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Caso clinic : vision endocrinologica

 Antecedentes:

- Quirdrgicos: 2 cesdreas previas por “enfreches pélvica”
- Médicos: SOP no recuerda el tratamiento porgue solo lo uso 1 semana.
* Examen Fisico:

- Frecuencia Cardiaca: 75 latidos por minuto
- Presion Arterial: 130/70 mmHg

- Indice de Masa Corporal: 30

- Cardiopulmonar reportado como normal
 Exdmenes de Laboratorio:

- HDL: 30 LDL: 140, Triglicéridos: 380, CT 246
-Na 135K: 3.6

- Glucosa: 135 en ayunas Glicosilada: 6.5%

EUR®
SUMMIT

Zeurofarm

tu vida mueve la nuestra



Guias clinicas sobre la clasificacion de la glucemia

Normoglucemia Prediabetes Diabetes
Glucosa en ayunas
Obtenida sola o en < 100 mg/dI 100-125 mg/dI = 126 mg/dl
el momento = 0 durante una
PTOG

Glucosa a las 2 horas
Obtenida en el momento = 2 horas < 140 mg/dl
durante una PTOG

<57 %

140-199 mg/dI

5,7-6,4 %

= 200 mg/dI

26,5 %

1Y
%}'euro‘hrma Diabetes Care. 2021;44(suppl 1):
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2. Classification and Diagnosis of

C | d S|f| CcCAacC | é N Diabetes: Standards of Medical

Care in Diabetes—2021

Diabetes Care 2021;44(Suppl. 1):515-533 | https.//doi.org/10.2337/dc21-S002

» Type 1 digbetes (due to autoimmune B-cell destruction, usually leading to
absolute insulin deficiency, including latent autoimmune diabetes of adulthood -
LADA)

» Type 2 digbetes (due to a progressive loss of adequate B-cell insulin secretion
frequently on the background of insulin resistance)

» Specific types of diabetes due to other causes, e.g..monogenic diabetes
syndromes (such as neonatal diabetes and maturity-onset diabetes of the young
- MODY), diseases of the exocrine pancreas (such as cystic fibrosis and
pancreatitis), and drug- or chemical-induced diabetes (such as with
glucocorticoid use, in the treatment of HIV/AIDS, or after organ transplantation)

» Gestational diabetes mellitus (diabetes diagnosed in the second or third trimester
of pregnancy that was not clearly overt diabetes prior to gestation)
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Table 2.7—5c¢creening for and diagnosis of GDM

One-step strategy

Perform a 75-g OGTT, with plasma glucose measurement when patient is fasting and at 1 and
2 h, at 24-28 weceks of gestation in women not previously diagnosed with diabetes.

The OGTT should be performed in the morning after an overnight fast of at least 8 h.

The diagnosis of GDM is made when any of the following plasma glucose values are met or

exceeded:

e Fasting: 92 mg/dL (5.1 mmol/L)
e 1 h; 180 mg/dL (10.0 mmol/L)
e 2 h: 153 mg/dL (8.5 mmol/L)
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PREDIABETES

Diabetes Care 1

L)

Risk of Cardiovascular Disease and 2o Vistisen paniel & witee,*

Eric J. Brunner,® Mika Kiviméki,*

Death j.l’l II’ldiVidU.als With 2:erizt;f:,ik;:,ggﬁt5 Jgrgensen,’® A 1.0 7 B 1.0 7 c 1.0 7
Prediabetes Defined by Different n 0.9 - 0.9 - - 0.9
Criteria: The Whitehall IT Study S 08 3 08 £ g
https://doi.org/10.2337/dc17-2530 é e | é _-— é el
2 o6 2 06 - 2 06 -
3 3 3
05 9 — FpG <5.6 mmollL 0.5 = — HbAy <5.7% (39 mmolimol) 0.5
. = st IS e .
In the Whitehall Il cohort, 5,427 L Sl i B O e R e
participants aged 50-79 years, 0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14 0 2 4 6 & 10 12 14
WIthOUt diabeteS, were fO"Owed fOr a Years with pre-diabetes Years with pre-diabetes Years with pre-diabetes
median of 11.5 years.
By HbA,,
Normal glycemia  HbA;. <5.7% 13.7 (12.7; 14.8)
Prediabetes HbA,. 5.7-6.4% 26.0 (22.6; 29.8)
Sﬁbﬁlﬁl‘T
Y . ) )
%,-eurofarma Diabetes Care, published online February 16, 2018
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SINDROEM METABOLICO

SINDROME
ME'I'ABOI.ICO

+Me Do Ty I

OBESIDAD HIPERTENSION AUMENTO DE DESCENSO DE
ABDOMINAL :Z'EPRGLUCEM TRIGLICERIDOS COLESTEROL HDL
EUR2?
130/8 >100 >150 <50-40 SUMMIT

Zeurofa rma 5 mg/d| mg/d| mg/di
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Management Algorithm for NAFLD - Overview

High-risk groups
for the development
of NAFLD

Prediabetes
or

T2D

Obesity !
and/or
22 cardiometabolic
risk factors?

Hepatic steatosis
{on imaging)
or

A AST or ALT
(>301U/L)

History and
physical exam

Rule out
2° causes?®

Prevention of
Cardiovascular
Disease

[

Prevention of
Cirrhosis

Management of
1. Obesity

2, Diabetes

3. Hypertension

4, Atherogenic
dyslipidemia
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MACE

THERAPEUTIC ADVANCES in
Chronic Disease

Association of NAFLD with cardiovascular
disease and all-cause mortality: a
large-scale prospective cohort study
based on UK Biobank

Wen Ma*, Wentao Wu*, Weixing Wen, Fengshuo Xu, Didi Han, Jun Lyu
and Yuli Huang

Mortalidad
x ECV

El FLI genera una puntuacién de 0 a 100: ¢
o FLI < 30: Regla la presencia de higado graso (alta sensibilidad).

e FLI > 60: Indica una alta probabilidad de higado graso (alta
especificidad). 2 SciELO Espaia +2

n=215.24
3)

Ther Adv Chronic Dis 2022, Vol. 13: 1-19

{a)  Puue <0001
Paortinear = 0.70

HR (95%Cl)}

(c)

