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“s1 tus dardos estan bien afilados
no tendras que lanzar muchos”

A favor de SU

> Efectividad y uso en Control Glucémico
> Estudios largo plazo UKPDS, ADVANCE...
» Minimizar el peso y la hipoglucemia

» SU en las Guias, Recomendaciones



Alc:descenso segun nivel de partida

Bloomgarden et al, Diabetes Care 2006;29:2137



Descenso en Alc con distintos ADOs
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Evolucion de la utilizacién de algunos antidiabéticos
orales en Espana (1992-2008)
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Results Treatment

At the end of the study

Combinations of ADO Number of patients
n=1.202, n (%)

Metformina + SU 530 (44,1)
Metformina + Glitazonas 191 (15,9)
Metformina + Glinidas 97 (8,1)
Metformina + Insulina 93 (7,7)
Glitazonas + SU 55 (4,6)
Otros 246 (19,6)

8
Diamond P Conthe, D Orozco et al. SEMI 2009
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UK Prospective Diabetes Study
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“ ORIGINAL ARTICLE

10-Year Follow-up of Intensive Glucose
Control in Type 2 Diabetes

Rury R. Holman, F.R.C.P., Sanjoy K. Paul, Ph.D., M. Angelyn Bethel, M.D
David R. Matthews, F.R.C.P., and H. Andrew W. Neil, F.R.C.P.

“Legacy effect”

UKPDS
Post-Trial

(10 anos de seguimiento
tras la finalizacion del
Estudio)

Holman R et al.
N Engl J Med 2008;359:1577-1589

Sulfonilurea-Insulina

| Infarto de Miocardio

Metformina

C Mpyocardial Infarction
14-

P=0.052 P=0.01
1.2-
2
I L R B e At E B
=
8 08—
o
X
0.6-
0.4-
1997 1995 2001 2003 2005 2007
No. of Events
Conventional therapy 186 212 239 271 296 319
Sulfonylurea—insulin 387 450 513 573 636 678

Sulfonilurea-Insulina

G Death from Any Cause
1.44

P=0.44 P=0.006
1.2
=
&= 1.0+4-L--4--F--4--F--q---p--g----5-----
E tettds
8 08+
o
I
0.6
0.4
1997 1999 2001 2003 2005 2007
No. of Events
Conventional therapy 213 267 330 400 460 537
Sulfonylurea—insulin 489 610 737 868 1028 1163

D Myocardial Infarction
1.4

Mortalidad global

P=0.01 P=(.005
1.2
.2
I ] R
T
8 0.8
o
- =
0.6 +
0.4 JE—
1997 1999 2001 2003 2005 007
No. of Events
Conventional therapy 73 83 92 106 118 126
Metformin 3% 45 55 54 68 31
H Death from Any Cause
1.4+
P=0.01 P=(.002
1.2
2
= e R
E
[+
I
0.6
0.4 =
1997 1999 2001 2003 2005 1007
No. of Events
Conventional therapy 89 1132 ] 0136 160 183 217
Metformin 50 70 86 110 123 152




The NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 VOL. 358 NO. 24

JUNE 12, 2008

Effects of Intensive Glucose Lowering in Type 2 Diabetes

The Action to Control Cardiovascular Risk in Diabetes Study Group*

ORIGINAL ARTICLE

Intensive Blood Glucose Control and Vascular
Outcomes in Patients with Type 2 Diabetes

The ADVANCE Collaborative Group*
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ORIGINAL ARTICLE

Glucose Control and Vascular Complications
in Veterans with Type 2 Diabetes

Reviews/Commentaries/ADA Statements

POSITION BTATEMIEINT

Intensive Glycemic Control and the
Prevention of Cardiovascular Events:
Implications of the ACCORD, ADVANCE,
and VA Diabetes Trials

A position statement of the American Diabetes Association and a scientific
statement of the American College of Cardiology Foundation and the
American Heart Association
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with hyperglycemia-specific micro-

wascular com plicatinms; however, it
alsoimparts a two- to fourfold risk of car-
diovascular disease (CVD). Although mi-
crovascular complications can lead to
5l¥n|ﬁcanl maorhidity and premature mor-
talicy, by far the greatest cause of death in
people with diabetes is CVD.

