner
G, Schmitz O, Skrha J, Smith U, Taton J; PROactive investigators.

change in The safety profile of pu:rglltazcne |dent|ﬁed B% (149 of 2065) and " rpen- ose in the picglitazone and placebo groups,
respectively, were admitted to hospital with heart failure; mortality rates from heart failure did not differ between groups.

American

22 Clinical

Home | CurrentIssue | Archive | Contact Us | Subscribe | Help

PROactive: A Sad Tale of Inappropriate
Analysis and Unjustified Interpretation

Jay S. Skyler, MD, MACP



XI Reuniéon de Riesgo Vascular
Madrid, 23-24 Abril 2015

= []
A  Myocardial Infarction, Stroke, or Death from Cardiovascular Causes
TR nsulina giargina

0.5
Adjusted hazard ratio, 1.02 (0.94-1.11)
P=0.63 by log-rank test

© 0.4
=
2
i
= 0.3
=
s —
5 oo N=12.537
g e
e
E ] = . . ~

’ = Rt Seguimiento: 6,2 anos

= ]
0.0 T T T T T T 1
o] i | 2 3 < 5 6 7
Years of Follow-up
No. at Risk

Insulin glargine 6264 6057 5850 5619 5379 5151 3611 766
Standard care 6273 6043 5847 5632 5415 5156 3639 800

B Coprimary Outcome plus Revascularization or Hospitalization for Congestive
Heart Failure

0.5+
Adjusted hazard ratio, 1.04 (0.97-1.11)
P=0.27 by log-rank test
© 0.4
=
S
E 0.3 Insulin glarginif_,__a'
e e
s —===__ Standard care
g o e
g i
& 0.1 =
0.0 T T T T T T 1
o 1 2 3 4 S 6 7
Years of Follow-up
No. at Risk

Insulin glargine 6264 5827 5474 5153 4835 4523 3076 631
Standard care 6273 5833 5493 5186 4880 4555 3142 663

C Death from Any Cause

0.5+
Adjusted hazard ratio, 0.98 (0.90—-1.08)
P=0.70 by log-rank test
© 0.4
=
@
=
i
= 0.3+
=
=
.% 0.2 Standard care
2
e Insulin
e 0.1+ glargine
0.0 T T T T T T 1
o 1 2 3 4 5 6 7
Years of Follow-up
No. at Risk

Insulin glargine 6264 6150 6024 5857 5687 5508 3906 847
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The ORIGIN Trial Investigators. N Engl J Med 2012;367:319-328.
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#trials #trlals #events # events MH-OR p Kendall's 5] 0.0 1.0 10.0
with events (DPP4j) (Comparator)  [95%, CI] tau ’ . ’
70 63 263 232 0.71[0.59;0.86] <0.001 0.04 0.64
Sitagiiptin 27 24 77 67 0.86[0.60;1.24] 0.430 0.04 0.80 '—l——'
Vildagliptin 16 15 75 74 0.61[0.43;0.86] 0.005 0.03 0.89 +
Saxagliptin 13 12 62 46 0.67[0.45;0.99] 0.047 0.36 0.10 ——
Linagliptin ] 8 a7 41 0.72[0.45;1.16] 0.18 0.00 1.00 —
Alogliptin 5 4 12 4 0.86[0.25;2.93] 0.81 0.30 0.15
62 41 61 59 0.64[0.44;0.94] 0.023 -0.13 0.27 —}—
Siroke 63 29 41 33 0.77[0.48;1.24] 0.290 -0.24 0.14 4
53 30 50 51 0.60[0.41;0.88] 0.008 0.13 0.28 ——
CV Mortality 48 20 26 26 0.67[0.39;1.14] 0.140 0.05 0.76 —

Figure 3. Mantel-Haenzel odds ratio (MH-OR) for major cardiovascular events (MACE), acute myocardial infarction (AMI), stroke, mortality and
cardiovascular (CV) mortality with 95% CI. DPP4i, dipeptidyl peptidase-4 inhibitors.

N=41.959 Monami M, et al. Diabetes, Obesity and Metabolism. 2013;15: 112-20
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SAVOR-TIMI 53

A Primary End Point

Hazard ratio, 1.00 (95% Cl, 0.89-1.12)
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0 T T T T 1
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Mediana seguimiento 2,1 anos Scirica BM et al. N Engl J Med 2013
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EXAMINE: Tiempo hasta eventos CV

Cualquier evento CV

Muerte CV

A
100 24 Hazard ratio, 0.96 (upper boundary of the
z 90 = one-sided repeated Cl, 1.16)
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e
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100+ 24
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3 so
X 70
TR
32 S 50
£F o
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= § 304
g 20
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o T T T T J
o 6 12 18 24 30
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Placebo 2679 2384 1996 1477 889 324
Alogliptin 2701 2401 2023 1504 894 320

Muerte

White WB et al. N Engl J Med 2013; 369:1327-35
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La gran pregunta...

¢,O son dos?

» ; Son seqguros los farmacos antidiabéticos
desde el punto de vista cardiovascular? (sequridad)

» ;Son eficaces los farmacos antidiabéticos
desde el punto de vista cardiovascular? (eficacia)
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Exigencia de la Sociedad

“It is hoped that pharmaceutical companies

developing new glucose-lowering agents will
focus on providing some added value
beyond what is already available by
addressing unmet clinical needs such as the
effects leading to a reduction in CVD risk
factors and meaningful cardiovascular and
other outcomes”.