HR (95%Cl)

(b)  Puwan<0.001
T P < 0.001

Pavers: < 0.001
Paariinea = 0.02

50
Fatty Liver Index

~

R Mortalidad
£, Total

Fatty Liver Index

IAM

() <0001
Proniness = 0.54

50
Fatty Liver Index

(e)

50
Fatty Liver Index

Peyeran = 0.78

504 Prninms = 0.89

Mortalidad
x Stroke

50 75 100
Fatty Liver Index



Una cuestion de peso: El IMC aumentado se asocia con un
aumento en la prevalencia de diabetes mellitus

Prevalencia de diabetes ocurre en todos los rangos de IMC pero se aumenta a mayor IMC

30 =SHIELD #NHANES

o5 (n=4,257)  (n=127,420)

20

15

10 I
m B . I

<18.5 18.5-24.9 25.0-26.9 27.0-29.9 30.0-34.9 35.0-39.9 240.0

Prevalencia de diabetes(%)
(@)

o

Categoria de IMC kg/m?

Bays HE, et al. Int J Clin Pract.
2007;61(5):737-747.
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Subcutaneous obe |
"Healthy™ adipose tissue

‘ rmal adiposity

N

Energy-dense food Lack of physical
(T fat + sugar content) < L activity/exercise

prcfile

Positive
energy balance
) Permissive « Smoking
neuroendacrine + "Unfavorable” genotype

Visceral obesity
Dysfunctional adipose tissue

+ Maladaptive response to stress

metabolism of adipokines

+ Altered 7FFA1 - Altered release

LIPID OVERFLOW-ECTOPIC FAT

"4 / "4

Low liver fatand Low epi- Low muscle fat T liver fat and T epi- T muscle fat
normal function  cardial fat altered function  cardial fat (7 intracellular Iipids)f

Normal metabolic profile ‘

r y
Absence of metabolic
syndrome clinical criteria

‘ Altered metabolic profile ‘

Presence of metabolic
syndrome clinical criteria
(including hypertriglyceridemic waist)
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Circulation September 4, 2012




. j ij %j
T liver fat and T epi- ™ muscle fat
altered function  cardial fat (7 intracellular lipids)

Altered metabolic profile

4

Presence of metabolic
syndrome clinical criteria
(including hypertriglyceridemic waist)
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on del pancreas y su rel
con el intestino I

Y la célula Beta?
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The central role of reactive oxygen species (ROS) and unce ‘
the first and second phases of insulin secretion or induc

Normal
UCP === 0, consumption
ATP production

First phase of
insulin secretion

faTp  w—
Ca2+

Glucosay

AGL
'SECOND PHASE OF INSULIN SECRETION

E“ADDI-II-; @ t UCP mmp t 0, consumption

Mitochondrial Sustained
me(?rti)ac))htes Ca2+ insulin secretion

1 UCP mmp 102 consumption

Cell death
Cca? (apoptosis)

| EUR2®
Beurofa SUMMIT
2026 RELOADED
/ e%'\/.igmueve'l.aq!sg Newsholme, P. et al. J Physiol 2007;583:9-24 g



Biochimica et Biophysica Acta 1801 (2010) 289-298

Contents lists available at ScienceDirect

Biochimica et Biophysica Acta

journal hamanana: www aleaviar eamlilacata/hhalin

]
Review ‘ Palmitate + glucose \

Glucolipotoxicity of the p

y y

Vincent Poitout *™<*, julie Amyc ATF6 Ceramide W PASK W MafA
Ghislaine Fontés ® cleavage synthesis expression expression
* Montreal Diabetes Research Center, CRCHUM, Univers
® Department of Medicine, University of Montreal, Mon|

© Department of Biochemistry, University of Montreal N 2 p-ERK1/2 u PDX-1 . C/EBPb
T ——. expression expression

A 4

PDX-1 nuclear
exclusion
L ]
2 ATF6 binding N PDX-1 binding N MafA binding EUR2®
1 . —] _ ! SUMMIT
%}. eu rofa rma Insulin gene expression
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Resistencia insulinica y disfuncidon de la célula
defectos en la DM2

Normoglucemia
HbA1c <5,7%

Gluc X Gluc Gluc

Ins |ns Ins

La disfuncion comienza cuando las
células B no pueden compensar de
manera adecuada la resistencia
insulinica periférica emergente

Zeurofarma

tu vida mueve la nuestra

Prediabetes
HbA1c 5,7-6,4%

Gluc  Gluc
Gluc  Gluc

‘Glnc

‘ ®

Glue

Progresion de la enfermedad

Debido a que la liberacion de insulina
es insuficiente para el grado de
resistencia insulinica, se desarrolla
una hiperglucemia leve (prediabetes).

HbA1c= hemoglobina glicada; DM2= Diabetes tipo 2. Gluc=glucosa

1. Haffner SM, et al. Diabetes Care. 1999;22(4):562-568. 2. Salunkhe VA, et al. Diabetologia.

2018;61(9):1895-1901.3. American Diabetes Association. Diabetes Care

DM2
HbA1c >6,5%

Pérdida continua de la funcio
secretora y una mayor dismi
la masa de células 3, de mog
desarrolla una hipergluce
(DM2).
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Nonmetabolic
etiologies of

/ hypertension

Stage 2:
Metabolic Risk
Factors and CKD

Stage 0:
No Risk Factors

Stage 1:
Excess/Dysfunctional
Adipose Tissue

o
S 0

Overweight/obesity
Abdominal obesity
Impaired glucose
tolerance

Type 2 Moderate- to
diabetes high-risk CKD

A focus on -+
primordial prevention /
and preserving Nonmetabolic
cardiovascular health etiologies of CKD

Ndumele CE, et al. American Heart Association. Cardiovascular-Kidney-Metabolic Health: A Presidential Advisory From the American Heart Association.
Circulation. 2023 Nov 14;148(20):1606-1635. doi: 10.1161/CIR.0000000000001184.



