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Medicina tradicional china

* Descripcion hace 2000 afios
* Causa: consumir demasiada comida rica en:
— Grasa
— Azlcares
— Ricas
* Ocurre comunmente en personas adineradas
* Tratamiento: resistir una dieta rica
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Egipcios

* Descripcion 1500 AC
* Probablemente DM-1
* Mucha poliuria
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Hindues

Madhumeha
Orina mielosa
Orina que atrae hormigas

Sushruta y Charaka en 400-500 AD por
primera vez separaron tipo 1y 2:
—Tipo 1 en jovenes

— Tipo 2 en sobrepeso
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Diabetes

El término fue empleado por primera vez por
Apollonio de Memphis

Raro en la antigua Grecia

Galeno describié que habia visto sélo 2 casos
en su vida

Areteaus menciond que “vida (con diabetes)
era corta, desagradable y dolorosa”
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“mellitus”

* Agregado por John Rolle a finales de 1700s
para diferenciarlo de diabetes insipido
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Josef von Mering

En 1889 describieron
que perros
pancreatectomizados
desarrollaban signos y
sintomas clasicos de
diabetes
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Edward Albert Sharpey-Schafer

* Sugirio por primera
vez que las personas
con diabetes eran
deficientes de una
sustancia producido
en el pancreas,
llamado insulina
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Insulinas y premio Nobel

* Banting y MacLeod por descubrimiento de
insulina

* Sir Frederick Sanger por determinar la
secuencia de amino acidos de la insulina

* Rosaly Yalow y Solomon Berson, premio Nobel
de Medicina y Fisiologia por el
radioinmunoensayo para medir insulina
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Insulinas

* Primera administracién a seres humanos fue
el 11 de enero de 1922

¢ Insulina simple de administracién IM 2 veces
al dia con volumenes de entre 5y 18 cc

1936 NPH
¢ 1954 |entes
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Analogos de insulina

* Aparecieron a mediados de los 90s
* Ultrardpidos
* basales
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EVOLUCION DE LOS CONCEPTOS
FISIOPATOLOGICOS




Natural Progression of Type 2 Diabetes

DIAGNOSIS
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TZD + MET or

TzD AGI + TZD or TZD + MET + INS* (2)
SU/MG + TZD/MET

*There is the potential for congestive heart failure with the concomitant use of a TZD and insulin.

Adapted from Type 2 Diabetes BASICS. MinneapolissMinn:International Diabetes Center; 2000.
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a cells mass is increased in type 2
18 diabetes

15,8

12 P<0.05

slets(%)

2 (n=15)

Control Diabetes tipo 2

Clark A, et al. Diabetes Res. 1988;9:151-159,  EndoDiChen.con

Glucagon levels are increased in fasting and postprandial states
in patients with IGT and type 2 diabetes

Fasting Postprandial
P<0.001 P<0.001

pmoliL
o

Fasting plasma leves,
a

~
Postprandial at 240 min, pmoliL

°

NGT IGT DMT2 NGT IGT DMT2

NGT=normal glucose tolerance, n=33; IGT=impaired glucose tolerance, N=15;
DMT2=Type 2 diabetes melitus, n=54.

Toft-Nielson M-B et al. J Clin Endocrinol Metab. 20045/86:3717:3723.
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Insulin and glucagon levels are abnormal

after melas

Glucose, —=— Type 2 diabetes

mg % — —=— - Normal subjects

Insulin,
pimL

Glucagon,
p/mL

n=12 normal;

a cell glucagon is responsible por 75% of
hepatic glucose production

Somatostatin infusion

8 lean male subjects)
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*P<0.01
Lilienquist JE, et al. J Clin Invest. 1977;39:3

Hepatic insulin resistance:
increased hepatic glucose production

« Control

* Type 2 diabetes

r=0.847
P<0.001

Hepatic glucose production
(mg/kg/min)

150 200 250 300 350
Fasting plasma glucose (mg/dL)

DeFronzo RA. Diabetes 1988;37:667-




Aumento en la produccién hepatica de

* Como manifestacién de resistencia a la
insulina
* Como consecuenica de disfuncién de células

alfa

glucosa
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Arcuate neuron

S6K17

Protein synthosis? Anorexia
FOXO, KATP'
TAT:
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EVOLUCION EN ENSAYOS CLiNICOS
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Glycemic Responses in Two Trials

