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O Contexto historico

O Classificacdo atual da diabetes mellitus

O Nova Classificacao

O A evolucdo do octeto sinistro: novos intervenientes
O Novos aliados na terapéutica: aGLP1 e ISGLT2

O Mensagem final
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O Areteu da Capadodcia

Diabetes “sifdo”

..."curta sera a vida do homem em quem esta
doenca se desenvolva”

O  Thomas Willis 1679 acrescentou “mellitus”
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O 1936 — percepcao de diferentes “insulino sensibilidades”

O Décadas 40 / 50 biguanidas e sulfunilureias

O 1959 - identificacdo de diabetes tipo 1 (insulino dependente) e tipo 2 ( ndo
insulino dependente).

O 1998 - UKPDS
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e Destruicdo auto imune da célula beta
e Insulino caréncia absoluta

* |Insulino resisténcia importante
e Deficiéncia secunddria da célula beta

e Diabetes diagnosticada no 2° ou 3° frimestres da gravidez
e Potencialmente reversivel

e Diabetes secunddria
* MODY ( maturity onset od diabetes of the young)

Diabetes Care Volume 41, Supplement 1, lanuary 2018




Table 21—-S5taging of type 1 diabetes {4,5)
Stage 1 Stage 3

Characteristics # Autoimmunity * Autoimmunity » New-onset hyperglycemia
« Normoglyocemia & Dysglycemia * Symptomatic
# Presymptomatic # Presymptomatic

Diagnostic criteria * Multiple autoantibodies # Multiple autoantibodies # Clinical symptoms
= No IGT or IFG # Dysglycemia: IFG and/or IGT # Diabetes by standard criteria
o FPG 100-125 mg/dL (5.6—69 mmaol/L)
* 2-h PG 140-199 mg/dL (7.8—-11.0 mmaol/L)
# A1C 5.7-6.4% (3947 mmol/mal) or =10% increase in A1C

Diabetes Care Volume 41, Supplement 1, lanuary 2018




Critérios de Diagnostico de Diabetes

Table 2.2—Criteria for the diagnosis of diabetes
FPG =126 mg/dL (7.0 mmal/L). Fasting is defined as no caloric intake for at least B h.*

OR

2-h PG =200 mg/dL (11.1 mmol/L) during OGTT. The test should be performed as described by the
WHO, using aglucose load containing the equivalent of 75-g anhydrous gluoose dissolved in water.®

OR

A1C =6.5% (48 mmaolmaol). The test should be performied in a laboratory using a method that is
NGSP certified and standardized to the DCCT assay.*

OR

In a patient with classic symptoms of hyperghycemia or hyperglycemic crisis, a random plasma
glucose =200 mg/dL (11.1 mmaol/L).

*In the absence of unequivocal hyperghycemia, results should be confirmed by repeat testing.
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Nova
Classificagao

Novel subgroups of adult-onset diabetes and their association lg >N

Crozshlark

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

EmmaAhlqist, Petter Storm, Annemari Kdrdjdmdki*, Mats Martinell*, Mazhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad
DinaMansour Aly, Peter Almaren, Ylva Wessman, Naef Shaat, Peter Spégel, Hindrik Mulder, EeroLindholm, Olle Melander, OlaHansson,
UlfMalmaquist, AkeLermark, KajLaht], Tom Forsén, Tiinamajja Tuomi, Anders H Rosengren, Leif Groop




O Nova classificacdo permite organizar sub
tipos de diabetes com intencdo de
definir abordagens terapéuticas;

O ldentificacdo dos doentes com risco mais
elevado de complicacoes;

Memoaria-Metabdlica

www thelancet. com/diabetes-endocrinology  Published online March 1, 2018  http:f de.doi.org/10.1016/
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O Utilizaram 5 cohorts dos paises escandinavos:
O Swedish All New Diabetics in Scania (ANDIS) ->2008-2016
O Scania Diabetes Registry (SDR),
O All New Diabetics in Uppsala (ANDIU),
O Diabetes Registry Vaasa (DIREVA),
O Malmo Diet and Cancer Cardiovascular Arm (MDC-CVA)

O Cerca de 15000 doentes que foram avaliados na altura do diagndstico
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ldade do diagnostico
IMC
HbA1C