Results from randomized controlled
trals have demonstrated conclusively
that the risk of micrevascular complica-
tioms can be reduced by intensive glyce-
mic contrel in patients with type 1 (1.2}
and type 2 diabetes (3-5). In the Disbe-
tes Control and Complications Trial
{DCCTY, there was an ~60% reduction in
development or progression of diabetic
retinopathy, nephropathy, and neuropa-
thy between the intensively treated group
{goal A1C <6.05%, mean achi Al
~7%) and the standard group (A1C
~0%] over an average of 6.5 years. The
relationship between glucose control (as

D inbetes is defined by its association

reflected by the mean on-study A1C
value and risk of complications was log-
linear and extended down to the normal
ALC mange (=6%) with no threshold
noted.

Inthe UK Prospective Diahetes Study
(UKPDS), participants newly diagnmsed
with type 2 diabetes were followed for 10
years, and intensive control (median ALC
7.0% was found to reduce the overal | mi-
crovescular complication rate by 25%
compared with corventional treatment
[median ALC 7.9%). Here, too, second-
ary analyses showed a contimious relation-
ship between the risk of microvascular
complicatinns and glycemia extending into
the normal rnge of A1C, with no glycemic
threshokl

On the basis of these two large con-
trolled trials, along with smaller studies
and numerous epidemiologic reports, the
comsistentt findings related o microvascu-
lar risk reduction with intensive glycemic
control have led the American Diabetes
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Association (ADA to recommend an A1C

1 of = 7% for most adultswith diabetes
(6], recognizing that more or less strin-
gent goals may be appropriate for certain
patients. Whereas many epidemiologic
studies and meta-analyses (7.8 have
clearly shown a direct telationship be-
bweert ALC and OV, the potential of in-
tensive glycemic control to reduce CVD
events has been less clearly defined. Inthe
DCCT, there was a trend toward lower
risk of CVD events with intensive control
(risk reduction 41% [95% C1 10-68[),
bt the number of events was small. How-
ever, O-year post-DCCT follow-up of the
cohort has shown that participants previ-
ously randomized to the intensive arm
had a 42% reduction (P = 0.02] in CVD
outcomes and @ 57% reduction (P =
0.02) in the risk of nonfatal myncardial
infarction (M1}, stroke, or CVD death
compared with those previously in the
stancard arm (9},

The UKFDS of type 2 disbetes nb-
served a 16% reduction in cardiovascular
complications {combined Etal or nonfatal
M1 and sudden death) in the intensive
Py\:\cmic control arm, although this dif-
erence was not statistically significant
(P = 0.052], and there was no suggestion
of henefit on other CVI outcomes such as
stroke. However, in an epidemiologic
analysisof the stuy cohort, a continuous
association was ohserved such that for ev-
rryéxrcrnla.gr point of lower median on-
study ALC (e.g., 8-T%) there was a
statistically significant 18% reduction in
CVD events, again with no glycemic
threshold.

Recause of ongoing uncertainty re-

rling whether intensive mic con-
IB:;:I caﬁ recluce the |ncrtasc%yr‘i:sck of CVD
in people with type 2 diabetes, several
large long-term trials were launched in
the past decade to compare the effects of
intensive versus standard glycemic con-

Duseres Cane, vovuse 32, susines 1, Jaower 2009
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Effect of intensive control of glucose on cardiovascular
outcomes and death in patients with diabetes mellitus:
a meta-analysis of randomised controlled trials

Kausik K Ray, Sreenivasa Rao Kondapally Seshasai®, Shanelle Wijesuriya®, Rupa Sivakumaran®, Sarah Nethercott®, David Preiss, Sebhat Emgou,

Maveed Sattar

UKPDS- | Proactive VADT | ACCORD | Total
follow-up

4620 5238 11140 1791 10251 33040
Years 10.1 2.9 5.0 5.6 3.5 4.95
Patient- 46,237 15,059 55,700 10,030 35,879 162,905
years
Control  7-9% 7-6% 7-3% 84% 7-5% 7-5%
Intensve  7-0% 7-0% 6-5% 6:5% 6:4% 6:6%

Lancet 2009; 373: 1765-72
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Efecto por edad, sexo, PAS y Control Glucémico:

Obijetivo Primario Combinado

NUmero de eventos

Intensivo

. (n=5,571)
Edad (afos)

<65 367
> 65 642
Sexo

Male 635
Female 374
PAS (mmHg)

< 140 368
> 140 641
HbA, (%)

<72 387
>7.2 620
Glucemia en Ayunas (mmol/L)

< 7.9 (142 mg/dL) 414
> 7.9 (142 mg/dL) 595
Todos los participantes 1009

Estandar
(n=5,569)