DCCT Kumamoto Study
1444 type 1 patients 110 type 2 patients
m Conventional therapy M Conventional therapy
Intensive therapy Intensive therapy
o Mean 11 o
AA1C ~2.1% AIC AA1C ~2.3%
%) 10

Median 11

9
ADA action 8

ADAgoal 7
ACE goal

12 3 456 7 8 9 10
Years

DCCT Research Group. N Engl J Med. 1993;329:977-986;
Ohkubo Y et al. Diabetes Res Clin Pract. 199 103-117
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DCCT

Cumulative Retinopathy ~ —Conventional therapy \jjcroa1buminuria
percent Intensive therapy
progressingso Primary Prevention 30 Primary Prevention

-76%

P<0.001

[Secondary Intervention 'Secondary Intervention
-54% -43%
P<0.001 P=0.001

0 T 0
0 123456789 0 12 3456789
Years

DCCT Research Group. N Engl J Med. 1993;329:977-986 CADRE

Kumamoto Study

Cumulative Retinopathy = Conventional therapypjcroalbuminuria
percent

progressingsp- Primary Prevention Primary Prevention
-76% -62%
P=0.039 032

Intensive therapy

Secondary Intervention Secondary Intervention

-56% -52%
P=0.049 P=0.044
[ | 2 3 4 5 6 [

Years
Ohkubo Y et al. Diabetes Res Clin Pract. 1995;28:103-117
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Any Diabetes Related Endpoint

(CUmUlatlve )401 of 3867 patients (36%)

60%

— Conventional (1138)
— Intensive (2729)
p=0.029

% of patients with an event

Risk reduction 12%
(95% Cl: 1% to 21%)

6 9 12 15
Years from randomisation

Diabetes Related Deaths (cumulative)
414 of 3867 patients (11%)

30%

— Conventional (1138)
— Intensive (2729)
p=0.34
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Microvascular Endpoints (cumulative)

renal failure or death, vitreous haemorrhage or photocoagulation
30% 346 of 3867 patients (9%)
0

— Conventional

— Intensive
p=0.0099

20%

r// ’
=" Risk reduction 25%
(95% Cl: 7% to 40%)

6 9 12 15
Years from randomisation

% of patients with an event
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Myocardial Infarction (cumulative)

fatal or non fatal myocardial infarction, sudden death
30% . 573 of 3867 patients (15%)
— Conventional
— Intensive

p=0.052
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Risk reduction 16%
(95% Cl: 0% to 29%)
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CONCEPTO DE MEMORIA
METABOLICO O EFECTO LEGADO
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EDIC

Table 1. (Continued.)

Characteristic DCCT at Baseline (1983-1989) End of DCCT (1993) Year 11 of EDIC (2004)}
Intensive  Conventional Intensive  Conventional Intensive  Conventional
Treatment  Treatment  Treatment  Treatment  Treatment  Treatment
(N=711) (N=730) (N=-698) (N=723) (N=593) (N=589)
Glycosylated hemoglobin (%) 9.1:16 91416 74511 91215 79413 78213
Heart rate (beats/min) 68411 68211 69+11 71+12§ 70412 70412
Medication (%)
ACE inhibitors or ARBs (for any - - - - 38 4
Hormone replacement therapy - - - - 6 4
214 Aspirin tablets/mo - - - - 37 40
Betaublocker — — — — 3 7
Statin - - - - 34 3
Intensive diabetes management (%)} 0 0 9% 10§ o7 9

EndoDrChen.cos
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Glycated haemoglobin (%)

Post-Trial Changes in HbA,,

Sulfonylurea/lnsulin vs. Conventional

10
UKPDS results Mean (95%Cl)
presented
9
& : =
sl T T’\
7
0] p=0.008 p=0.14 p=0.82 p=0.84 p=0.99 p=0.71
1997 1998 1999 2000 2001 2002

EndoDrChen.cos
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Any Diabetes Related Endpoint Hazard Ratio

(SU/Ins) vs. C ional glucose control
1419 Any diabetes related endpoint
HR=0.88 HR=0.91

1.2{ p=0.029 p=0.039
L
B0 ——5-——- [ Sl Skttt i o e ekt HR (95%C1)
MIEEEREEREERE:
N 0.8
x