Anticorpos glutamato descarboxilase

Modelo homeostatico de insulino
resisténcia (HOMA2-B) e funcdo célula
beta HOMAZ2-IR), através do doseamento
do péptido C;

O Colheita de amostra de sangue
(glicemia, HbA1C, pep C, fransaminases,
ureia e creatinina) e amostra de DNA:

etes-endocrinology  Published online March 1, 2018  http:/fdx.doi.org/10.1016/52213-8587(18) 30051-2
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ldentificacdo de 5 clusters :

N

Cluster N (%)
1 577 (6.4)

1575 (17.5)

1373 (15.3)

1942 (21.6)

3513 (39.1)

Characteristics

Early disease onset (at
a young age),

essentially corresponds

with type 1 diabetes
and LADA, relatively
low BMI, poor
metabolic control,
insulin deficiency
(impaired insulin
production), GADA+

Similar to cluster 1 but
GADA-, high HbA, ..

highest incidence of
retinopathy

Insulin resistance, high
BMI, highest incidence
of nephropathy

Obesity, younger age,
not insulin resistant

Older age, modest
metabolic alterations

Name

Severe autoimmune
diabetes (SAID)

Severe insulin-
deficient diabetes
(SIDD)

Severe-insulin resistant
diabetes (SIRD)

Mild obesity-related
diabetes (MOD)

Mild age-related
diabetes (MARD)

www thelancet. com/diabetes-endocrinology  Published online March 1, 2018 http:/f de.doi.ong/10.1016/52213-8587(18)30051-2




Resultados / \ e

[ Type 2 diabetes

igure 1: Patient distnibution according to method ot classthcation
(A) Distribution of ANDIS patients (n=8980) according to traditional
classification. (B) Distribution of ANDIS patients (n=8980) according to
k-means dustering. (C) Distribution of patients in the Scania Diabetes Registry
(mn=1466) according to k-means dustering. (D) Distribution of patients inthe
LIl Mew Diabetics in Uppsala cohort (n=844) according to k-means dustering.
(E} Distribution of DIREVA patientswith newly diagnosed diabetes (n=E7 &)
according to k-means dustering. (F) Distribution of DIREVA patients with
longes-term diabetes (n=2607) according to k-means dustering. LADA=latent 5 Closer (5A1D)
autoimmune diabetes in adults. SAlD=severe autoimmune diabetes. : O Chster2(500)
SIDD=savere insulin-deficient diabetes. SIRD=savere insulin-resistant diabetes. = E:ﬂﬁ:;;i{j_ﬂ]
MO D= mild obesity- related diabetes. MA RD=mild age-related diabetes.
A NDIS=All Mew Diabetics in Scania. DIREVA= Diabetes Reqgistry Vaasa.

www.thelancet.com/ diabetes-endocrinology  Published online March 1, 2018  http:/f di.doi.org/10.1016/52213-8587(18)30051-2



O Ainda faltam biomarcadores, gendtipos e scores de risco genético;

O Ufilizacdo de 6 items em vez de 1 ( glicémia) € melhor e mais adequado para
personalizacdo da terapéutica;

O Vdrias guestoes a colocar ( onde ficou a diabetes gestacional2?2): AplicAvel a todas as
populacdese Estamos a sub diagnosticar os DMT12

elancet. com/ diabetes-endocrinology  Published online March 1, 2018 bty dw. doi.ongf10.1016/52213-B587( 18)30051-2
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Ao octeto sinistro associam-se mais dois

mecanismos fisiopatologicos:

DPP4 inhibitor

TZDs
Metformin
GLP1 RA
DPP4 inhibitor

Blogueio da
insulino
vasodilatacdo

%, secretion

Decreaszed incretin
affect
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a-cell ™

Increased ™\
b
glucagon \ /
zecretion \
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(:‘__ Hyperglycaemia

Neurotransmitter
dysfunction

icrovascular recruitment only
S\capillaries are open at rest
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Ambos justificam os fenomenos de insulino resisténcia do
musculo.

NATURE REVIEWS

e
Y
Y Increased
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Increased
glucose
reabsorption

SGLT2 inhibitor

[j:craasad
glucose uptake

IkB-NF-xB
TLR4
MAPK
AMPK
TNF
ROS
Macrophages

Activacdo das vias
inflamatdrias

DISEASE PRIMERS



Quais sdo e mais valias?