Raz I, et al. Personalized management of hyperglycemia in type 2 diabetes. Reflections
from a Diabetes Care Editors’ Expert Forum. Diabetes Care. 2013;36:1779-88
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Analogos del receptor GLP-1

Comparator  #groups MH-OR LL,95% Cl UL 95%,c p 0.01 0.1 1.0 10.0
Pioglitazone 2 0120 0,015 099 0043 Y ¢ .

DPP-4 inhibitors 3 0423 0,154 1,16 0,096 —_—

Placebo/None 12 0,506 0,275 0,932 ——

Sulfonylureas 3 0642 0,240 1,719 0,380 ——

Insulin 9 1,434 0,816 2,520 0,210 e =

Figure 2. Mantel-Haenszel odds ratio with 95% confidence interval [MH-OR (95%, CI)] for major cardiovascular events. Subgroup analyses for
different comparator groups.

Monami M, et al. Diabetes Obes Metab. 2014,;16:38-47
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Empagliflozina reduce HbA1C y PA

Baseline mean 131.72 131.34 131.18
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S -3.68

S -5.0

< Difference vs. placebo: -3.44 -4.16
(95% CI -4.78, -2.09) (95% CI -5.50,-2.83)

p<0.001 p<0.001

O Placebo (n=271)
Empagliflozin 10 mg (n=2786)
= Empaglifiozin 25 mg (n=276)

Figure 1—Blood pressure at week 12. A: Hourly mean SBP (APBM). B: Hourly mean DBP (ABPM).

Tikkanen |, et al. Diabetes Care 2015:38:420-28
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Estudio ODISSEY LONG TERM

—— Placebo + maximally tolerated statin + other LLT
—— Alirocumab + maximally tolerated statin + other LLT
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Time (weeks)
No. at risk
Placebo 788 776 731 700 670 653 644 597
Alirocumab 1550 1533 1445 1392 1342 1306 1266 1170

Robinson JG, et al. NEJM. 2015:372:1489-99



XI Reuniéon de Riesgo Vascular SEMI
Madrid, 23-24 Abril 2015

. ES CUESTION DE SER MAS AGRESIVOS?
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El mejor antidiabético, ¢ una estatina?

Major vascular event Events (%)

and prior diabetes Treatment Control RR (C1)

Major coronary event .

Diabetes 776(83%) 979 (10-5%) —'.— 078 (0-69-0-57)
No diabetes 2561 (7-2%) 3441 (9-6%) H 077 (073-0-81)
Any major coronary event 3337 (7-4%) 4420(9.8%) & 077 (0.74-0-80)

Test for heterogeneity within subgroup: y°,-0-1; p-0-8

Coronary revascularisation

Diabetes 491 (52%) 627 (6:7%) . 075 {0-64-0-88)
No diabetes 2129 (6.0%) 2807 (7.9%) = 076 (072-0.81)
Any coronary revascularisation 2620 (5-8%) 3434 (7-6%) é}) 076 (0-73-0-80)

Test for heterogeneity within subgroup: y°,-0.1; p-0.8

Stroke

Diabetes 407 (4-4%) 501 (5-4%) 0-79 (0-67-0-93)

Mo diabetes 933 (2.7%) 1116 (3-2%) 0-84(0-76-0-93)
Any stroke 1340(3-0%) 1617 (3.7%) 0-83 (0-77-0-88)

Test for heterogeneity within subgroup: y°,-0-8; p-0-4

Major vascular event

Diabetes 1465 (15-6%) 1782 (19-2%) 079 (0-72-0-86)
Mo diabetes 4889 (137%) 6212 (17.4%) 079 (0:76-0-82)
Any major vascular event 6354 (14-1%) 7994 (17-8%) 079 (0-77-0-81)

Test for heterogeneity within subgroup: y°,-0.0; p-0-9
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Figure 2: Proportional effects on major vascular events per mmol/L reduction in LDL cholesterol in
participants presenting with or without diabetes

Cholesterol Treatment Trialists’ (CTT) Collaborators. The Lancet. 2008;371:117-25
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¢, Qué buscamos con el tratamiento?

“Me encuentro cansado; he tenido dos infecciones
de orina y he perdido 4 kg de peso en 3 meses. Mi
medico me ha explicado que se debe a que tengo

wmacgleséenct die 288 mmgy/di™
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The Look AHEAD Research Group. N Engl J Med 2013;369:145-154
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Guion

» Conclusiones: para llevar a casa
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Conclusiones: farmacos antidiabéticos y riesgo cardiovascular
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La seguridad de los farmacos antidiabéticos se ha de evaluar a
corto-medio plazo; la eficacia, muy a la larga.

Metformina reduce eventos cardiovasculares mayores; sulfonil-
ureas e insulina probablemente también.

Muy probablemente, los farmacos antidiabéticos aparecidos en los
ultimos afnos son seguros desde el punto de vista cardiovascular.

Seria extraordinario que algun nuevo antidiabetico mostrara
eficacia a medio plazo en cuanto a eventos cardiovasculares.

Es improbable que los farmacos antidiabéticos que simplemente
reduzcan la glucemia modifiguen la tasa de aparicion de eventos
cardiovasculares a medio plazo.

Con el uso de farmacos antidiabéticos perseguimos objetivos
afiadidos a la prevencion de eventos cardiovasculares: dafio
microvascular, calidad de vida.
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Gracias por su atencion