44
Number of events
Con: 438 498 571 620 651 686
Int: 963 11561 1292 1409 1505 1571

1997 1999 2001 2003 2005 2007
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All-cause Mortality Hazard Ratio

(SU/Ins) vs. C ional glucose control
147 All-cause mortality
R=0.94 HR=0.87
1.24 p=0.44 p=0.006

Hazard ratio
o -
e 9
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04 “Number of events
Con: 213 267 330 400 460 537
Int: 489 610 737 868 1028 1163

1997 1999 2001 2003 2005 2007
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Post-Trial Changes in HbA,,

Metformin vs. Conventional

UKPDS results
presented Mean (95%C1)

Glycated haemoglobin (%)
®

0 I P=0.59 P=0.99 P=0.18 P=0.89 P=0.37 P=0.86
1997 1998 1999 2000 2001 2002
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Any Diabetes Related Endpoint Hazard Ratio

Intensive (metformin) vs. Conventional glucose control

147 Any diabetes related endpoint
HR=0.68 HR=0.79

129 p=0.0023 p=0.012
°
B0 ——mmmmmmmm e m e — e —m - HR (95%C1)
B
§ 0.8 +
I

0.6

4]
Number of events

Con: 160 190 220 240 252 262

Met: 98 126 152 175 189 209

1997 1999 2001 2003 2005 2007
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Myocardial Infarction Hazard Ratio

(fatal or non-fatal myocardial infarction or sudden death)

Intensive (metformin) vs. Conventional glucose control

o Myocardial infarction
HR=0.61 HR=0.67
121 p=0.010 p=0.005
k]
E R HR (95%C1)
H
N 0.8
I
0.6
"Number of events
Con: 73 83 92 106 118 126
Met: 39 45 55 64 68 81

1997 1999 2001 2003 2005 2007
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All-cause Mortality Hazard Ratio

Intensive (metformin) vs. Conventional glucose control

149 All-cause mortality
HR=0.64 HR=0.73

1.2{ p=0.011 p=0.002
8
B10f—mm e HR (95%C1)
B
§ 081
T

0.6

04" Number of events
Con: 89 113 136 160 183 217
Met: 50 70 86 110 123 152

1997 1999 2001 2003 2005 2007
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Time to Primary Composite Endpoint

Kaplan-Meier event rate
0.25
N events: 3-year e:

— 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
0.0

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
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The NEW ENGLAND
JOURNAL o MEDICINE

Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Stven . Nissen, M.D., and Kathy Wolski, M.P.H.
Table 4. Ratesof Myocardial Infarcton and Death from Cardiovascular Causes.
Odds Ratio
Study Rosiglitazone Group Control Group (95% 1) PValue
no. of events/total no. (%)
Myocardial infarction
‘Small trials combined 44/10,280 (0.43) 22/6105 (0.36) 145 (0.88-239) 01s
DREAM 1572635 057 a0 LesOnes 0z
ADOPT Tpasess) A4 L3 0se22) 027
Overall 143 (1.03-198) 003
Death from cardiovascular causes
Smallvials combined 2576557 (038) 0019 2400049y 002
OREAM LKSOS) 1026403 120052278 067
ADOPT 21,456 014 SpEse018  0s0QU-3E 07
Overall 164088274 006
EndoDrchen co
18 = Rosghtazone
— Active control
16—
HR 099 (95% O 0-86-1-16)
144
-]
s 10+
]
T oo
o
N
T T T T T ]
1 2 3 4 3 6
Time gears)
Nomberatrisk
Resiglitazone 2220 2086 1981 1883 1795 720 918
Active control 2227 2101 1995 1895 1798 1697 908

Home PD. Lancet. 2009.
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Drugs
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Drug Safety and Avallabiity

FDA Drug Safety Communication: FDA requires removal of some
Orug Alerts and Siataments ind for

al
diabetes medicines

Enportng Preacrption Dngs View and print ful Drug Safety Communication (PDF 52KB)
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i 201, and My 18,
Drug Safety Communications 201,
Drug Shortages. P
Data Summary
Providers
Information by Drug Class Safety Announcement
[11:25:2013] The S, F
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e Y sulfonylurea. As a result,
010,
alare comprenensive, outsice
Drug Recalls ‘data conducted by the Duke Clinical Research Institute (DCRI)
Drug Supply Chaln itegrity Typo 2 diabe Rosgitazon
Multistate outbreak of fungal ¥ patents
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A Combined Major Macrovascular and Microvascular Events
254 |
! |\ Standard
! 1 control
_ | 1 g
g 20 | |
3 : L
9 H L
H H ¥ Intensive
3 g5 '
p-3 H control
5 '
= | |
2 | |
2 104 1 i
3 J '
H |
E |
H d '
O 59 p=001 ! !
T T T T 1T
6 12 18 24 30 36 42 48 54 60 66