Andlogos GLP-1

Inibidores So6dio Glucose

Transportadores




[ GLP-1 based therapies ]
1

Endogenous GLP-1
enhancers

[GLP—1 receptor}

agonists

[

Peptides

Non-peptides
(small molecules)

DPP-4 inhibitors
(sitagliptin, vildagliptin,
saxagliptin,
linagliptin,
alogliptin)

DPP-4
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GLP-1
secretagogues
GPR119 and TGR5
ligands

GLP-1 mimetics
(exenatide BID/QW,
lixisenatide)

Human
GLP-1 analogues
(liraglutide,
albiglutide,
dulaglutide)

Gorgojo-Martinez JJ.

Hipertens Riesgo Vasc. 2014;31:45-57.




O Liraglutide (2014) - 1,2a 1,8 mg/d ( TFG > 30 ml/mn)

O Exenatide OW (2015) —2m /sem (TGF > 50 mil/mn)

O Dulaglutide OW (2017) 75 a 150 mg/sem (TFG > 15 ml/mn)

Adaptado RCM Victoza ®, Bydureon ® e Trulicity ®.



a GLP1 em Portugal

Classe Composto(s)  Mecanismo celular Aq,mf ﬁamlug|ca5
primarias

Vantagens Desvantagens

- T Secrecdo da
insulina {dependente
da glicose)

-4 E-E~:-‘-::;.ﬁa do gluca-
gon (dependente da
glicose)

- Atraso do esvazia-
mento gastrico

- T Saciedade

- Exenatido
- Exenatido
de libertagio

Agonistas dos prolongada Ativam os recatores
recetores do GLP-1 - Liraglutido da GLP-1

- Albiglutice®

- Dulaglutide*

- Lixisenatide®

- Efeitos secundarios gastrointestinais
- 5em hipoglicemia {nauseasvomitos)
- Reducao de peso - T Frequéncia cardiaca
- | Picos pos-prandiais da - Pancreatite aguda¥
glicose - Hiperplasia das células C tiroideias/carcino-
- & Alguns fatores de risco ma medular da tirdide em animais
cardio-vasculares - Injetavel
- Requer formacao
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1Aca0 cronotropica e TLibertagao de insulina
inotropica TInibicdo do glucagon

: . . TProliferacao das
Efeito antiapoptoético no células B
musculo cardiaco JApoptose das células

Neuroprotecao .. Sensibilidade a Insulina
Inducédo de saciedade

Inibicao do output
de glicose

Atraso no esvaziamento
gastrico

GLP-1: peptideo-1.similar ao glucagon.
Deacon C, et al: Front:Biosci: 2008;13:1780-94; Drucker D. Cell-Metalb. 2006;3:153-65; Ahern:B. Horm:Metab Res. 2004;36:842-5.



EXSCEL: Study Design

Exenatide Study of Cardiovascular Event Lowering Trial

Randomisation (1:1)

14780 patients with T2D
e HbA, =6.5and <10.5% Exenatide OW 2.0 mg (n=7356)

* Currently being treated with at least

1 OAD or insulin
No prior treatment with GLP-1RA Placebo 1.0 mg (n=7396)

Treatment duration ~5 years*

Trial information
* Phase III/IV randomised, double-blind, placebo-controlled, parallel-group, multicentre, multinational, trial to evaluate CV
outcomes after treatment with exenatide OW in patients with T2D

* Primary outcome: a composite endpoint of cardiovascular death, non-fatal MI, or non-fatal stroke

*Until 1360 confirmed primary composite cardiovascular endpoints occur
CV, cardiovascular; GLP-1RA, glucagon-like peptide-1 receptor agonist; MI, myocardial infarction; OAD, oral antidiabetic drug;

OW, once-weekly; T2D, type 2 diabetes
ww.ClinicalTrials.gov (NCT01144338). Holman et al. Am Heart J 2016;174:103-10




enelide tudy ardiovascular vent
owering

A. Primary Cardiovascular Outcome

- HR (95% CI)