421
695

705
411

404
712

430
682

472
643

1116

A favor A favor
Intensivo Estandar

RIRIRImIE

Reduccion riesgo
relativo (95% ClI)

14% (1 to 25)
8% (-3 t0 17)

10% (0 to 19)
10% (-3 to 22)

9% (-4 to 21)
11% (1 to 20)

10% (-3 to 22)
10% (O to 20)

13% (0 to 23)
8% (-2 to 18)

10% (2 to 18)

0.5 1.0
Hazard ratio

2.0



Complicaciones Microvasculares

NUmero de eventos
Intensivo Standard
(n=5,571) (n=5,569)

Microvascular 526
Retinopatia nueva o empeoramiento 332

Nefropatia nueva o empeoramiento 230

605
349
292

\

0.5

A favor A favor
Intensivo Estandar

-_—
. ———

—_—

1

1.0
Hazard ratio

Reduccién Riesgo
Relativo (95% CI)

14% (3 to 23)
5% (-10 to 18)
21% (7 to 34)

|

2.0



suLroniLureas +meTrormina - FNNOrtalidad

Relative Risk (95% Cl)

A
Bruno (1999) _"'_ 1.13(0.79, 1.82)
Olssen (2000) —— 1.63 (1.27, 2.08)
Fisman (2001) —'— 1.53 (1.20, 1.96)
Johnson (2002) 5 0.63 {0.56, 0.70)
Gulliford (2004) (A) _"'“ 1.06 (0.85, 1.32)
Gulliford (2004} (B) — " 0.95 (0.64, 1.41)
Evans (2006) (A) A 216 (1.68, 2.78)
Evans (2006} (B) —®—  247(1.88, 3.25)
Evans (2006} (C) i 0.60 (0.35, 1.03)
Kahler {2007) - 0.92 (0.81, 1.04)
Overall {O' 1.19 (0.8, 1.62)
T : T
0.25 1.0 4.0

Meta- analysis.

Rao et al. Diabetes Care 31:1672-1678, 2008



Effect of Second-Generation Sulfonylureas on Survival in Patien
With Diabetes Mellitus After Myocardial Infarction
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FIGURE 2. Survival after myocardial infarction (Ml for diabetic
patients treated with second-generation sulfonylureas and those
treated with insulin.

Arruda-Olson et al. Mayo Clin Proc. 2009;84(1):28-33



Riesgo de Muerte en relacion con utilizacion de Antidiabéticos orales
(Pacientes con DM e IAM previo)

Mortalidad Global
| Hazard Ratie (85% CI
|
Glimepirida D —— 1.33 {0.13-1.55)
Gliclazida T 0.87 {0.65-1,17)
Glibenclamida | —— 1,43 [1.16-1.78)
|
Glipizida | —a—i 1.37 {1.13-1.85)
|
Tolbutamida b —— 1.40 (1.111.77})
|
Repaglinida : & 1 1.24 (0.81-1.80)
Acarbosa ! . 221 (0.88-4.88)
Metformina : 1.00
|
0.5 080708081 14 2 23 31 4

Referencia = Metformina  Hazard Ratlo {85°% Cl}
Schramml et al Steno Diabetes Center Eur Heart J. 2009:30, 304



El tema del peso...

Drug 1 More Beneficial Drug 1 Less Beneficial
D > Pooled Effect Studies
(95% Cl) (Participants)
(RCST;J;ES;‘ T,ﬁ; - 5 ——i 3.5 (3.0 to 4.0) 4 (538)
Met + SU vs. Met — i B —— 2.4 (1110 3.6) 9{1871)
(R&SU:; ‘:ﬂ,f; . —— 1.9 (1.4 to 2.4) 8 (1374)
TZD vs. Met — i —_— 1.9 (0.5 to 3.3) 6 (2143)
SU vs. Acarbose — E 1.9 (0.2 to 4.0) 5 (397)
TZD vs. 5U — 1.1 (-0.9 to 3.1) 3 (368)
SU vs. Met + SU — -—E.—u 0.05 (0.5 to 0.6) 5{1011)
5U vs. Repag — -—*—- 0.03 (-1.0 to 1.0) 10 (2006)
T

Weighted Mean Difference in
Body Weight, kg

Bolen S, et al. Ann Intern Med. 2007;147



Peso (kg)
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Diferencia 0.75kg (0.56, 0.94), p<0.0001
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El tema de la hipoglucemia. .. ¥