DIABETES Y MORTALIDAD CARDIO
VASCULAR

Diabetes, Antecedente de IAM, n=169
B No diabetes, Antecedente de IAM, n=69
I Diabetes, No Antecedente de IAM, n=8%90
1 No diabetes, No Antecedente de IAM, n=1304

Incidencia a 7-anos
de
IAM fatal y No fatal

S —O ND UD PO UD O
|

EUR®
SUMMIT

%)'EUF ofarm Steven Haffner et Al NEJM 329: Julio/98

tu vida mueve la nuestra




The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Diabetes Mellitus, Fasting Glucose,
and Risk of Cause-Specific Death

B Estimated Future Years of Life Lost Owing to Diabetes
Men Women

77 [] Death from unknown causes

B Noncancer, nonvascular
deaths

[ Cancer deaths
B Vascular deaths

Years of Life Lost

Age (yr)

EUR®
SUMMIT

Feurofarma NEJM 364;9 march 3, 2011
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Riesgo cardiovascular

de los pacientes con
DM2

Zeurofarma

tu vida mueve la nuestra

CENTRAL ILLUSTRATION 10-Year Cardiovascular Disease Risk in Newly Diagnosed Type 2 Diabetes Mellitus and
the General Population

Study Population

All patients with newly diagnosed type 2 diabetes in Denmark in 2006-2013 (n = 142,587)

Sex- and age-matched individuals from the general population (n = 388,410)

10-year follow-up

40% A 40% 4
o/ | o/ A

£ 2o £ 2o
S ’ S ’
© 25% © 25%
2 20% - 2 20% -
: 15% - : 15% -
$ $
o 10% - & 10% -
n o ___/ i 10 years T 5% i 12 years

0% - H 0% - : H

20 30 40 50 60 70 80 90 20 30 40 50 60 70 80 90
Age Age
— General Population — T2DM — General Population — T2DM

Gyldenkerne C, et al. J Am Coll Cardiol. 2023;82(16):1583-1594.

The 10-year risk of cardiovascular disease (CVD) was higher in patients with newly diagnosed type 2 diabetes mellitus (T2DM) than in the general population in both
sexes and across all age groups. The 10-year cardiovascular disease risks increased stepwise with age.

J Am Coll Cardiol 2023:;82:1583-15%94
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A Death from Any Cause B Death from Cardiovascular Disease
250
& 4004 &
I fz‘ -
; E Patients with type 2 diabetes 8 z‘ 200
z § 350+ 59 Patients with type 2 diabetes
T B 5
g8 g 2 150-
_E § 300 3 §
S 5< 1004
= i o =
_.-: ;g; 250 3 .&
S g S0 Matched controls
The NEW ENGLAND 2 200 Matched controls
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€ Death from C ry Heart Di D Hospitalization for Cardi lar Di
200+ 400
b @
= =
2 = 150 = = 300
g Patients with type 2 diabetes § £ 7 Patients with type 2 diabetes
3 3 ] g
T i =
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= o 1004 = o 200
= =
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S5 S $
Ta 50 2 & 1009 Matched controls
] Matched controls 8
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Risk Factors, Mortality, and Cardiovascular
Outcomes in Patients with Type 2 Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D.,
Naveed Sattar, M.D., Ph.D., Bjsrn Eliasson, M.D., Ph.D., Ann-Marie Svensson, Ph.D.,
Bjorn Zethelius, M.D., Ph.D., Mervete Miftaraj, M.Sc.,

Darren K. McGuire, M.D., M.H.Sc., Annika Rosengren, M.D., Ph.D.,
and Soffia Gudbjérnsdottir, M.D., Ph.D.

271.174 DM2 vs
1°355.870

N Engl J Med 2018;379:633-44

HbATlC
LDL

Albuminuria
Tabaguismo
T.A.

O O O O O
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A Excess Mortality in Relation to Range of Risk-Factor Control

Hazard Ratio {95% ClI)

B Excess Acute Myocardial Infarction in Relation to Range of

Risk-Factor Control

Hazard Ratio {95% Cl)

/Control Contral i
280 yr Reference =80 yr & Reference
=65 to <80 yr Reference =65 to <80 yr < Reference
255 to <65 yr Reference 255 to <65 yr & Reference
<55 yr Reference <35 yr & Reference
No risk factors No risk factors '
=80 yr 0.99 (0.84-1.17) =80 yr - — 0.72 {0.49-1.07)
=65 to <80 yr 1.01 {0.92-1.12) =65 to <80 yr 'y 0.80 {0.69-0.93)
=55 to <65 yr 1.15 {1.00-1.34) =55 to <65 yr & 0.93 (0.73-1.18)
K <55 yr 1.29 {0.94-1.77) <55 yr &4 0.21 (0.62—1.35)/
1 Risk factor 1 Risk factor !
>80 yr 0.94 {0.88-1.00) =30 yr S 4 1.05 {0.93-1.19)
=65 to <80 yr 1.05 (1.02-1.09) =65 to <80 yr ’ 1.05 {0.97-1.14)
=55 to <65 yr 123 (1.16-1.31) =55 to <65 yr @ 1.14 (1.04-1.25)
<55 yr 1.56 (1.34-1.81) <55 yr e 1.46 (1.26-1.69)
2 Risk factors 2 Risk factors :
=80 yr 0.99 (0.94-1.04) =30 yr S 1.38 (1.27-1.49)
=65 to <80 yr 1.17 {1.13-1.20) =65 to <80 yr . & 1.44 {1.39-1.50)
=55 to <65 yr 1.32 {1.27-1.38) 255 to <65 yr RS 1.54 (1.44-1.65)
<55 yr 1.68 (1.56-1.80) <55 yr : 7S 2.08 (1.90-2.27)
3 Risk factors 3 Risk factors :
>80 yr 1.13 (1.06-1.21) =80 yr T 1.78 (1.60-1.98)
=65 to <80 yr 1.46 {1.42-1.50) =65 to <80 yr : S 2.11 {2.02-2.20)
=55 to <65 yr . 1.63 (1.55-1.71) =55 to <65 yr : @ 2.16 (2.02-2.31)
<55 yr ¢ 2.21 {2.05-2.37) <55 yr | & 3.02 (2.80-3.27)
4 Risk factors 4 Risk factors :
=80 yr -On * 1.47 (1.28-1.70) =80 yr L 2.32 (1.78-3.01)
=65 to <80 yr P 2.10 {1.96-2.26) =65 to <80 yr : L 2 2.87 {2.62-3.14)
>55 to <65 yr @ 2.53 (2.37-2.70) =55 to <65 yr : & 3.32 (3.02-3.66)
<55 yr ) 4 2.80 (2.51-3.13) <55 yr | <+ 4.56 (4.01-5.18)
S Risk factors 5 Risk factors |
=80 yr 1.39 {0.51-3.80) =80 yr : P 3.19 {1.23-8.28)
=65 to <80 yr - 3.10 (2.53-3.80) ~65 to <80 yr : —— 4.60 (3.37-6.29)
=55 to <65 yr —Cm 3.88 (3.07-4.92) =55 to <65 yr ! - 4.84 (3.78-6.21)
<55 yr —— 4.99 (3.43-7.27) <55 yr i _ —— 769 (5.02-1177)
3 4 6 8 1 2 3 4 6 810

