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Agenda

* Revisar la evidencia de eficacia o seguridad
cardiovascular
— Metformin
— Sulfonilureas
— Tiazolidinedionas
— Acarbosa

* Enfatizar sobre algunos aspectos de los
ensayos clinicos que influyen en su
interpretacion
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EL ORIGEN DE TODO: LA HISTORIA
DE METFORMIN
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POR LO TANTO
LA EVIDENCIA CON

METFORMIN ES

TAN SOLIDA COMO PENSAMOS?
TENEMOS EL MISMO NIVEL DE
EXIGENCIA CON LOS OTROS

ANTIDIABETICOS?
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Introduction

Metform e drug for type
2 diabetes by most International guidelines [1-5]. The
preference for metformin over other available drugs is
based on its efficacy on blood glucose control, tolerability,
safety and low cost [1-5]. Furthermore, metformin has a
favourable action on several risk factors, including lipids, body
weight and blood pressure [6,7). Experimental studies have
also shown that this drug could have beneficial effects on
fibrinolysis and platelet aggregation [8,9]. The UK Prospective
Diabetes Study (UKPDS) reported that long-term treatment
with metformin could reduce cardiovascular morbidity and
mortality in type 2 diabetes to a greater extent than other
agentswith similar glucose-lowering fect [10], suggesting that
the cardiovascular protection conferred by metformin could
g0 beyond that determined by the improvement of glucose
control.
‘The heterogeneity of results of dlinical trials assessing the
ffects of metformin could be due, at least partly,
to their inadequate size for this specific endpoint; in fact, no

recommended as the first

trial specifically designed for the assessment of the effects of
metformin on cardiovascular events has ever been performed
so far. As a result, patients enrolled in metformin trials often
have a lower cardiovascular risk, leading to the observation of
alimited number of events.

When several underpowered and discordant studies are
available, a meta-analysis can add relevant information. The
two available meta-analyses of trials with metformin providing
information on cardiovascular events [11,12] failed to detect
any effect of the drug on cardiovascular morbidity and
mortality. Both analyses were restricted to trials performed
on type 2 diabetic patients, which is the only approved
indication of metformin, and they did not include some
recent trials, such as RECORD [13]. One of the two meta-
analysis included also studies of short duration, which could
have diluted the cardiovascular effects of the drug [11]. The
other meta-analysis [12] assessed the effects of metformin
only in monotherapy, excluding trials in which the dug was
associated with other glucose-lowering agents; this eliminates
the possible interference of co-treatment, but it restricts the
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ESTUDIOS MAS RECIENTES CON
METFORMIN
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Por qué estos resultados

Uso de estatinas:

— UKPDS: 0%

— CAMERA: 100%

Mejor control de hipertensién a través de los
afios

Mejor manejo de otros factores de riesgo
Cada vez es mas dificil demostrar beneficios

adicionales con farmacos que se agregan a
“standard of care”
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SPREAD-DIMCAD

Aleatorizado doble ciego controlado

304 pacientes chinos con enfermedad
coronaria

Seguimiento por 5 afos

Resultados

— Glipizida: 52 pacientes con eventos (35.1%)
— Metformin: 39 pacientes con eventos (25%)
HR 0.54 (95% IC 0.30-0.90; p=0.026)

EndoDrChen.cos
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Ensayos nuevos

e GLINT

— 12000 pacientes con hiperglicemia no DM, RCT
metformin vs placebo por 5 afios para evaluacién
de eventos cardiovasculares

* REMOVAL

— Metformin vs placebo en DM-1 evaluando IMT
e GIPS-I

— Cambios en FE por 4 meses en pacientes post IAM
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LA HISTORIA ANTES DE LOS ENSAYOS
CLINICOS CONTROLADOS: LAS
SULFONILUREAS

Introduccion

* No todas las sulfonilureas son iguales

* En teoria, efectos extraglicémicos pueden
traducirse en diferencias
— Selectividad y afinidad por receptor SUR
— Efectos en coagulacion: glicazida
— Riesgo de hipoglicemia: glibenclamida
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Estudios de cohorte