Hazard ratio, 0.91 (95% Cl, 0.83-1.00)
P<0.001 for noninferiority R o

P«0.06 for superiority R o 3-pnint MACE 0.91 (ﬂ.EE—l.DD]

Placebo.<~
’/

CV death 0.88 (0.76-1.02)

Non-fatal MI 0.95 (0.84-1.09)

Patients with Event (%)

Non-fatal stroke 0.86 (0.70-1.07)

Years since Randomization Favours exenatide Favours placebo

No. at Risk
Placebo 7396 7120 6897 6565 5908 4468 3565 2961 2209 1366 687
Exenatide 7356 7101 6893 6580 5912 4475 3595 3053 2281 1417 727

The primary composite outcome was the first occurrence of death from CV causes, non-fatal MI, or non-fatal stroke.
CI, confidence interval, CV, cardiovascular; HR, hazard ratio; MACE, major adverse cardiovascular event; MI, myocardial infarction

gl 1 Med 2017 [epub ahead of print




LEADER: Study Design

Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular

Outcome Results
Liraglutide 0.6-1.8 mg OD + standard of care Safety follow-up

run-in
Placebo + standard of care

|,¢:. ...................................... )I( ................................................................................................................................................................. )l{)l

T 2 weeks T Duration 3.5-5 years

Screening Randomisation (1:1) Minimum 611 primary events End of treatment
Double-blind

Patients
N=9,340
Type 2 diabetes
HbA,. =27.0%
Antidiabetic drug-naive; OADs and/or basal/premix insulin
Age =50 years and established CV disease or chronic renal failure, or
Age =60 years and risk factors for CV disease

CV, cardiovascular; OAD, oral antidiabetic drug; OD, once daily
Marso et al. N Engl J Med 2016;375:311-22




iraglutide ffect and ctionin iabetes:
valuation of ardiovascular esultls

Primary outcome

CV death, non-fatal myocardial infarction, or non-fatal stroke HR (95% CI)  p-value

p=<0.001 for non-inferiority PV
p=0.01 for superiority I CV death 0.78 (0.66-0.93)  0.007

Liraglutide
Non-fatal MI 0.88 (0.75-1.03) 0.11

Non-fatal stroke 0.89 (0.72-1.11) 0.30
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p=0.01 for superiority

0 2 18 24 30 5 47 . 0.50 1.00 1.50

Time from randomisation (months) +—

Patients at risk Favours liraglutide Favours placebo
Liraglutide 45668 4593 4495 4400 4280 4172 4072 3982

Placebo 4672 4588 4473 4352 4237 4123 4010 3914

CI, confidence interval, CV, cardiovascular; HR, hazard ratio; MACE, major adverse cardiovascular event; MI, myocardial infarction
Marso et al. N Engl J Med 2016;375:311-22




Meta-analysis: MACE-3 endpoint

Hazard Lower Upper
Study name GLP-1 Group Placebo Group Hazard ratio and 95% Cl ratio limit limit p-Value

EUX(A‘ 400/3034 (13.2%)  392/3034 (12.9%) 1.02 089 1.17 0.776

LEADER’ 608/4668 (13.0%)  694/4672 (14.9%) 087 078 097  0.015

gt Pect and foan i Dinbries:
Eaerion of condiee e aurore: e

SUSTAIN-6  108/1648(6.6%)  146/1649 (8.9%) 074 058 095 0016

EXSCELL ¥ 839/7356(11.4%)  905/7396 (12.2%) 091 083 1.00  0.061

Overall 090 082 0.99 0.033

Test for heterogeneity
Q-test p value =0.11

2 — £OO
I =50% Favours GLP-1 Favours Placebo

Bethel et al. TLDE 2017; in press




O Usar no inicio da doenca

O ldealmente antes da insulinizacao;

O Em combinacdo com insulina
basal;

O Utillizacao com TFG > 30 ml/mn;

O Controlo metabdlico, com baixo
risco de hipogliceémias;

O Perda ponderal entre 3 a 5 kgs;

O Reducdo perimetro abdominal/
gordura visceral;

O Reducdo PA sistolica e diastdlica;