N Engl J Med 2018;379:633-44
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A Death from Any Cause

Patients without Coexisting

All Patients Conditions at Baseline
Smoking @ Smoking
Physical activity @ Physical activity ®
Marital status o Marital status ®
[ Glycated hemoglobin & Glycated hemoglobin @
Lipid-lowering medication ® Estimated GFR @
Estitated GFR ® Lipid-lowering medication @
Body-mass index ® Body-mass index &
Income ® Income @
Heart failure ® Albuminuria ®
Coronary heart disease @ Education @
Systolic blood pressure @ Systolic blood pressure D
Albuminuria @ Immigrant ®
Education ® Duration of diabetes @
Duration of diabetes ® LDL cholesteral @
Immigrant & Diastclic blood pressure
LDL cholesterol @ Blood-pressure medication I
Diastolic blood pressure
Blood-pressure medication :
| 1 R2 R?

[ I I
0.000 0.005 0.010 0.015 0.020

-

Increasing Importance

N Engl J Med 2018;379:633-44

I I I I ]
0.000 0.005 0.010 0.015 0.020 0.025

-

Increasing Importance
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TITULY

B Acute Myocardial Infarction

Patients without Coexisting

All Patients Conditions at Baseline
[ Glycated hemoglobin ®  Glycated hemoglobin
Systolic blood pressure B LDL cholesterol @
LDL cholesterol > Systolic blood pressure ]
Physical activity @ Smoking 7
Smoking @ Physical activity &
Duration of diabetes ® Estimated GFR @
Estimated GFR & Duration of diabetes &
Income @ Income &
Diastolic blood pressure & Diastolic blood pressure ®
Heart failure & Marital status @
Blood-pressure medication & Education &
Marital status @ Blood-pressure medication | @
Education o Albuminuria
Albuminuria Immigrant
Lipid-lowering medication Lipid-lowering medication
Immigrant Body-mass index
Atrial fibrillation
Body-mass index
| T T T 1 R2 | T T T 1 R2
0000 0.005 0010 0015 0020 0000 0.005 0010 0015 0020
- >

N Engl J Med 2018;379:633-44

Increasing Importance

Increasing Importance
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D Heart Failure

Atrial fibrillation
Body-mass index
Physical activity
Estimated GFR

All Patients

Body-mass index
Glycated hemoglobin
Physical activity
Smoking

Glycated hemoglobin

| Duration of diabetes

Coronary heart disease
Income

Duration of diabetes
Blood-pressure medication
Systolic blood pressure
Diastolic blood pressure
Marital status

Smoking

Education

Lipid-lowering medication
Albuminuria

LDL cholesterol

Immigrant

0.000

!

T |
0010 0.020

1 R?

0.030

.

Increasing Importance

N Engl J Med 2018;379:633-44

Ihcome

Marital status

Estimated GFR

Systolic blood pressure
Blood-pressure medication
Diastolic blood pressure
Albuminuria

Education

Lipid-lowering medication
LDL cholesterol
Immigrant

Patients without Coexisting
Conditions at Baseline

@
®
®
®
®
&
&
®
®
®
&
®
&
®
T T T 1 R?
000 001 002 003 Q004

Increasing Importance
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. Kaiser Permanente Northern California (KPNC) Diabetes Regs

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications

(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Neda Laiteerapong,” Sandra A. Ham,’
Yue Gao,” Howard H. Moffet,’

34.737 Jennifer Y. Liu,” Elbert S. Huang,” and

Andrew J. Karter’

EUR®
SUMMIT

DO 42: 416-426
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6.437 (5.246-7.899)
Evento 07 —— 2.580 (2.123-3.135)

—&— 1.606 {1.353-1.899)

Microvascular I 1.194 (1.006-1.418)

— 4.859 {4.030-5.882)

—— 2.252 (1.879-2.700)
1.543 (1.324-1.797)

1.137 {0.970-1.333)

0-6

—— 4.094 (3.427-4.893)
05 I —— 2.111 (1.779-2.506)

— 1.441 (1.246-1.656)
—

1.263 (1.091-1.462)

—— 3.687 (3.123-4.352)
— 1.894 (1.608-2.231)

=2 1.461 (1.277-1.673)
l-— 1.252 (1.091-1.438)

== 3.193 (2.738-3.723)
0-3 I —a— 1.835 {1.571-2.145)

- 1.453 {1.281-1.648)
1.194 {1.049-1.359)

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Early Exposure Period (Years}
'Y
N

—— 2.756 {2.395-3.170)
—— 1.700 (1.460-1.980)

—e—
- 1.497 {1.331-1.684)
I.- 1.259 {1.117-1.419)

— 2.213 {1.892-2.590)
—— 1.603 (1.340-1.917)
1.391 (1.226-1.578)

- 1.204 {1.063-1.365)

0-2

0.1 1 10
Adjusted Hazard Ratio

¢ HbATC 6.5% to <7.0% (48 to <53 mmol/mol) O HbA1¢ 7.0% to <8.0% (53 to <64 mmol/mol)
4 HbA1c 8.0% to <9.0% (64 to <75 mmol/mol) < HbA1c =9.0% (>75 mmol/mol)
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2113 {(1.847-2.417)