. B . T .
(n=977) (n=141) (n=159)
All-cause mortality
Number of deaths (%) 429 (43.9) 55 (39.0) 72 (45.3)
Crude HR (95% Cl) 1 0.89 (0.67-1.17) 1.08 (0.84-1.39)
Adjusted HR (95% CI)* 1 0.76 (0.56-1.02) 0.79 (0.60-1.03)
Adjusted HR (95% CI)° 1 0.66 (0.49-0.89) 0.76 (0.58-1.01)
Cancer mortality
Number of deaths (%) 128 (13.1) 10 (7.1) 20 (12.6)
Crude HR (95% Cl) 1 0.52 (0.27-0.99) 0.96 (0.60-1.53)
Adjusted HR (95% CI)* 1 0.30 (0.16-0.55) 0.48 (0.29-0.79)
Adjusted HR (95% CI)® 1 0.30 (0.12-0.75) 050 (0.33-0.77)
Cardiovascular mortality
Number of deaths (%) 194 (19.9) 30 (21.3) 38 (23.9)
Crude HR (95% Cl) 1 1.10 (0.75-1.62) 1.26 (0.88-1.79)
Adjusted HR (95% CI)* 1 1.28 (0.84-1.95) 1.20 (0.79-1.84)
Adjusted HR (95% CI)°® 1 1.41 (0.54-3.68) 1.25 (1.15-1.35)
Mortality for other causes
Number of deaths (%) 107 (11.0) 15 (10.6) 14 (8.8)
Crude HR (95% Cl) 1 0.99 (0.57-1.71) 0.80 (0.46-1.41)
Adjusted HR (95% CI)* 1 0.81 (0.44-1.51) 0.62 (0.34-1.15)
Adjusted HR (95% CI)® 1 0.87 (0.19-4.03) 0.62 (0.29-1.33)

EndoDrChen.con
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Estudios de cohorte
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Glibenclamide Gliclazide  Tolbutamide P Total
Total, number (prevalence %) 977 (76.5) 141 (11.0) 159 (12.5) 1277 (100)
Age (years), mean (s.0.)* 65.3 (10.1) 66.4(9.1) 67.7(10.7) 002 657 (10.1)
Males, number (%)° 412 (42.2) 63(44.7) 73 (45.9) 061 548 (42.9)
Time since diagnosis (years), median (IQR)* 10 (11) 8(10) 7(10) <0.001 9 (1)
BMI (kg/m?), number (%)® 0.006

<25 177 (18.1) 41(20.1) 41(258) 259 (20.3)

25-30 (42.5) 66 (415) 549 (43.0)

>30 40 (28.4) 52 (32.7) 469 (36.7)
BMI (kg/m?), mean (s.0)* 281 (5.0) 28.1 (5.0 0007 286(54)
Smokers, number (%)° 20 (14.2) 19 (12.0) 038 196 (15.4)
HbATc (%), mean (s.0.)* 6.6 (1. 6.1(1.0) <0.001 6.7 (1.2)
Systolic blood pressure (mmHg), mean (s..)* 1431(11.9)  144.7 (9.6) 030 144.4 (10.6)
Diastolic blood pressure (mmHg), mean (s.0.)* 833 (4.4 83.3 (4.1) 060 835 (4.2)
Total cholesterol (mg/d), mean (s.0.)* 2168(424)  2052(385) 004 209.7 (40.2)
HDL cholesterol (mg/di), mean (s.0.)" 49.1(12.8) 46.4(135) 003 46.4(128)
Triglycerides (mg/di), median (IQR)* 17 (70) 113 (66) 003 124 (76)
Retinopathy, number (%) 17 (12.1) 19 (12.0) 0001 249 (19.5)
Nephropathy, number (%)° 30(21.3) 27(17.0) 057 256 (20.1)
Neuropathy, number (%)° X 13(9.2) 10 (6.3) 040 117 (9.2)
Cardiovascular diseases, number (%)” 280 (28.7) 41(29.1) 45(28.3) 099 366 (28.7)
 Anti-hypertensive drugs, number (%) 513 (52.5) 74(52.5) 94 (59.1) 029 681(533)
[ Treatment, number (%)° <0.001
Only sulphonylureas 310 (31.7) 105 (74.5) 140 (88.1) 555 (43.5)
Sulphonylureas-+insulin 72 (74 28(19.9) 17(10.7) 117 (9.2)
Sulphonylureas+ metformin 508 (52.0) 7(5.0) 2(1.3) 517 (40.5)
Sulphonylureas-+insulin-+ metformin 87 (89) 1(07) 0(0) 88(69)
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Metanalisis: mortalidad CV

su

Author(s) and Year alive (N) deaths (N)