I I I I
0.5 2.1 015 0.2

Drug 1 Less Harmful Drug 1 More Harmful PI:IDBIEE;;EEI?H {PaSrI::III:Id;;ts}
= =
et vs, Met + TZD - I_'I_I 0.00{-0.01 10 0.01) 3 (1557)
SU vs. Repag— | I = | 0.02 (-0.02 to 0.05) 5 (1495)
Glyb vs. Other SU I—-—I 0.03(0.00 to 0.05) 6 (2238)
SU vs. Met— I . | 0.04 (0.00 to 0.09) 8 (2026)
SU + TZD vs. SU I . | 0.08 (0.00 to 0.16) 3(1028)
SU vs. TZD I : . | 0.09(0.03 to 0.15) 5 (1921)
SU + Met vs. SU— i | . | 0.11 (0.07 to 0.14) 8 (1948)
SU + Met vs. Met— I | s | 014 {0.07 to 0.21) 9 (1987)
0

Welghted Absolute Risk Difference

Bolen S, et al. Ann Intern Med. 2007;147(6):386-399.



Hipoglucemia y Sulfonilureas
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Gliburide! Clorpropamide? Glibenclamide® Glimepiride® Gliclazide* Glipizide®

Sulfonilureas

**Glu <50 mg/dL (2,75 mmol/L)

1. Glucovance [prospect]. Princeton, NJ: Bristol-Myers Squibb Company; 2004. 2. UKPDS Group. Lancet
1998; 352: 837-853. 3. Draeger KE, et al. Horm Metab Res. 1996; 28: 419-425. 4. McGavin JK, et al. Drugs 2002,
62; 1357-1364. 5. Metaglip [prospect]. Princeton, NJ: Bristol-Myers Squibb Company; 2002 83



Proporcion de pacientes con al

~

menos un evento ano

Tasas de Hipoglucemia Grave

2.0%

1.6%

1.2%

0.8%

0.4%

0.0%

UKPDS

B Control Intensivo

H Control Estandar

ADVANCE



Eventos por paciente y afio

Tasa de Hipoglucemia

Leve y Grave

M Control Intensivo

M Control Estandar

*

0.007 0.004
Hipoglucemia Hipoglucemia *p<0.001
Leve Grave

ADVANCE



Hipoglicemia severa en los ensayos recientes de
tratamiento intensivo en diabetes tipo 2

% Pacientes con alguna hipoglucemia

durante el ensayo

25

20

15

10

VADT

|

M Control Intensivo
B Control no intensivo

B

ACCORD

ADVANCE
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\\mi guiall
Tratamiento combinado en la Diabetes Mellitus tipo 2

INSULINA
AN
Glinidas _ -~ /| \ >« |
Inh g]uc. é\ / \ =—> DPP 4 inh
N [
~A R |
/ Metformina \ :
/ -, N \
7 N [
/.7 N \ '
7 N
GTZ 4_ \’! R
~N
~ - _- -7
~L ~
SU

1° Metformina de inicio
2° INDIVIDUALIZAR combinacion segun perfil
3° Intensificar (3-6 meses) hasta objetivos ( Alc 6,5% - 7,5 %)



28



JL PALMA JG CEREZO R G HUELGAS
glitazonas GLP: insulina

P CONTHE
Su

J.G.ALEGRIA
Inh-DPP4

v
METFORMINA
}




1* pregunta

:Que sulfonilureas no utilizaria por elevadas
tasas de hipoglucemias severas?

e Glibenclamida

1mepirida

ipizida

G

e Glicazida
G
G

1pentida



1* pregunta

:Que sulfonilureas no utilizaria por elevadas
tasas de hipoglucemias severas?

e Glibenclamida
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2% pregunta
¢(Que tienen en comun las recomendaciones terapeuticas
vigentes en control glucémico de DM tipo 27

e Utilizar sulfonilureas de inicio y en combinacion

 Empezar con 2 farmacos hipoglucemiantes

e La Insulina debe relegarse para casos avanzados

e Con dieta y ejercicio se pueden controlar muchos
pacientes

* De 1nicio metformina al diagnostico e individualizar



2% pregunta
¢(Que tienen en comun las recomendaciones terapeuticas
vigentes en control glucémico de DM tipo 27

Utilizar sulfonilureas de inicio y en combinacion

Empezar con 2 farmacos hipoglucemiantes

La Insulina debe relegarse para casos avanzados

Con dieta y ejercicio se pueden controlar muchos
pacientes

De 1nicio metformina al diagnodstico e individualizar

5]
30



* pregunta

(,En que¢ programa se ha basado esta charla?

34