Eveni‘o 0-7 ——— 1.577 {1.412-1.760)
= 1.327 {1.221-1.442)

Macrovascular |‘ 1135 (1.046-1.232)
— 1.734 {1.530-1.864)

— 1.368 {1.233-1.517)

1.299 (1.204-1.402)
1.074 (0.996-1.159)

l-E-
== 1.596 (1.420-1.794)
I—ﬁ' 1.269 {1.150-1.400)
= 1.259 (1.173-1.352)
- 1.102 (1.027-1.182)
I - 1.535 (1.374-1.714)
- 1.299 (1.185-1.425)
1.224 {1.145-1.308)
1.100 {1.031-1.174)

0-4

The Legacy Effect in Type 2

Diabetes: Impact of Early Glycemic

Control on Future Complications - 1.471 (1.327-1.631)
IE-A— 1.329 (1.216-1.453)

(the Diabetes & Aging Study) 03 1.208 (1.134-1.286)

https://doi.org/10.2337/dc17-1144 - 1.126 (1.059-1.197)

I - 1.539 (1.400-1.692)
—h 1.279 {1.168-1.401)
=] 1.264 {1.189-1.344)

1.158 (1.093-1.228)

Early Exposure Pericd (Years)

0-2

- 1.485 {1.329-1.659)
' 1.369 (1.227-1.527)

- 1.287 {1.203-1.377)
- 1.188 {1.116-1.264)

0.1 1 10
Adjusted Hazard Ratio

® HbA1c 6.5% to <7.0% (48 to <53 mmol/mol) O HbAlc 7.0% to <8.0% (53 to <64 mmol/mol)
4 HbA1c 8.0% to <9.0% (64 to <75 mmol/mol) < HbA1¢ =9.0% {>75 mmol/mol)
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Mortalidad

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Beurofarma
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Early Exposure Period (Years)}

0-5

0-3

0-1

2181 {1.713-2.778)

e 1.661 {1.378-2.003)
—5- 1.269 (1.106-1.457)
t 1.076 (0.938-1.233)
— 1.932 (1.523-2.451)

1.561 (1.296-1.880)
1.278 (1.116-1.464)
1.097 {0.859-1.255)

o
—_— 1.747 (1.382-2.208)

I —_—— 1.554 {1.294-1.867)
1.238 (1.083-1.415)

o— 1.070 0.837-1.221)
I —— 1.676 (1.337-2.100)
—— 1.453 (1.211-1.742)
1.224 (1.074-1.395)

1.013 (0.889-1.155)

¥
g 1.503 (1.211-1.865)
—— 1.376 {1.145-1.654)
IB— 1.189 {1.044-1.353)
- 0.975 (0.856-1.109)
Ing
-

1.528 (1.245-1.876)
1.274 (1.047-1.551)
1.240 (1.088-1.414)
1 1.093 (0.962-1,241)

1.320 (1.017-1.713)
1.262 {0.978-1.628)

+
E— 1.290 (1.104-1.507)
1.137 (0.985-1.313)

0.1 1 10
Adjusted Hazard Ratio

® HbhA1c 6.5% to <7.0% (48 to <63 mmol/mol) O HbA1¢ 7.0% to <8.0% (53 to <64 mmol/mol)
4 HbATC 8.0% to <9.0% (64 to <75 mmol/mol) < HbA1c =>9.0% (=75 mmol/mol)
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STENO STUDY

Table 1. Treatment Goals for the Conventional-Therapy Group
and the Intensive-Therapy Group.*
Conventional Intensive
Variable Therapy Therapy
1993- 2000-  1993- 2000-
1999 2001 1999 2001
The NEW ENGLAND
]OURNAL of MEDICINE Systolic blood pressure (mm Hg) <160 <135 <140 <130
rerastrsnzD o 1912 JANUARY 30, 2003 Diastolic blood pressure (mm Hg) <95 <85 <85 <80
Multifactorial Intervention and Cardiovascular Disease Glycosylated hemoglobin (%) <7.5 <6.5 <65 <63
in Patients with Type 2 Diabetes Fasting serum total cholesterol (mg/dl) <250 <190 <190 <175
Peter Gaede, M.D., Pernille VedeL; Ar/lv‘li P’J.g., lEl)i’chlaicLzrrs;en, I\,_/,I?)e P:rszn, lell.tré)narDVi\;LJcensen, M.D., Ph.D.,
e e R D g Qe M, DR Fasting serum triglycerides (mg/dl) <195 <180 <150 <150
Treatment with ACE inhibitor irrespective No Yes Yes Yes

of blood pressure

Aspirin therapy
For patients with known ischemia Yes Yes Yes  Yes
For patients with peripheral vascular disease  No No Yes Yes
For patients without coronary heart disease ~ No No No  Yes
or peripheral vascular disease

SUMMIT

N
I — 2026 RELOADED)
Feurofarma NEJM Vol 348, No 5, 2003 LRI
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STENO STUDY

80 [] Intensive [ Conventional
P<0.001 P=0.21 therapy therapy

60 P=0.19

50— P=0.001

Patients (%)
I
T

20- P=0.06

1

Glycosylated Cholesterol  Triglycerides Systolic BP Diastolic BP
Hemoglobin <175 mg/dl <150 mg/dl <130 mm Hg <80 mm Hg
<6.5%

2026 RELOADED
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STENO STUDY

60
P=0.007 1

50 :
Conventional therapy .