Non-SU

alive (N) deaths (N)

0Odds Ratios [95% CI]

Evans et al., 2006 5308 373 2248 38 e~ 416[297,583]
Johnson et al., 2005 2899 320 862 61 ot 186 [1.17,207]
Schramm etal., 2011 57757 3942 42513 827 L] 3.51[3.25,3.79]
Schramm et al., 2011 5278 961 2737 169 - 295[249,3.49]
Sillars et al., 2010 39 137 503 81 — 2.15[1.58,291)
RE Model - 2.72(1.95,379)
—
005 025 1.00 6.00
Odds Ratio (log scale)
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Metanalisis: mortalidad total

su Non-SU
Author(s) and Year alve (N) _ deaths (N) alve (N) _ deaths (N) Odds Ratios [95% CI)
Eurich et al., 2005 958 667 139 89 et

Evans et al., 200

1.40(1.03,1.90]
L487)

. . . . 3.09
rsmanetal. 20 Casi todos los estudios incluidos son cohortes 11

Gosmanova et al

5.,1.40]

Y )8
curds L Yy CASOS controles, por lo que la poblacién  :0s.290)

Hsiaoetal, 2010 ) , h . ey .y 92.157]
ranereta 2 jncluida es heterogénea! Sigue siendo dificil 1121511
Meier & Deifuss, . ).38,1.78)
Pantalone et al., 3.12,382)
Parsons et L. sacar conclusiones al respecto gz
‘Schramm et al., 2011 54683 7016 41792 1548 L] 3.46(3.27,367)
Schramm et al., 2011 5033 1206 2603 213 - 3.03(260,353]
Sillars et al., 2010 289 244 398 186 et 1.81(1.42,230)
RE Model -> 1.92(1.48,249)
—_—
0.05 025 1.00 6.00
Odds Ratio (log scale)
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Metanalisis SU-metformin

* Eventos cardiovasculares combinados

c

Bruno (1999)
Olsson (2000)
Johnson (2005)
Koro (2005)
Evans (2006) (A)
Evans (2006) (8)
Evans (2006) (C)

Overall

Relative Risk (95% C1)

1.04(0.62, 1.75)
— 1.86 (1.33,2.61)
- 0.96 (0.82, 1.12)
—— 1.38 (1.13, 1.69)

= 224(126,3.99)

1.86 (1.03, 3.35)
1,52 (0.84,2.76)

<> 1.43(1.10,1.85)

No. of Events/Total

Combination Therapy

Not specified

Not specified
26411081

Not specified
1331252
92/985
121113

Control Group

Not specified

Not specified
5412138

Not specified
22912286
22012286
22912286
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Metanalisis SU-metformin

* Mortalidad cardiovascular

Relative Risk (95% Cl)

A
Bruno (1999) 113(0.79. 1.62)
Olsson (2000) —— 1.63(1.27,2.09)
Fisman (2001) W 1.53(1.20, 1.96)
Johnson (2002) = 0.63(0.56, 0.70)
Guliford (2004) (A) - 1.06(0.85, 1.32)
Guliford (2004) (B) 0.95(0.64, 1.41)
Evans (2006) (A) — 2.16(1.68,2.78)
Evans (2006) (B) —=—  247(1.88,3.25)
Evans (2006) (C) = = | 0.60(0.35, 1.03)
Kahler (2007) .1 092(0.81,1.04)
Overall <> 1.19 (0.88, 1.62)
025 10 40

No. of Events/Total

Combination Therapy Control Group

Not specified
Not specified
1117253
635/4683
12711868

32/867
16711252
113/985
161113
468/13,820

Not specified

Not specified
50/980
750/3033
1030/8488
144/3099
10712286
107/2286
10712266
1005/19,053
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SULFONILUREAS EN LA ERA DE
ENSAYOS CLINICOS ALEATORIZADOS
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Vascular Serious Adverse Events:
Investigator Reported