Months of Follow-up

No. at Risk
Intensive 5570 5457 5369 5256 5100 4957 4867 4756 4599 4044 1883 447
Standard 5569 5448 5342 5240 5065 4903 4808 4703 4545 3992 1921 470
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The ADVANCE Cq ive Group. N EnglJ Med. 2008;358:2560-2572

ADVANCE

B Major Macrovascular Events

254 ; ;

g 20 i :

o | 1

] | '

2 | 1
3 15 H ) Standard
2 ) control
g ' ! -

3 i :
= i Intensive
E | H control

H 1

O 59 p=032 )
A e e e e e S
6 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

EndoDrChen.con
The ADVANCE Cq ive Group. N EnglJ Med. 2008;358:2560-2572
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ADVANCE

C Major Microvascular Events

25
g 201
P
g
S
3 15 Standard
2 control
°
2 10
=
g Intensive
3 control
O 59 p=001
R — — T
6 12 18 24 30 36 42 48 54 60 66
Months of Follow-up
No. at Risk

Intensive 5571 5495 5430 5358 5233 5120 5055 4968 4824 4258 1992 473
Standard 5569 5498 5431 5353 5207 5069 4995 4911 4764 4204 2024 494

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

A Primary Outcome

254
- 204
S
2 Standard therapy
§ 15
&
E
HRG
H Intensive therapy
& o
T T T T T T
1 2 3 4 5 6
Years
No. at Risk
Intensive therapy 5128 4843 4390 2839 1337 475 448

Standard therapy 5123 4827 4262 2702 1186 440 395

EndoDrChen.cos
The ACCORD Study Group. N Engl J Med. 2008;358:2545-2559

ACCORD

B Death from Any Cause

254
g 2
2
€
2 15
=
H
2 104 Intensive therapy
€
3
£
54 Standard therapy
T T T T T T
1 2 3 4 5 6
Years
No. at Risk
Intensive therapy 5128 4972 4803 3250 1748 523 506

Standard therapy 5123 4971 4700 3180  1e42 499 480

EndoDrChen.cos
The ACCORD Study Group. N Engl J Med. 2008;358:2545-2559
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VADT
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Proportion free of primary outcome

Median HbA1c +/- IQR

Baselne  1year  2years 3years 4years Syears  6years

Years on Study

Time to primary outcome

Hazard Ratio & CL
0.868 (0.728, 1.036) p=0.12

Follow-up time (years)
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Predictors of CV Death

(There is no treatment effect and there are no interactions).

Prior CV event

Age/10 yr.
HDL/10 mg

Baseline
HbA1c1%

Severe HypoX

Relationship of DM Duration and HR
for CVD Events with Intensive Therapy
(p<0.0001)

1.4

-
N

CVD Hazard Ratio

0 SRR CRN O TDRRISE 18 W21 =24
DM BDuration (years)
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Impact of Intensive Therapy for Diabetes:
Summary of Major Clinical Trials

Study Microvasc

UKPDS

DCCT / EDIC*

ACCORD

ADVANCE

z \> z \;
A .4
[ mitial Trial
UK Prospective Diabetes Study (UKPDS) Group. Lane s
Holman R 17 Med. 2008:359:1577. DCC Sroup. N Engl | Med 1993:329:977
‘Med, 2008:358:3545 [ vong Term Follow-up

101 J Med, 20053532643 Gerst tal. N Engl J
Engl J Med 2008:358:3560. Duckworth W etal, N Epel 1 Med 2009;360:129. (erratum:
ingl J Med 2009;361:1024) fepPTEREnEs *in TIDM
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Y QUE HAY DE LA MODIFICACION
DE ESTILOS DE VIDA?