Diabetes Care Volume 40, Supplement 1, January 2017




Analogos GLP-1

Inibidores Sodio Glucose

Transportadores




Glomerulus

S Proximal tubule

Filtration of NECATR) SGLT1

glucose

Glucose
reabsorption

Inhibition
Reduction in A1C and weight

iISGLT2 Mecanismo de acao

Collecting
tubule

Distal tubule

Loop of Henle

Glycosuria
No glycasuria

70 -119g/day =
280-476calories/day

v Controlo
metabadlico

v Perda ponderal

v' Diminuicdo PA



Efeitos ndo glicémicos:
Nairiurese

Efeitos glicémicos: Glicosuria

O Diminuvicdo de PA: diminuicdo rigidez
arterial;

O Aumento do feedback
tubuloglomerular;

O Diminuicdo do volume plasmatico

O Balanco caldrico negativo: diminuicdo IMC,
inflamacdo e da fibrose;

O Diminuvicdo HbA1C : reducdo
glucotoxicidade

O Uricosuria: reducdo acido urico- diminuicdo
aterosclerose;



4 Tubuloglomerular ¥ Plasma
feedback volume

¥ Blood
pressure

¥Myocardial

¥ Arterial i stretch
N\ J stiffness Afferent arteriole
N - constriction l
y Total body
fat mass

¥ Intraglomerluar
hypertension
¥ Hyperfiltration ¥ Ventricular
arrhythmias

Mecanismos

N a
Yot -4 : . Activation of
fisiolégicos

implicados na

e 4 Cardiac
p ro 'I'e g ao contractility “ S—
cardiovascular : nervous systen

¥ Inflammation
renal com inbicao
SGLT2.

Circulation. 2016; 134: 752-772.D0OI: 10.1161/CIRCULATIONAHA-116-021887



A Primary Oulcome B Death Fom Cardiovascubr Causes

Hgard ratio, 0.8 0Z#% CL 0.74-0,99

. Hazard ratio, 0,62 (95% CI, 0.43-0.77) Empaglificzin
P 0L0M for siperichiy Ernpaglifiezin H

Re 0001

Patients with Bvent f5)
Patients with Bvent )

Muonth

Empagliflozin, Cardiovascular Outcomes, ot ik N
and Mortality in Type 2 Diabetes - 1 ows om ne 74 s A

€ Death from Any Cause
15

Hazard ratio, 0.6

H&ard ratia, 0.6 5
P= 0,002 Emp-qjlifl:-:in

Pac QL0010 Empagliflezin

Patients with Event (3)

E
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Emplgliluzin 46T 4651 BOE 556 4128 3079 61T 17R2 Empugliluzin 46ET 2 4477 3OEE 2950
Faceso 2333 2308 0 iz 1508 1281 B25 Pacebo 2333 ] & 2173 1832 1424

Figure L Cardiovascular Qutcomes and Death from Any Cause

Shewn are the cumu lative incidence of the primary outcome (death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke) (Panel &), cumulative incide ncs of

death Form cardiovascular causes (Panel B), the Kaplan- Meier estimate for death from any ca (Parel O, and the curmulative incidence of hospitalization for heart Gilure (Panel )
in group and the plecebo groupamong patients who received at least one dege of a study drug, Hazard ratios are based on Cox regression analyses,

N ENGL ] MED 373;22 NEJM.ORG NOVEMBER 26, 2015




A Deathfrom Cardiovascubr Cawses, Nonfatl Myccardial | nfarction, or Monfital Stroke B Death fom Cardiowascubr Causes
10,

CANVAS R T —

Patients with an Brent [%]
Patients with an Brent [%]

104 130 15 182 X 234 ZR0 Bh 3 5 5 104 13 15
‘Wesks since Ran domizati on ‘W esks & nce Ran d omizati

Canagliflozin and Cardiovascular and Renal
Events in Type 2 Diabetes

Mo at Risk 1
FMacebo i i} 3 D1 M4 LG 120 1217 118F 1156 1130 1095 TE9 216 3 i 36 3119 17 i2E 1310 1292 125
Caraglilogin 5795 5672 5566 5447 4343 @4 255 2460 2419 2363 2311 1661 448 k LTh 3 1 2651 261% 1904

§2 T4 104 130 196 133 208 234 280 #6312 334

Paient s witha nEvent 54

!
!