Cardiovascular
disease, n (%)

Rosiglitazone  Metformin
(N = 1456) (N =1454)

49 (3.4%) 46 (3.2%)

Myocardial infarction

Fatal, n (%)

Non-fatal, n (%)
CHF, n (%)
Stroke, n (%)

Peripheral vascular
disease, n (%)

AD&PT

2(0.1%) 2(0.1%)
22 (1.5%) 18 (1.2%)
12 (0.8%) 12 (0.8%)
13 (0.9%) 17 (1.2%)

7 (0.5%) 6 (0.4%)

Glyburide
(N =1441)

26 (1.8%)

3(0.2%)
11 (0.8%)
3(0.2%)
12 (0.8%)

4(0.3%)

P<0.05 vs. rosiglitazone
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ADVANCE

B Major Macrovascular Events

254 ; ;
g 209 : !
K ' 1
g ' 1
g ' 1
3 15 H ) Standard
2 H ) control
g ' | -
= 10 : i -
E | ; Intensive
E | ) control
s Vo 1
O 54 p=032 Sz !
— T 117
12 18 24 30 36 42 48 54 60 66
Months of Follow-up
No. at Risk

Intensive 5570 5494 5428 5338 5256 5176 5097 5005 4927 4396 2071 486
Standard 5569 5486 5413 5330 5237 5163 5084 4995 4922 4385 2108 509
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Uso de antidiabéticos en ADVANCE

Characteristic

Glucose-lowering drug
Gliclazide (modified release) — no. (%)§
Other sulfonylurea— no. (%)

Metformin — no. (%)

Thiazolidinedione — no. (%)

Acarbose —no. (%)

Glinide — no. (%)

Any oral hypoglycemic drug — no. (%)
Insulin— no. (%)

None — no. (%)

Other drugs

Aspirin — no. (%)

Other antiplatelet agent— no. (%)
Statins — no. (%)

Other lipid-maodifying drug — no. (%)

Any blood-pressure-lowering drug — no. (%)

Baseline
Intensive Control ~ Standard Control
(N=5571) (N=5569)

422(7.6) 443 (80)
3578 (64.2) 3513 (63.1)
3397 (61.0) 3355 (60.2)
201 (3.6) 206 (3.7)
512 (9.2) 448 (8.0)
103 (1.8) 84 (1.5)
5084 (91.3) 5045 (90.6)
82 (15) 7(14)
487 8.7) 524 (9.4)
2460 (44.2) 2435 (43.7)
271 (4.9) 235 (4.2)
1554 (27.9) 1592 (28.6)
501 (9.0) 435 (7.8)
4183 (75.1) 4182 (75.1)

End of Follow-up
Intensive Control  Standard Control
(N=4828) (N=4741)

4209 (90.5) 80 (16)
89(19) 2606 (57.1)
3455 (73.8) 3057 (67.0)
788 (16.8) 495 (109)
891 (19.1) 576 (12.6)
58 (1.2) 127 (2.8)
4525 (93.7) 4001 (84.4)
1953 (40.5) 1142 (241
2(15) 220 (6.4)
2665 (57.0) 2503 (54.9)
333 (7.1) 284 (6.2)
2131 (45.6) 2174 (47.7)
326 (7.0) 317 (7.0)
4291 (88.9) 4190 (88.4)

EndoDrChen.c
The ADVANCE Collaborative Group. N EnglJ Med. 2008;358:2560-2572
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Limitantes

* Lainterpretacion de los datos con sulfonilureas
se ha dificultado por:
— Los agrupa a todos en el mismo grupo terapéutico

— Pocos estudios comparativos prospectivos entre
diferentes sulfonilureas

— Mayoria son estudios retrospectivos y de cohorte

* Muchisimos factores confusores para llegar a concluir que es
la sulfonilurea

* Esimportante aclarar este punto por la cantidad
de personas que estan expuestas a SU

EndoDrChen.cos

LLEGAR A CONCLUSIONES
PRECIPITADAS: LA HISTORIA DE
ROSIGLITAZONA
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Pioglitazone Rosiglitazone
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RECORD: estudio aleatorizado