40

30

Intensive therapy

Primary Composite End Point (%)

Months of Follow-up

No. at Risk
Conventional 80 72 70 63 59 50 44 41 13
therapy EUR@
Intensi 80 78 74 71 66 63 61 59 19
oy SUMMIT

DBeurofarma

tu vida mueve la nuestra
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STENO STUDY

Diabetologia (2016) 59:2298-2307 @c
DOI 10.1007/500125-016-4065-6

- n=160

_ e (1993 x 7.8 a
Years of life gained by multifactorial intervention in patients

with type 2 diabetes mellitus and microalbuminuria: 21 years / \
follow-up on the Steno-2 randomised trial

ARTICLE

Peter Gede'? - Jens Oellgaard '~ . Bendix Carstensen® - Peter Rossing>* . 80 Convencional 80 Inte
Henrik Lund-Andersen>>¢ . Hans-Henrik Pawing5’7 - Oluf Pedersen®

20

EUR®
SUMMIT
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STENO STUDY

o
o

100 100 -

75 - 7.9 afios

~l
43}
1

Cumulative monality (%}

Death or CVD event (%}
] o
(s3] <

0 4 8 12 16 20 T ' T - .
0 4 8 12 16

Years since randomisation _ .
Number at risk Years since randomisation
Intensive 80 76 66 58 54 43 Number at fiSk
Conventional 80 78 65 45 34 24 Intensive 80 66 56 49 41
Conventional 80 61 40 27 18

EUR®
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Remision de la diabetes: definicion de consenso*

Remisién de HbA1c < 6,5 % sostenida durante al menos 3 meses sin continuar con farmacos
la diabetes hipoglucemiantes

Marcadore
s control HbA1c < 6,5 %
glucémico

marcador alternativo GPA < 126 mg/d|I
marcador alternativo HbAl1ce < 6,5 %

6 meses tras
cambio en estilo
de vida

Determinar la 3 meses tras cesar
HbA1c tras farmacoterapia

3 meses después
de cirugia

EUR®
SUMMIT

N\ N
1 Y h MCG = monitorizacién continua de glucosa, GMI = glucose management indicator; GPA = glucosa plasmatica en ayunas; HbA1c = hemoglobina glug
%}' eU ro rma Tabla construida a partir de 1.Riddle MC, et al. Diabetologia 2021;64:2359-2366

tu vida mueve la nuestra



La péerdida de peso puede contribuir a la remision de la DM2

La remision sostenida esta relacionada con el grado de pérdida de peso

e 4 @y
86,1 %

e YA
Sl -

o
ou

&2

> 15 kg

Remision de la DM2 segun la pérdida de peso conseguida a los 12 y 24 meses durante un programa de control de
peso dirigido por atencion primaria. El tiempo transcurrido desde el diagndstico de la DM2 fue < 6 afios.

A DM2 = diabetes tipo 2; IC = intervalo de confianza
© 2022 Eli Lilly and Company. Lean MEJ, et al., Lancet Diabetes Endocrinol 2019; 7: 344-55



Beneficios de la pérdida de peso

‘ Enfermedad

Cardiovascular
Incontinencia ‘ OSAS

‘ urinaria de
@ cerD

:
‘ MASLD esfuerxzo
.Knee OA

@ rcos @ vasH

@ Dislipidemia

@ Prevencion Diabetes

. Hipertension

‘ Hiperglicemia

Pérdida de peso

Garvey WT et al. Endocr Pract 2016;22(Suppl. 3):1-203; Look AHEAD Research Group. Lancet Diabetes Endocrinol 2016,4:913—-21; Lean ME et al. Lancet 2018;391:541-51;

Benraoune F and Litwin SE. Curr Opin Cardiol 2011;26:555—-61,; Sundstrom J et al. Circulation 2017;135:1577-85.
T American association for the study of liver diseases: New MASLD Nomenclature [ AASLD

Remision
Diabetes

Mortalidad

‘ Enfermedad
carsdiovascular

@ HFpEF


https://www.aasld.org/new-masld-nomenclature

3682

Se llega a la Obesidad...
V () (Be) (K) (@)
rf‘ m
‘1 x m::i?izes :oc:lr:i'iltci,:r?is ph::itc(:rl‘gzg:ity hi?t?:'m:ﬂns

What pathways control weight regulation?

« The brain is the control center for weight regulation.
» Signals (in the form of hormones) are sent to the brain from other parts of the body.

« Several hormones help the brain to regulate a person’s appetite.

* |n the short term, an empty stomach sends a

signal to tell the brain that a person is hungry. SRR St°ma°_h
Cells in the stomach then release ghrelin Releases ghrelin —
(nrah_linl alen mallad tha “hiinaar harmnna increases appetite

EUR®
SUMMIT
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MNT for Diabetes Management

Recommended Macronutrient Distribution

ADA*

EASD'

Diabetes UK

CDA?

Nutrient (% Energy) (% Energy) (% Energy) (% Energy)
Protein <1 g/kg body weight
Fat 25-35 25-35 <35 <30
SFA <7 <10 <10 <10
ST 60-70 for CHO should be used in
MUFA mf:i’lflgﬂly + cis-MUFA ci.:-(l)v-lflg A meal plan when
individually tailored possible
n—6 <10 n-3,
PUFA ~10 <10 consume fish once or <10
twice weekly
45-60
(CH‘}?f? 0; (CHO + fat); 45-60 50-60
Irdivi du:IIy' i _fndi‘\jliduc?}ly 4 emphaslize foods l GbI fgof -
. ailored, an with | GI may be helg
tailored 1 fiber *oods E y

Zeurofarma

tu vida mueve la nuestra

SUMMIT

2026 RELOADED



4117

The Effect of Graded Doses of Insulin
on Total Glucose Uptake, Glucose
Oxidation, and Glucose Storage in Man

DANIEL THIEBA_UD ERIC JACOT RALPH A. DEFRONZO EVELYNE MAEDER, ERIC JEQUIER, AND JEAN- FIERRE FELBER .