Iod 130 1 182 2084 234 26 F T4 14 130 182 08 23
‘Wee ks since Rando mization ‘Weels since RBandomization

Mo, at Risk
04 Lesr 1204 12 12 1208 3 & 4187 4109 3 1207 1179 1146 1126 #12 223
4414 303 PEF 2584 2543 2511 2464 2415 171 441 azin 13 4408 J029 2607 2565 2516 24Te 42% 342 1THE 463

Figure 2 Cardisvascular Outcomes in the Itegrated CANVAS Program.

The primary outcome was 2 composi e of death fom cardiovascular causes, nonfatal ryocardial infaretion, or nonfatal stroke. The haz ard ratios and confidenceintervals for
the primary me and the ponents of the cutcome were estimated with the use of Cox regression made ks with strat fication accending rial and history of cardiovascular
disease for all canagliflozin groups combined ver sus placebo. Analyses are based upon the full, integrated data set cornprising all participants w ho underwent randomization, The
inget in each panel shows the same dataon an enlarged y
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" CVDREAL

Key Unanswered Questions

Are the observed benefits compound-specific, or do they represent a “class effect™?

Will effects observed in those with established cardiovascular disease apply to a

Type 2 diabetes population with a broader cardiovascular risk profile?

Will the effects observed in EMPA-REG OUTCOME translate to real world clinical practice?
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" CVDREAL

Study Objectives

Primary

— Compare risk of HHF In patients with Type 2 diabetes newly initiated on SGLT-2 inhibitors

versus other glucose-lowering drugs (GLDs)

Secondary

— Compare risk of all-cause death between the two treatment groups

— Compare risk of HHF or all-cause death between the two treatment groups
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Data Sources: Health Records Across Six Countries &

L
™ CVDREAL

“ “

Truven MarketScan Claims & Encounters and linked Medicare

Ty . .
National full-population reqistries
I'I_- Pop g

Cohort 1 - Cohort 2
HHF All-cause death

National full-population registries

— "
N, . . and composite
T National full-population registries HHF/all-cause death
N -
m Clinical Practice Research Datalink (CPRD) and —
wZIR The Health Improvement Network (THIN) ] L] : ;—
| | S

- Diabetes Patienten Verlaufsdokumentation (DPV) initiative

—
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Conclusions -

* Inalarge real-world study across six countries and a broad population of patients with

Type 2 diabetes, treatment with SGLT-2 inhibitors versus other GLDs was associated with

significant reductions In:
— Hospitalization for heart failure

— All-cause death

— Hospitalization for heart failure or all-cause death




”‘»'_ff'l"'l. CVDREAL = o _
Contribution of SGLT-2 inhibitor Class as a Proportion of ~ === (‘;‘ |ACC17

el L
Exposure Time in Propensity-Match Cohorts o
Cohort 2: All-Cause Death and HHF or All-Cause Death Analyses (N=215,622)

" Canagliflozin " Dapagliflozin Empagliflozin

All-cause death*

100 -
6.7% 8.3%
g9
g
e 10 -
3 -
8 50 -
R
e 30
2
g
E 1{] N 1_5
o Q-
All countries US only European countries

*Data shown are for all-cause death; data for HHF or all-cause death are similar combined combined




O Dapagliflozina 10 mg
O Dapagdliflozina + metformina
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Guidance for Industry

Diabetes Mellitus — Evaluating
Cardiovascular Risk in New
Antidiabetic Therapies to
Treat Type 2 Diabetes
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Recommendations for management of diabetes

Prevencao do

Lifestyle changes including smoking cessation, low fat diet. high fibre diet. aerobic physical activity, and strength training are
recommended.

Risco Cardiovascular emr=r—rrme=s

A target HbA I ¢ for the reduction in risk of CVID and microvascular complications in DM of <7.0% (<53 mmolimol) is
recommended for the majority of non-pregnant adults with either type | or type 2 DM.

For patients with a long duration of DM. the alderly. frail, or those with existing CVD, a relaxing of the HbA I c mrgets (Le. less
stringent) should be considered.

