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Portugal

Prevaléncia total muito elevada e a aumentar todos os anos

Prevaléncia da Diabetes e da Hiperglicemia Intermédia em Portugal-2015

10,4%

2,7%
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da diabetes da diabetes da diabetes mal

TOTAL diagnosticada diagnosticada
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l\/\‘?{\\1 3 '3 % /\‘\A 7, 5 %
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PREVADIAB - SPD; tratamento OND (ajustada a Distribui¢do da Populagdo Estimada)
NOTA: Por prevaléncia ajustada entende-se a aplicagdo das taxas de prevaléncia por escaldo etario e por sexo a distribuicdo da populagdo no ano em analise.de 2015.



/‘Rﬁai“ing burden- in the T2DM po on

Using records from the Swedish National Diabetes register, data were examined from
457,473 patients with T2DM and matched controls (mean follow-up: 6.5 years)
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CVD, cardiovascular disease; P-Y, patient-years; T2DM, Type 2 diabetes mellitus
Rawshani A, et al. N Engl J Med 2017;376:1407-1418



O controle intensivo das glicemias permite uma reducao

significativa das complicacdoes macrovasculares?
a) Sim

b) Nao.
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B Initial trial I Long-term follow-up

Study HbA, Microvascular CVvD Mortality
Baseline Study End

Std Intensive

/

DCCT/EDIC 9 9 7

UKPDS 9 F- 7

ACCORD 8.3 7.5 6.4

ADVANCE ¥ p 7.0 6.4

VADT 9.4 85 6.9 A3

€@ Bergenstal RM, et al. Am J Med. 2010;123:374e9-e18. Mfé!?ﬁ%pe



~_—Steno 2 — controle multifact

ial

180 DM tipo 2 microalbuminuria; 7,8 anos; interven¢do multifactorial/convencional;

End-point primario = doenga cardio e cerebrovascular e amputagao.

304
P<0.001 P-0.21
704 ]
6o P=0.19 -
g P=0.001
g 4o
ﬁ
g 0
0 p-ogs
i |_|_\ —‘
Glycosylated  Cholesterol — Triglycerides  SystolicBP Diastelic BP
Hemoglobin -~ <175 mgfdl  <130mgfdl  <130mmHg <80 mmHg
6.5%

0 Intensive [ Corwentional
therapy therapy

Primary Composite End Point [95)

B

50

40

304

20+

104

P=0.007 ]

Conventional therapy .»

Intensive therapy

Months of Follow-up

“..A target-driven, long-term, intensified intervention aimed at multiple risk factors in
patients with type 2 diabetes and microalbuminuria reduces the risk of cardiovascular

and microvascular events by about 50 percent...”

Peter Gaede, M.D, et al. NEJM. 348;5. january 30, 2003




Identificacao

Homem, 61 anos, fotografo

Antecedentes Pessoais e Familiares Relevantes

DM tipo 2 - 8 anos de duragao
HTA

Dislipidemia

Obesidade visceral.



Terapéutica farmacologica atual

* Bisoprolol 2,5 mg id

 Sinvastatina 20 mg id
e Metformina 1.000 mg + Vildagliptina 50 mg bid
* Olmesartan 20mg id

« AAS 100 mg id.



Perfil do doente

—

TA: 150/89 mmHg, FC: 72 bpm
Peso: 88 kg; Alt.: 166 cm — IMC 31
PA: 98 cm.

EAD:

Microalb/creat ocasional 42,8 mg/g
Colesterol total 174 mg/dL
Triglicerideos 228 mg/dL

HDL - Colesterol 34 mg/dL

LDL - Colesterol Calculado 116 mg/dL
Hemoglobina Alc (DCCT/NGSP) 7,9%.