ABIERTO controlado

181w Rosiglitazone
— Adive control
16|
HR0.99 (95% 0 0.85-116)
1~
1
2
3 10+
H
E oo
6
pu
2
T T T T T 1
1 2 3 4 3 6
Time (years)
Number at isk
Rasigitazone 2220 2086 1981 1883 1795 720 918
Active control 2227 201 1995 1895 1798 1697 908
EndoDrChen.con

Home PD. Lancet. 2009.
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Revaluacion de los datos de RECORD

HR (95% CI)

DCRI CEC results foriginal definitions)

CV (or unknown cause) death, M, or siroke 181 (8.3%) 188 (8.4%) 0.95(0.78-1.17)
OV {or unknown couse) death 88(4.0%) 96 (4.3%) 090(0.68-1.21)
M 68(3.1%) 60 (2.7%) 1.13(0.80-1.59)
Siroke 50(2.3%) 63 (28%) 079(0.54-1.14)
Al decth 139(6.3%) 160 (7.2%) 086 (0.68-1.08)

Original RECORD CEC results (original definitions)
QV (or unknown cause) death, MI, or siroke 154 (6.9%) 165 (7.4%) 093(074-1.15)
CV (or unknown couse) death 60(2.7%) 71(3.2%) 084(0.59-1.18)
M 64(2.9%) 56(2.5%) 1.14(0.80-1.63)
Stroke 46(2.1%) 63 (2.8%) 0.72(0.49-1.06)
Al death 136(6.1%) 157 (7.0%) 0.86(0.68-1.08)

EndoDrChen.cor
Mahaffey KW. Am Heart J. 2013;166:240
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Time to Primary Composite Endpoint

Kaplan-Meier event rate
0.25

N event: 3-year estimate:
— placebo 572 /2633 23.5%

e pioglitazone 514 /2605 21.0%

/ HR  95%Cl p value
pioglitazone

0.904 0.802,1.018 0.0951
vs placebo

N at Risk: 5238 5018 4786 4619 4433 4268 693 (228)
T T T

6 12 18 24
Time from randomisation (months)

proactive-results.com

Glimepiride Pioglitazone
(n=181) =179
T r 1 P
Moan (sD) Modian (IGR) Moan (SD) Modian (QR) __ Valuo®
Baseline Examination
Percent atheroma volume, %° 40389 403(34.71045.9) 40684 403@4110460) 54
[Masimum atheroma thickness, mm® 082 (0.26) 080(064100.98) 081025 0790611010004
[Normalid total atheromavolume,® mm? 2108052 1978 (1481102770 2075 838) 1000 (1476102545 27
[Aheromavolume in 10-mm most dissased 647 (315 €2.1(4091086.6) 627 28.1) 504(43610787) 50
segment,® i
Follow-up Examination
Percant %° 91000, 405(35210469) 40585 405@3610463 13
[Maximum atheroma thickness, mm® 083(0.26) 081(064100.99) 080 (024) 076(06210097) 30
[Normalied total atheromavolume,© mm® 2177 053 1926 (1509102783 2008 B1.6) 1845 (1446102084 18
[Aheromavolume in 10-mm most dissased 624612 578(3051083.1) 60.0(275) 570@070778 62
segment,® mrm
Nominal Change From Basoline
L6 Moar P Valiio Change S Moan P Value Change
(95%Cl) From Baseline ©5%Cl) From Baseline__ Valued
Percent atheroma volume, &%° 0.73(033101.12) <001 016 (-057100.25) 7] 002
[Maximum atheroma thickness, it 0.011 (-0.000210 0.022) 054 0011 (-0.022100.0004) % 006
[Normaled totel atheroma valume, Smm® _ —1.6 (4506 1:54) 5% 55 (86/10-2.38) <001 0
[Aheromavolumein 10-mm most dseased  ~2.1 (-3.33t0 -084) o1 ~20(-3:3310-067) 006 %
segment,® mim?
EndoDrChen.co
Nissen SE. JAMA.2008;299(13):1561-1573
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EL RETO EN INTERPRETAR SUBGRUPOS
O ANALISIS POST HOC: ACARBOSA

EndoDrChen.cos

10/04/14

Acarbosa: sobrevida libre de
enfermedad cardiovascular

o ° °
2 & 8

Probability of Any Cardiovascular Event
o
8

P=.04 (Log-Rank Test)
P=.08 (Cox Proportional Model)