A target HbA I c of <6.5% (<48 mmolimol) should be considered at diagnosis or early in the course of type 2 DM in patients, who
are not frail and do not have CVDL

'When screening for DM in individuals with or without CVD), assessment of HbA I ¢ (which can be done non-fasting) or fasting
blood glucosa should be considered. An oral glucose tolerance test can be offered when there is sall doubt

Metformin is recommended as first-ine therapy, if tolerated and not contra-indicated, following evaluation of renal function.

Avoidance of hypoghycaemia and excessive weight gain should be considered and individual approaches (with respect to both
treatment targets and dn hould be considered in patients with advanced disease.

“\\‘\\\\‘\\‘\\\‘\ l:dﬁem&mm DM and CVD, the use of an SGLT2 inhibitor should be considered earfy in the course of the disease 1o

Lipid lowering agents (principally statins) are recommended to reduce CV risk in all patients with type 2 or type | DM above the
age of 40 years.

Lipid lowering agents (principally statins) may be considered also in individuals below 40 years of age if at significantly elevated
European Heart Journal Advance Access published May 23, 2016 risk, based on the presence of micro-vascular complications or of multiple CV risk factors.

JOINT ESC GUIDELINES n DM patients at vary high-risk ).a LDL-C rarget <1.8 mmel/L (<70 mg/dL), or a reduction of at least 50% if the
baseline LDL-C is between L (70 and 135 mgidL), i recommended

n DM patients with high-risk C target <26 mmol/L (<100mg/dL) or a reduction of at least 50% if the baseline
LDL-C is between 2.6 and 5.1 m (100 and 200 mgldL) is recommended?

European Heart Journal
EUROPEAN doi:10.1093/eurheartj/ehw106

SOCIETY OF
CARTAOLOGY

. . N BP targets in type 2 DM are generally recommendad to be <140/85 mmHg. but a lower target of <1 30/80 mmHg & recommended
2016 Eu ropean Guidelines on cardiovascular in selected patients (2.g younger patients at dlevated risk for specific complications) for additional gains on stroke, retinopathy and

albuminuria risk. Renin-angiotensin-aldostarone system blocker is recommended in the treatment of hypertansion in DM. partculardy

disease prevention in clinical practice in the presence of proteinuria or micro- albuminura. Recommended BP @rget in patients with type | DM is <130/80 mmHg.

-

The use of drugs that increase HDL-C to prevent CVD in type 2 DM is not recommiended.

The Sixth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in
Clinical Practice (constituted by representatives of 10 societies

and by invited experts) BP = blood pressure: CV = cardiovascular: Db 2betes mellitus. HoAle = giycated haemogiobin: HDL-C = high-density lpoprowsin cholesterct LDL-C

lipoprotein cholesterdl; SGLT2

Antiplatelet therapy (e.g. with aspirin) is not recommended for people with DM who do not have CWD.

“Class of recommendation.

“Level of evidence.

“Reference(s) supporting recommen L

4Non-HDL-C is a ressonable and practs = & it does not require fasting. Non HDL-C secondary targers of <26 and << 33 mmoll (<1 130mg/dL) are
e section 3a 7.10 for more details.

http://eurheartj.oxfordjournals.org/content/ehj/early/2016/05/23/eurheartj.ehw106.fulf?



Antihyperglycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set A1C target, and initiate
pharmacologic therapy based on AlIC:

ansider Monotherapy.

nsider Dual Therapy.

e

N

Tratar melhor de
acordo com os
FRCV;

A1C at target
after 3 months
of monotherapy?

AIC at target
after 3 months

Ao longo da historia
dq dlqbetesz Triple Therapy

Na prevencgado do
evento CV; R
Com seguranca e
beneficio apos evento
Cv;

(See Figure 8.2)

Figure 8.1=/

ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular
American Diabetes Association. Diabetes Care 2018;41:S1



PROGRAMA NACIONAL

Metas 2020 PARA A DIABETES
2017
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Diminuir o desenvolvimento de Aumentar em 20.000 o numero Diminuir a mortalidade
diabetes em 30.000 utentes de risco de novos diagnosticos de prematura por diabetes
identificados através da avaliagdo diabetes através do diagnostico =70 anos em Portugal em 5%
do calculo de risco de desenvolver precoce em utentes até 2020
a doenca

Jr— Programa Macional
) 1265 para a Diabetes
" Diregdo-Geral da Sacde