O ——————————————————————————————————




GOALS FOR GLYCEMIC CONTROL

INDIVIDUALIZE GOALS

A1C<6.5%

For patients without
concurrent serious
illness and at low
hypoglycemic risk

A1C > 6.5%

For patients with
concurrent serious
illness and at risk

for hypoglycemia

Table 6.2—Summary of glycemic recommendations for many nonpregnant
adults with diabetes
AlC <7.0% (53 mmol/mol)*

Preprandial capillary plasma glucose 80-130 mg/dL* (4.4-7.2 mmol/L)
Peak postprandial capillary plasma glucoset <180 mg/dL* (10.0 mmol/L)

COPYRIGHT €



Effects of Aspirin for Primary Prevention

7~ — inPersons wit

Aspirin Placebo
Type of Event (N=7740) (N=7740) Rate Ratio (95% CI) PValue

no. of participants with event (%)

Vascular Outcomes E
Nonfatal myocardial infarction 191 (2.5) 195 (2.5) ' 0.98 (0.80-1.19)
Nonfatal presumed ischemic stroke 202 (2.6) 229 (3.0) —.—— 0.88 (0.73-1.06)
Vascular death excluding intracranial hemorrhage 197 (2.5) 217 (2.8) —] — 0.91 (0.75-1.10)
Any serious vascular event excluding TIA 542 (7.0) 587 (7.6) ’ 0.92 (0.82-1.03)
TIA 168 (22) 197 (2.5) — B 0.85 (0.69-1.04)
Any serious vascular event including TIA 658 (8.5) 743 (9.6) 0.88 (0.79-0.97) 0.01
Any arterial revascularization 340 (4.4) 384 (5.0) i- 0.88 (0.76-1.02)
Any serious vascular event or revascularization 833 (10.8) 936 (12.1) 0.88 (0.80-0.97)
Major Bleeding
Intracranial hemorrhage 55 (0.7) 45 (0.6) I: 1.22 (0.82-1.81)
Sight-threatening bleeding in eye 57 (0.7) 64 (0.8) = | 0.89 (0.62-1.27)
Serious gastrointestinal bleeding 137 (1.8) 101 (1.3) + 1.36 (1.05-1.75)
Other major bleeding 74 (L.0) 43 (0.6) ——— 1.70 (1.18-2.44)
Any major bleeding 314(41)  245(3.2) | E=~ 1.29 (1.09-1.52)  0.003
o 07 1.0 s 20
Aspirin Better Placebo Better

Figure 2. Effect of Assignment to Aspirin Group on Components of Serious Vascular Events, the Combined Outcome of Serious Vascular
Event or Revascularization, and Major Bleeding and Its Components.

“The use of low-dose aspirin led to a lower risk of serious vascular events than placebo
among persons with DM who did not have evident CVD...However, the absolute lower
rates of serious vascular events were of similar magnitude to the absolute higher rates of
major bleeding, even among participants who had a high vascular risk”.

The ASCEND Study Collaborative Group. NEJM. 2018



Recommendations for the Treatment of LA
Confirmed Hypertension in People With Diabetes \9 "\

[ Initial BP <160/100 mmHg ] ‘ Inltlal BP 2160/100 mmHg J DM2 at higher
! i ! i cardiovascular risk CV
[ Start one agent ] [ Lifestyle management ] [ Start two agents J disea Se BP ta rget < 130/ 80
{ ! mmHg

[ Albuminuria* ] [ Albuminuria* }

I I I I .

N*o Yis N*o Yis DM2 at lower risk CV

{ disease BP target <140/90
Start one drug: Start: ’ Start drug from Start:

« ACEi * ACEi or ARB 2 of ions: * ACEi or ARB
L ARB e  ACE or ARE ond mmHg.
* CCB*** « CCB*** « CCB*** or Diuretic**
* Diuretic** * Diuretic** l AC E . h . b _t

* * INNIDITOr Or

Assess BP Control and Adverse Effects a ngiOte n Si nrece pto r
Treatment tole.rated Not meeting target Adverse effects b I ocC ke r’ IS t h e
and '”gei““'e"e“ { } recommended first-line
dd f ider ch
[ Continue therapy ] ?om;?lgf:c:n;:rn; drug class: :I?:fr:a:;f: ggg?c;?ion: t reat.m S l:‘t fo r .
" ACEi or ARB " ACEi or ARB hypertension in patients

r—> « CCB*™** « CCB***
* Diuretic** * Diuretic**
Not meeting target
on two agents & l A:f"}’ei'ts: } i

Assess BP Control and Adverse Effects

with DM and albuminuria

Treatment tolerated Not meeting target or
and target achieved adverse effects using a drug
* from each of three classes
[ Continue therapy ] Consider Addition of Mineralocorticoid Receptor Antagonist;

Refer to Specialist With Expertise in BP Management




8 F\VOLUCAO CLINICA

Avaliacao a 6 meses

Optimizacao do estilo de vida

Evolugao da HbA,_ao longo do tempo:




Dor toracica com a marcha; AngioTAC coronaria — score calcio elevado

Cateterismo:
Tronco comum, longo, com estenose distal excéntrica de 30%.