0 100 200 300 400 500 600 700 800 900 1000 1100 1200 1300 1400
Days After Randomization
No. at Risk
Placebo 686 675 667 658 643 638 633 627 615 611 604 519 424 332 232
Acabose 682 659 635 622 608 601 596 590 577 567 558 473 376 286 208

EndoDrChen.cos
Chiasson JL. JAMA. 2003;290:486

STOP-NIDDM

No. Experiencing
Event
1
Acarbose Placebo  Hazard Ratio Favors § Favors
n=682) (1=686) (@%C)  PVaue Acarbose | Pacebo
Coronary Heart Disease
Myocardial Infarction 1 12 0090001072 02 le—
Angina 5 12 045(0.16-1.28) .18 —e- —
Revascularization Procedures 11 20 061(020-126 .18 —e —
Gardiovascular Death 1 2 055005611) 63 F—@ —
Congestive Heart Failure* 0 2
Cerebrovascular Event or Stroke 2 4 056(010807) 51 +—e —
Peripheral Vascular Disease 1 1 114(007-1880) 98 p—————0—————
Any Gardiovascular Event 15 32 051028095 08 F—o——f

L
0 05 10 15 20
Hazard Ratio

EndoDrChen.cos
Chiasson JL. JAMA. 2003;290:486
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Predefined endpoints—multiple hypothesis testing.
Administration of Acarbose was associated with a
combined cardiovascular event risk reduction of 49%
[11]. However, the kind and the number of assessed
cardiovascular events changed during the course of
the study. Prospectively predefined end-points com-
prised myocardial infarction, cerebrovascular event
and heart failure [13]. In the final report angina, revas-
cularisation procedures, cardiovascular death and pe-
ripheral vascular disease were also included [11]. The
report of the safety population also includes coronary
disorder, hypertension and arrhythmia [18]. In total.
ten different cardiovascular end-points were assessed.
This results in 1023 possible statistical comparisons of
different combinations of these endpoints. The reason
for choosing a non-predefined combination of events
for assessment of the cumulative risk of cardiovascu-
lar end-points is not stated. At least, a separate analy-
sis of the prospectively defined combination of end-
points is missing.

EndoDrChen.cos
Kaiser T. Diabetologia. 2004;47:575
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VAMOS MEJORANDO CALIDAD DE
ESTUDIOS: INSULINAS

EndoDrChen.cos

Diabetes Mellitus Insulin Glucose Infusion in Acute Myocardial
Infarction (DIGAMI): Benefit of Tight Glycemic Control in No Insulin — Low Risk

Cohort
0.7 p=.0111 0.7 p = .004
0.6 n=314 0.6
0.5 0.5
9 3
%4 306 £ ! Control
n= &3
0.2 Insulin-glucose ~ 0.2
Infusion n=139
0.1 0.1 Insulin-glucose
0 / 0 Infusion
0O 1 2 3 4 5 0o 1 2 3 4 5
Years in Study Years in Study

Malmberg K, et al. BMJ. 1997;314;1512:1515.
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Proportion with events

JORIGIN/
15t Co-primary: M, Stroke, or CV Death —_—
g 1 # at Risk 1 2 3 4 5 6 7
G 6264 6057 5850 5619 5379 5151 3611 766
SC 6273 6043 5847 5632 5415 5156 3639 800
< |
S
@
S
Adj. HR 1.02 (0.94, 1.11)
o~ Log Rank P = 0.63
s
— Glargine
- —= Standard Care
peg
2|
S

EndoDrChen.co:
Years of Follow-up
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Requerimientos de seguridad
cardiovascular por FDA

Superorty +r i i
Approvable; no need for \'u\i\
postmarkefing study Noo 1

' 1
"%a
Approvable; need for Nonvinferork ; H
postmarketing study { - 1 : /
| 1
Inferior ] e
! - 1
Not approvable 1 1
! L
= T
+ Attt

3 n L "
t + + t
04 08 08 1 12 14 1§ 18 220 22

EndoDrChen.cor

EN EL FUTURO PROXIMO:
INHIBIDORES DE SGLT-2

EndoDrChen.cor
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En teoria...