EndoDrChen.cor
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Medicina tradicional china

* Descripcion hace 2000 afios
¢ Causa: consumir demasiada comida rica en:

— Grasa
— Azlcares
— Ricas

* Ocurre comunmente en personas adineradas
* Tratamiento: resistir una dieta rica

EndoDrChen.cor

] H g
= 3 ntr o E
5 H - H 3 jon
2 p .. ] H g
H B ... = H
3 PR 3 5}
3 s intervention * | & H kY
o2l ¥ a g Gontrol
Main effect, 4 (95% CI,-Sto-3) Main effect, 06 (95% 1,05 t0.0.5)
90 P<0.001 s0) P<0.001
1 2 3 & 5 & 7 &8 5 1 o 1 1 3 & 5 & 7 & 5 1o
Year Year
C Waist Circumference. D Glycated Hemoglobin

Estimated Mean (cm)
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Look AHEAD: Primary Outcome
z No Reduction in CV Events
with Lifestyle Changes

¥ Intensive Lifestyle Intervention (
W Diabetes Support & Education (control) (n=2,575)

HR, 0.95 (95% ClI, 0.83-1.09); P=0.51

403

Events, no

27/04/14

Look AHEAD: Partial or Complete
Type 2 Diabetes Remission

w Intensive lifestyle

o,
o

Prevalence of diabetes
remission,

*P<0.001 for each year
Look AHEAD=Action for Health in Diabetes

Otros beneficios

* Reduccidn de 20% en tasa de depresion

* Reduccidn de 30% incontinencia urinaria en
hombres

* 31% menos falla renal crénica
¢ 14% menos retinopatia diabética

23



COMO HA EVOLUCIONADO EL
CONCEPTO DE DIABETES Y RIESGO
CARDIOVASCULAR?

EndoDrChen.com
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Pacientes con diabetes estan aun en
mayor riesgo de desarrollar ECV

©
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>
w

ECV previo

*Fatal or nonfatal MI

Adapted from Haffner SM et al N Engl J Med 199:

B Diabetes
No diabetes

Sin ECV previo

UKPDS:

mmHg

years

Less tight control
Tight control
difference

p

ACE inhibitor
Beta blocker
difference

P
p=0.02

Mean Blood Pressure

baseline

160/ 94
161/94
1/0
n.s.

159 /94
159793
0/0
ns.

mean over 9

154 /87
144 /82
10/5
<0.0001

144 /83
143781
171

ns./

UKPDS. BMJ. 1998;317:713
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Blood Pressure Control Study

in 1148 Type 2 diabetic patients
a tight blood pressure control policy which achieved
blood pressure of 144 / 82 mmHg gave reduced risk for

any diabetes-related endpoint 24% p=0.0046

diabetes-related deaths 32% p=0.019
Stroke 44% p=0.013
microvascular disease 37% p=0.0092
heart failure 56% p=0.0043
retinopathy progression 34% p=0.0038
deterioration of vision 47% p=0.0036

UKPDS. BMJ. 1998;317:713
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HOT: Cardiovascular events in diabetics and not diabetic patients,
effect of diastolic goal at 4 years

EndoDrChen.con

Systolic Pressures (mean + 95% Cl)

140

3 130
k=
£
E
o
o
@ 120

Int. N =2174 1973 1150 156

Std. N = 2208 2077 1241 201

M
0 1 2 3 4 5 6 7 8

Years Post-Randomization

—Intensive = ——Standard
EndoDrChen.con
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Collaborative Atorvastatin
Diabetes Study

CARDS

Helen Colhoun, John Betteridge, Paul Durrington, Graham
Hitman, Andrew Neil, Shona Livingstone, Margaret
Thomason, Michael Mackness, Valentine Menys, John Fuller
on behalf of the CARDS Investigators

ds
e car

CARDS Patient Baseline Lipids

Placebo Atorvastatin
Median (IQR) Median (IQR)

Triglycerides (mmol/L) 1.67 (1.17, 2.40) 1.70 (1.20, 2.40)
(mg/dL) 148 (104,212) 150 (106, 212)

Non-HDL-C  (mmol/lL)  3.93 (3.38, 4.50) 4.00 (3.42, 4.50)
(mg/dL) 152 (131,174) 155 (132,174)

Apolipoprotein A1 (mg/dL) 150 (132, 169) 150 (134, 169)