DIABETES, VOL. 31, NOVEMBER 1982

EFFECT OF GRADED INSULIN DOSES IN MAN
TABLE 2

Summary of total oxidation rate, basal and increase above basal carbohydrate. oxidal
protein oxidation durlng the 0.5-, 1-, 2-, 4-, and 10-mU/kg - min insulin clamp stu

Glucose oxidation La’;ﬁi
Insulin infusion Basal Suprabasal Basal
rate’ ) {mg/kg - min) ) (my

Euglycemic hyper-
insulinemia

0.5 mU/kg - min 1.3 %01 1.1+ 0.1 1.1 +£0.1
1.0 mU/kg - min 1.3+ 01 1.8 +02 1.1 =041
2.0 mU/kg - min 1.2 = 0.1 21 =02 1.1 01

4.0 mUrkg - min 1.3 +x01 23+ 0.1 1.0 = 0.1

10 mUfkg - min 1.3 = 0.1 24 +02 1.0 £ 0.1
Hyperglycemic hyper-

insulinemia :

10 mU/kg - min 1.3 £ 0.1 ) 27 02 1.0 £ 01
All values represent the mean = SEM for the basal or 60-120-min time period.
* P < 0.001.

i

12.6, 4.0, and 8.7 mg/kg + min. The haif maximally effective  oxidation was al

EUR®
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Clinical Nutritien 35 (2016) 394—-398

CLINICAL
NUTRITION

Contents lists available at ScienceDirect

Clinical Nutrition

o
ELSEVIER journal homepage: http://www.elsevier.com/locate/clnu

Original article

Exploration of the protein requirement during weight loss in obese (!)Cmsmrk
older adults

Peter .M. Weijs > <", Robert R. Wolfe ¢

leucine-enriched nutritional
supplement containing 150
kcal per serving in a volume
of 150 mL, 20 g whey
protein, 3 g total leucine, per
serving

4 - Y
The protein product was a 3 ) I
high whey protein, - A
I
I

Appendicular muscle mass change (kg)
o

I
|
I
I
I
I
I
I
|

—4 I 1 I 1 I
0,4 0,6 0,8 1,0 1,2 1,4 1,6

Actual total protein intake (g/kg/d)

Zeurofarma
tvidaimuaveraindestey Clinical Nutrition 35 (2016) 394e398
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newo | Open.

Original Investigation | Nutrition, Obesity, and Exercise

Protein Intake and Mortality in Older Adults With Chronic Kidney Disease

Adrian Carballo-Casla, PhD; Carla Maria Avesani, PhD; Giorgi Beridze, MD; Rosario Ortold, MD, PhD; Esther Garcia-Esquinas, MD, PhD; Esther Lopez-Garcia, PhD;
Lu Dai, MD, PhD; Michelle M. Dunk, PhD; Peter Stenvinkel, MD, PhD; Bengt Lindholm, MD, PhD; Juan Jesus Carrero, PhD; Fernando Rodriguez-Artalejo, MD, PhD;
Davide Liborio Vetrano, MD, PhD; Amaia Calderdn-Larrafiaga, PhD

Figure 1. Association of Total Protein Intake With 10-Year All-Cause Mortality, Stratified by Chroni¢ Kidney Disease and Age

E Participants younger than 75y E Participants 75 y or older
39 39
51 Chronic kidney disease

No chronic kidney disease

Risk of death, HR (95% CI}
Risk of death, HR (95% CI}

0.2 A
P=.32 for interaction P=.05 for interactian
I I 1 1 1 1 1 1 1 1 1 O.l 1 1 1 1 1 1 1 1 1 1 1 I
1.00 1.40 1.80 0.60 1.00 1.40 1.80
Protein intake, g/kg/d Protein intake, g/kg/d
SﬁM’I?VI&I‘T
%}-eurofa rMa JAMA Network Open. 2024;7(8):e2426577. doi:10.1001/jamanetworkopen.2024.26577
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Novel subgroups of adult-onset diabetes and their association =30

with outcomes: a data-driven cluster analysis of six variables

Emma Ahlguist, Petter Storm, Annemari Kdrdjamiki*, Mats Martinell*, Mozhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad,
Dina Mansour Aly, Peter Almgren, Ylva Wessman, Nael Shaat, Peter Spégel, Hindrik Mulder, Eero Lindholm, Olle Melander, Ola Hansson,

Ul Malmavist Ake | ernmark Kail ahti Tom Forsén Tiinamaiia Toomi. Anders H Rosenaren | eif Groon

n=8980 Swedish All New Diabetics in Scania

cohort

« Anficuerpos glutamato
descarboxilasa

« Edad en el momento del
diagnostico

« IMC

« HbAIC

« HOMA2 IR
« HOMA2B

Lancet Diabetes Endocrinol 2018; 6: 361-69

CrossMark

A
.-'"-.---
B ype L diabeles
CJ LADA
3 Type 2 diabetes
93-6%

Tipo 1: GADA positivo y concentraciones de péptido C inferiores a 0,3 nmol/I.
LADA: GADA positivo y concentraciones de péptido C de 0,3 nmol/l o superiores.
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Novel subgroups of adult-onset diabetes and their association =30
with outcomes: a data-driven cluster analysis of six variables

Emma Ahlguist, Petter Storm, Annemari Kdrdjamiki*, Mats Martinell*, Mozhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad,
Dina Mansour Aly, Peter Almgren, Ylva Wessman, Nael Shaat, Peter Spégel, Hindrik Mulder, Eero Lindholm, Olle Melander, Ola Hansson,

Ul Malmavist Ake | ernmark Kail ahti Tom Forsén Tiinamaiia Toomi. Anders H Rosenaren | eif Groon

n=8980 Swedish All New Diabetics in Scania

cohort

B | ypel diabeles
CJ LADA
[ Type 2 diabetes

93-6%

Tipo 1: GADA positivo y concentraciones de péptido C inferiores a 0,3 nmol/I.

LADA: GADA positivo y concentraciones de péptido C de 0,3 nmol/I o superiores.

Lancet Diabetes Endocrinol 2018; 6: 361-69

[ Cluster 1 (SAID)
[ Cluster 2 (SIDD)
3 Cluster 3 (SIRD)
[ Cluster 4 (MOD)
[ Cluster 5 {(MARD)

SAID=diabetes autoinmune
grave.

SIDD = diabetes severa
con deficiencia de
insulina.

SIRD=diabetes severa
resistente a la insulina.

« ANDIS=Todos los
nuevos diabéticos en
Scania.