— Reduccién de grasa visceral
— Reduccioén de presidn arterial
— Lipidos???

EndoDrChen.cor

* Desde el punto de vista cardiovascular, todo
luce bien
— Reduccién de peso

10/04/14

Systolic BP, n
Mean (s.d.) baseline (mmHg)
LS mean (s.) change
Difference versus PBO (95% CI)

Diastolic BP, n
Mean (5.d.) baseline (mmHg)
LS mean (s.c.) change
Difference versus PBO (95% CI)

Triglycerides, n
Mean (s.d.) baseline (mmol/l)
LS mean (s.e) change
Median (IQR) percent change
LS mean (s.e.) percent change
Difference versus PBO (95% CI)

LDL-C, n
Mean (s.d.) baseline (mmol/l)
LS mean (s.¢.) change
Median (IQR) percent change
LS mean (s..) percent change
Difference versus PBO (95% CI)

HDL-C, n
Mean (s.d.) baseline (mmol/l)
LS mean (s.¢) change
Median (IQR) percent change
LS mean (.e.) percent change
Difference versus PBO (95% CI)

190
1277 (13.7)
0.4(0:8)

190
774 (8.4)
~01(05)

171
22(12)

0.07 (0.07)
0.0(~164,19.3)
7.9(3.5)

169
3.1(L1)

—0.07 (0.05)
—24(-165,122)
10(1.9)

170
1.1(03)
0.04(0.02)
32(-66,158)
45(14)

EndoDrChen.c

CANA 100mg

192

1267 (12.5)

-33(0.

~3.7(=5.9, ~L6)*

192

77.7 (68)

~17(05)

—16 (=29, -0t

183

20(12)

~0.16 (0.07)

~7.6(~259,19.5)
)

25 (3.
54 (=149,41)%

3.1(1.0)
0.00(0.05)
0.4(~144,139)
29(1.8)
20(-32, 7.0t
182

12(03)

0.1 (0.02)
9.2(-23,19.8)
112(14)
68(29.106)

CANA 300 mg

195
1285 (12.7)

195
79.1 (83)
-21(05)
—20(=3.4,-0.7)F

—10.2(~19.6,~0.7)%
181

29(0.9)

0.12(0.05)
3.1(-74,195)
7.1(1.8)
61(09,11.3)

183

12(03)

0.1 (0.02)
89(~1.,203)
106 (1.4)
61(23.9.9

“Stenlof K. Diab Obes Metab. 2013;15:372
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Relexiones finales

* Viene una era promisoria de estudios clinicos

* Debemos dejar de pensar sélo en glucosa y
ponerle mas énfasis a puntos finales duros
como eventos clinicos
— Mortalidad y eventos cardiovascular
— Eventos microvascular

* Estudios con puntos finales cardiovasculares
con ihibidores DPP-4, analogos GLP-1,
inhibidores SGLT-2
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Conclusiones

* La causa principal de muerte en DM es
cardiovascular
— Cualquier impacto en este punto es significativo,

tanto en beneficio como empeoramiento

¢ Los datos de farmacos viejos como metformin
y SU no son del todo tan claros, muchos
factores confusores

* Seguridad CV de nuevos farmacos esta siendo
mejor evaluado

EndoDrChen.cor
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\ 28 al 30 de agosto, 2014

Certificado de participacion De 7:30 a.m. - 4:00 p.m.
Accesoa las charlas expuestas
Almuerzos y refrigerios los tres dias
Actividad social 15 créditos de recertificacion
la EMC del Colegio de Médicos
Interés Nacional e Inst
Banco de Costa Rica
Colones: 001-0293956-8
Cuenta Cliente: 15201001029395683 Cuerpo médico
Profesionales afines a la salud
Dolares: 001-0293954-1 Estudiantes
Cuenta Cliente: 15201001029395418

Asociacion Pro Estudio de la Diabetes,

Endocrinologiay Metabolismo
Cédulajuridica: 3-00253 30 62

$ 225 antes del 16 de julio, 2014
$ 250 Inscripcion
INSCRIBASE A: endocrinocr2014@medicos.cr
487 4318

Preguntas...
chenku2409@gmail.Com
EndoDrChen.Com

EndoDrChen.cor
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