Apolipoprotein B (mg/dL) 115 (98, 131) 116 (101, 132)

cards

IQR = Interquartile range

Cumulative Hazard for Primary Endpoint

Relative Risk -37% (95% ClI: -52, -17)
P=0.001

Placebo
127 events

Atorvastatin
83 events

Cumulative Hazard (%)

(]
0 1 2 4 4.75 Years
Placebo 1410 1351 1306 651 305
Atorva 1428 1392 1361 694 328

cards
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Cumulative Hazard for
All Cause Mortality

Relative Risk -27% (95% CI -48, +1)

p=0.059 Placebo
82 deaths

Atorvastatin
61 deaths

Cumulative Hazard (%)

0 4 475  Years
Placebo 1410 709 332
Atorva 1428 730 351

cards

HPS: Baseline lipids (mmol/L) and
apolipoproteins (g/L) by prior diabetes

Diabetes No diabetes
(5963) (14 573)

Total cholesterol 587 5.9
LDL 3.2 34
HDL 1.06 1.06
Triglycerides 2.3 2.0
Apo Ay 1.20 1.20
Apo B 1.10 1.16

SIMVASTATIN: MAJOR VASCULAR EVENTS by YEAR
in DIABETIC PATIENTS

30

25 Logrank p<0.00001

SIMVASTATIN

People suffering events (%)

Years of follow-up

Benefit/1000(SE)  -1(6) 13(8)  34(9)
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Prevencién primaria

27/04/14

Pacientes con diabetes y LDL-

€ 70-189 mg/dL

(edad 40-75 afios) sin ASCVD \

Estatinas a alta intensidad si
riesgo a 10 afios de ASCVCD
27.5% *

* Estimado usando Pooled Cohort Risk Assessment Equations

Accessed Novermber 13, 2013,

ACCORD-lipidos

A Primary Outcome

100-
§ 30.
H Fenofibrate
W60
T§ o
£ 4 0123456738
2
S
2
13
a
Years
No. at Risk
Fenofibrate 2765 2644 2565 2485 1981 1160 412 249 137
Placebo 2753 2634 2528 2442 1979 1161 395 245 131

EndoDrChen.con

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JANUARY 30,2003 vOL.348 NO.5

Multifactorial Intervention and Cardiovascular Disease
in Patients with Type 2 Diabetes

Peter Gaede, M.D., Pernille Vedel, M.D., Ph.D., Nicolai Larsen, M.D., Ph.D., Gunnar V.H. Jensen, M.D., Ph.D.,
Ha

-Henrik Parving, M.D., D.M.Sc., and Oluf Pedersen, M.D., D.M.Sc

EndoDrChen.con
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o . 60 L
S P=0.007
E
4
<
2
&
E
5
g
E
3
v
S
§
E
a
No. at Risk
Conventional 80 72 70 63 59 50 44 4 13
therapy
Intensive 8 78 74 71 6 6 6l 59 19
therapy

EndoDrChen.cos
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TRATAMIENTO DE
COMPLICACIONES

EndoDrChen.cos

Amiodipine
08 Placebo

Proportion with
Primary End Point
g

6 12 18 24 3 % 4 4

Months of Follow-up

Irbesartan 140/77

Amlodipina 141/77

Placebo 144/80
EndoDrChen.cor

Lewis EJ. N Engl J Med. 2001;345:851-60
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o
Months of study
e s "
» y, = P vt

Losartan 146/78 143/77 140/74

Placebo 150/8000:chen AA4/TT 142/74

Brenner BM. N EnglJ Med. 2001;345:861-9

27/04/14

“ ORIGINAL ARTICLE |

Combined Angiotensin Inhibition for the
Treatment of Diabetic Nephropathy

Losartan plus Losartan plus Hazard Ratio with
lacebo Lisinopril Losartan plus Lisinopril
End Point (N=724) (N=724) (95% C1) P Value

no. of patients (%)

Primary end point} 152 (21.0) 132(18.2) 0.88 (0.70-1.12) 030
Secondary end point 101 (14.0) 77 (106) 0.78 (0.58-1.05) 0.10
ESRD 43(5.9) 27 3.7) 0.6 (0.41-1.07) 0.07
Death 60 (8.3) 63 (8.7) 1.04 (0.73-1.49) 075
Myocardial infarction, heart 136 (18.3) 134 (18.5) 0.97 (0.76-1.23) 0.79
failure, or stroke
Myocardial infarction 40(5.5) 52(7.2) 130 (0.87-1.97) 0.20
Congestive heart failure 106 (14.6) 89 (123) 0.82 (0.62-1.09) 017
Stroke 18(25)  endonrched2.5) 0.98 (0.52-1.85) 095