Descendente anterior com irregularidades, estenose de 50% no 1/3 proximal
envolvendo a primeira diagonal e a primeira septal e estenose de 80% no 1/3
distal.

Primeira diagonal, bifurcada, com estenose de 60-70% no inicio.

Angioplastia da descendente anterior proximal...sem lesao residual.



DPP-4 inhibitors

Non-fatal Ml

Non-fatal stroke

Hospital HF

All cause death

Saxagliptin

0.89. 1.08

1.03
0.87,1.22

0.95
0.80, 1.12

111
0.88, 1.39

1.27°
1.07,1.51

111
0.96,1.27

Alogliptin

Upper =1.16

0.79

1.08
0.88, 1.33

0.91
0.55, 1.50

1.07
0.78, 1.15

0.88
0.71, 1.09

Sitagliptin

0.95°
0.81, 1.11

0.97°
0.89, 1.08

1.00
0.83, 1.20

1.01
0.90, 1.14

Diabetes Obes Metab. 2019;21:3-14.



Drug
Population (n)
Follow-up (years)

Known
atherosclerotic
CVD

Renal Impairment
a

Insulin baseline
HbAlc (%)

Failed to finish on
medication

Placebo event rate
(%/year)

LEADER

Liraglutide

9340

3.8

81

23

45

8.7%1.5

NG

3.9

Semaglutide

3297

2.1

71

24

58

8.7%1.5

20

4.2

cteristics of GLP-1 RA

SUSTAIN-6 EXSCEL

Exenatide MR

14752

3.2

73

22

14

8.0

44

4.0

HARMONY
Albiglutide
9463
1.6

100

23

59

8.7%1.5
26

5.9

Addapted from Home P. Diabetologia 2019. https://doi.org/10.1007/s00125-018-4801 (ahead of print)

Data are % unless otherwise stated

Some variables have been calculated by the author of this review and may be inaccurate to one significant figure
a Excluding ELIXA, which was conducted in individuals with prior ACS

b Defined as <60 ml min-1[1.73 m]-2 MR, modified release (long-acting); NG, not given



Variable 3-MACE?

LEADER 0.87 (0.78, 0.97)

SUSTAIN-6 0.74 (0.58, 0.95)

EXSCEL 0.91 (0.83, 1.00)

HARMONY 0.78 (0.68, 0.90

CV death

0.78 (0.66, 0.93)

0.98 (0.65, 1.48)

0.88 (0.76, 1.02)

0.93 (0.73, 1.19)

All death

0.85 (0.74, 0.97)

1.05 (0.74, 1.50)

0.86 (0.77, 0.97)

0.95 (0.79, 1.16)

0.87 (0.73, 1.05)

1.11 (0.77, 1.61)

0.94 (0.78, 1.13)

NG

Addapted from Home P. Diabetologia 2019. https://doi.org/10.1007/s00125-018-4801 (ahead of print)

HR findings are derived from intention-to-treat analyses
a MACE: CV death, MI, stroke

bComposite of variables, not including albuminuria
cComposed of two studies

MR, modified release (long-acting); NG, not given



3pt MACE

CV death

Liraglutide

0.87¢
0.78,0.97

0.78°
0.66,0.93

Semaglutide

0.74
0.58,0.95

0.98
0.65, 1.48

Exenatide

0.91
0.83, 1.00

0.88
0.76,1.02

----------------------------\

ann -fatal Ml

[ Non-fatal stroke

Hospital HF

\ I I I I N S .

AII cause death

0.88
0.75,1.03

0.89
072,111

0.87
0.73,1.05

0.74
0.51, 1.08

0.61°
0.38, 0.99

1.11
0.77, 1.61

097° %y
0.85,1.10 |

085 |
0.70,1.03 |
|

0.94 i
0.78,1.13 J

Bt v St Y- S

0.74,0.97

0.74,1.50

0.77,0.97

Diabetes Obes Metab. 2019;21:3-14.