DIREVA=Registro de
Diabetes Vaasa.
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Novel subgroups of adult-onset diabetes and their association =30

with outcomes: a data-driven cluster analysis of six variables

Emma Ahlquist, Petter Storm, Annemari Kardjamaki*, Mats Martinell*, Mozhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad,
Dina Mansour Aly, Peter Almgren, Ylva Wessman, Nael Shaat, Peter Spégel, Hindrik Mulder, Eero Lindholm, Olle Melander, Ola Hansson,
Ul Malmavist. Ake | ernmark. Kai | ahti Tom Forsén. Tiinamaiia Tuemi. Anders H Rosenaren | eif Groon

n=8980 Swedish All New Diabetics in Scania
cohort

Enfermedad Renal Crénica

NIND)

SIDD

Retinopatia Diabetcia

Lancet Diabetes Endocrinol 2018; 6: 361-69

CrossMark

[ Cluster 1 (SAID)
[ Cluster 2 (SIDD)
= Cluster 3 (SIRD)
[ Cluster 4 (MOD)
[ Cluster 5 {(MARD)

SAID=diabetes autoinmune
grave.

SIDD = diabetes severa
con deficiencia de

rSUiTg,

SIRD=diabetes severa
resistente a la insulina.

« ANDIS=Todos los
nuevos diabéticos en
Scania.

+ DIREVA=Registro de
Diabetes Vaasa.
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Lancet Diabetes Endocrinol 2018; 6: 361-69

HOMA2-B (%)
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200+
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resistente a la insulina.
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The Effect of Graded Doses of Insulin
on Total Glucose Uptake, Glucose
Oxidation, and Glucose Storage in Man

DANIEL THIEBAUD ERIC JACOT RALPH A. DEFRONZO, EVELYNE MAEDER, ERIC JEQUIER, AND JEAN-| PIERRE FELBER

DIABETES, VOL. 31, NOVEMBER 1982

EFFECT OF GRADED INSULIN DOSES IN MAN
TABLE 2

Summary of total oxidation rate, basal and increase above basal carbohydrate. oxidal
protein oxidation du_rmg the 0.5-, 1-, 2-, 4-, and 10-mU/kg - min insulin clamp stu

Glucose oxidation La’pii
suliiy irfisic . S T |
rate’ ‘ {mg/kg - min) ) (my £ I /g 1
Euglycemic hyper- x |
insulinemia - ; = ?

0.5 mUrkg - min 13 £ 0.1 1101 11+ 0.1 SKivATON Ge. [ ShomaeE D

1.0 mUfkg - min 1.3+01 1.8x02 1.1 =01 - 7

2.0 mUfkg - min 1.2 = 0.1 21 =x02 1.1 £01 ) A Smurkgmin + PeO0S

4.0 mUfkg - min 1.3 + 0.1 23 + 0.1 1.0 = 0.1 & Iminzmn A /

10 mU/kg - min 1.3 = 0.1 24+02 1.0+ 0.1 n | € omuikgmn
Hype[g|ycemjc hype(_ F 10mU/kg min+Hypergtycemia (218 mg/dl)

insulinemia -

10 mU/kg - min 1.3 = 0.1 S 27=x02 1.0 = 0.1 8 . P/"‘?
All values répresent the mean = SEM for the basal or 60-120-min time period. % /
" P < 0.001. . %

e

12.6, 4.0, and 8.7 mg/kg + min. The haif maximally effective  oxidation was al

Lipid stores are large and potentially inexhaustible; however, stores of carbohydrate are limited, comprising 300-500 g of glycogen in skeletal muscle,

60-100 g of glycogen in the liver and 4-5 g of glucose circulating in the blood in individuals at rest (4113) REQUEST NUMBER: 21513234
Other images from speaker’s stock
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A novel diabetes typology: towards precision diabetology
from pathogenesis to treatment

Christian Herder "> @ . Michael Roden ' ®

Precision prognostics | Precision prevention Precision treatment

Type 2 Type 1

iR
it

LR
thi

LA
i

{Early) Insulin

DPP4i?

(Sulfonylureas?)

Endurance
exercise?

Metformin +

Low energy/

saturated fat diet? SGLT2i? GLP1-RA?

PPARa?

Dual agonists?

ﬁ ﬁ n ﬂ " ﬁ ”ﬁ Resist.an%e Anti-inflammatory
exercise?
drugs?
ﬁ i ﬁﬁ 1 High-protein diet?

i il

Diabetologia (2022) 65:1770-1781
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La prevalencia de la diabetes esta aumentando a nivel
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Country summary in IDF South and Central America Region
2024

South and Central America

Age-adjusted

comparative
Proportion of prevalence
undiagnosed of impaired
diabetes fasting glucose
(20-79 years), % (20-79 years),
(C))
SACA 35,400 10.0 10.1 30.4 9.0
Argentina 4,342.1 14.1 14.0 29.1 10.0
Bolivia (Plurinational State of) 194.0 2.6 34 25.5 8.7
Brazil 16,621.4 10.7 10.6 31.9 9.7
Chile 1,863.7 13.0 12.2 17.1 4.8
Colombia 3,033.8 8.3 8.4 16.2 9.4
Costa Rica 375.7 10.0 9.8 26.4 9.4
Cuba 847.4 10.1 9.4 39.0 9.1
Dominican Republic 12087 16.6 17.6 42.8 9.5
Ecuador 552.8 46 4.9 20.0 8.3
El Salvador 4633 i) 1977 k] 9.0
Guatemala 1,103.7 10.5 13.2 488 7.5
Honduras 259.6 4.0 5.0 51.9 8.0
Nicaragua 377.0 8.7 10.4 44.6 8.0
Panama 312.8 10.7 1.1 39.8 4.7
Paraguay 352.2 8.2 9.4 33.2 8.2
Peru 1,335.8 6.0 6.4 255 9.2
Puerto Rico 345.8 14.1 10.9 26.9 4.9
Uruguay 2015 8.4 7.8 48.9 4.9
Venezuela (Bolivarian Republic of) 1,580.7 8.5 8.6 33.6 9.8
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Pacientes con |IAM

Prediabetes
130 (29,6%)

Hiperglucemia se asocia a mayor numero de desenlaces
adversos en individuos latinoamericanos con infarto
agudo de miocardio

Diego Gomez-Arbelaez®", Gregorio Sanchez-Vallejo!, Maritza Perez®,
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Yan Carlos Duarte®, Maria Eugenia Casanova", Jose Luis Accini’,
Aristides Sotomayor’, Paul Anthony Camacho? y Patricio Lopez-Jaramillo®° e ,
DM2-Conocida
90 (20,5%)
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