NUEVAS PERSPECTIVAS EN
FARMACOS

EndoDrChen.con
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2005
andlogos
GLP-1
2005
andlogos 2006_
1921 amilina Insulina
insulina l inhalada
k
L '1
) 1 | 1
1957 1995 2006
biguanidas I 1997 2006
inhibidores metiglinides inhibidores
1946 alfa DPP-IV
sulfonilureas glucosidasa
Inhibidores
1997
tiazolidinedionas de SGLT-2
EndoDrChen.con

Manejoirenal de glucosa

(180/1/dia)}(900img/L)=162/g/dia

a‘ SGLT2
y—
S1

7
0S;
]

~
Quc

90%
10%

No Glucosa

SGILI2 media reabsorcion renal de glucosa

==

Mayor transportador de glucosa en el rifién
Baja afinidad, alta capacidad para glucosa
se expresa casi exclusivametne en rifion

Sangre

Responsable de ~90% reabsorcién renal de glucosa en

tubulo proximal

Hediger MA, Rhoads DB. Physiol. Rev. 1994;74:993-1026.

27/04/14
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Mecanismo de accion
de inhibidores SGLT2

-)icién de SGLT2 ‘ -sién de glucotoxicidad

Sensibilidad a la insulina en musculo

I o/ translocacién GLUT4
e sefalizacion de insulina
¢ Otros
t Sensibilidad a la insulina en higado

* { Glucose- 6-fosfatasa

Gluconeogenesis
* Disminucién ciclo de Cori
e\ PEP carboxikinasa

| Funcién B-Cell

EndoDrChen.con

MannkKind
Corporation

AFREZZA™ in Action

Regular Insulin

Baseline Corrected GIR (mglkg-min)

MannKind
Corporation

Thumb-sized AFREZZA™ Inhaler

e

27/04/14
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Insulinas

* Nuevos andlogos de insulinas
* Hialuronidasa
* Acoplado a anélogos GLP-1 (lixisenatide)

EndoDrChen.cor

27/04/14

Transplante de islotes

* Limitado por numero de donantes
* Protocos de inmunosupresion
* Resultados variables segun centro

EndoDrChen.cor

Manual closed-loop insulin delivery in children and
adolescents with type 1 diabetes: a phase 2 randomised
crossover trial

Roman Hovorka, Janet M Allen, DanielaElleri, Ludovic] Chassin, Julie Harris, Dongyuan Xing, Craig Kollman, Tomas Hovorka,
AnneMetteF Larsen, Marianna Nodale, Alessandra De Palma, Malgorzata E Wilinska, CarloL Acerini, David B Dunger

EndoDrChen.cor
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Nocturnal Glucose Control with an Artificial

Pancreas at a Diabetes Camp
Moshe Phillip, M.D., Tadej Battelino, M.D., Eran Atlas, M.Sc.,
Olga Kordonouri, M.D., Natasa Bratina, M.D., Shahar Miller, B.Sc.

Torben Biester, M.D., Magdalena Avbelj Stefanija, M.D., Ido Muller, B.Sc.,
Revital Nimri, M.D., and Thomas Danne, M.D

EndoDrChen.cor
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Conclusiones

* Nuevos conceptos en fisiopatologia

* Reconocimiento como enfermedad
cardiovascular

* La mayoria de evidencia cientifica en
intervencién proviene de los ultimos 20 afios

* Campo emocionante para los siguientes afios!

EndoDrChen.cor

28 al 30 de agosto, 2014

Certificado de participacion De 7:30 a.m. - 4:00 p.m.

Acceso alas chartas expuestas

Almuerzos y refrigerios los tres dias \

Actividad social 15 créditos de recertificacion por
la EMC del Colegio de Médicos®
Interés Nacional e Inst 1

Banco de Costa Rica

Colones: 001-0293956-8

Cuenta Gliente: 15201001020395683 Cuerpo médico

B 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
2487 4318
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Preguntas...
chenku2409@gmail.Com
EndoDrChen.Com
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