Indirect systemic?

Heart
Kidney % “,“ Platelets
W
\ ol
} Natriuresis } cardioprotection | Coagulation
f Diuresis
,LBIood Pressure Vé ¢ Postprandial m
lipids W,J
GLP-1
Blood Intestine
Vessel
|, Body Weight | Glucose | Hypoglycemia

| Inflammation a-Cell

Glucagon

% ( Secretion
Bral A . pecel

'f Insulin Secretion
Fat A\ Insulin Biosynthesis
& other tissues q, Apoptosis

CV, cardiovascular; GLP-1, glucagon-like peptide-1; LV, left ventricular

What are the mechanisms of GLP-1 rece
agonist on CV protection:

Direct cardiovascular effects?

GLP-1

I
i

¢
' : T Blood Flow

¥ Inflammation | Smooth muscle

Inflammation ra—-—
! Glucoseuptake 1 LV Function / proliferation

! Endothelial | Platelet
Function Aggregation

| Ischemic injury ! Heart rate

Drucker DJ. Cell Metab 2016;24:15-30



ics of SGLT2 inhi

Variable EMPA-REG OUTCOME CANVAS Program DECLARE
Drug Empagliflozin Canagliflozin Dapagiflozin
Population (n) 7020 10142 17160
Follow-up (years) 3.1 3.6 4.2
Known 99 66 41
atherosclerotic CVD

Renal Impairment? 26 20 7

Hx heart failure 10 14 10
Insulin baseline 48 50 41
HbA1lc (%) 8.1+0.8 8.7+1.5 8.7%1.5
Failed to finish on 25 30 23
medication

Placebo event rate 4.4 3.2 2.4
(%/year)

Addapted from Home P. Diabetologia 2019. https://doi.org/10.1007/s00125-018-4801 (ahead of print)

Data are % unless otherwise stated

Some variables have been calculated by the author of this review and may be inaccurate to one significant figure
a Composite median of two studies combined; individual study follow-up, 5.7 and 2.1 years

Defined as <60 ml min [1.73 m] NG, not given



SGLT2 inhibitors for prlmary and secondary prevent

)/eaﬂﬁdmvascular and rena iabetes
Major adverse cardiovascular events (MACE)
Patients Events Events per Weight HR HR (95% Cl)
1000 patient-years (%)

Treatment(n)  Placebo (n) Treatment  Placebo
Patients with atherosclerotic cardiovascular disease
EMPA-REG OUTCOME 4687 2333 72 374 439 294 — 0-86 (074-0-99)
CANVAS Program 3756 2000 796 341 413 324 —— 0-82(0.72-0-95)
DECLARE-TIMISS 3474 3500 1020 368 40 382 - 0-90(079-1.02)
Fixed effects model for atherosclerotic cardiovascular disease (p=0-0002) - 0-86(0-80-0.93)
Patients with multiple risk factors

Fixed effects model for multiple risk factors (p=0.98) 1.00 (0-87-1-16)

CANVAS Program 2039 1447 215 158 155 259 0.98 (0.74-130)
DECLARE-TIMISE 5108 5078 530 134 133 741 ﬂf 1.01(0-86-1.20)

035 050 1.00 250
.‘_

Favours treatment Favours placebo

Figure 1: Meta-analysis of SGLT2i trials on the composite of myocardial infarction, stroke, and cardiovascular death (major adverse cardiovascular events)
stratified by the presence of established atherosclerotic cardiovascular disease

Lancet 2019; 393: 31-39



SGLT2 inhibitors for prlmary and secondary preven

/oLeafdmvascular and rena labetes
Hospitalisation for HF and CVdeath
Patients Events Events per 1000 Weight HR HR (95%Cl)
patient-years (%)

Treatment (n)  Placebo (n) Treatment  Placebo
Patientswith atherosclerotic cardiovascular disease
EMPA-REG OUTCOME 4687 733 463 197 01 309 - 066 (0.55-079)
CANVASProgram 3756 2900 54 210 74 18 —— 077 (0-65-0-92)
DECLARE-TIMISE 3474 3500 507 199 29 364 B 0-83 (071-0-98
Fixed effects model for atherosclerotic cardiovascular disease (p<0.0001) g 0.76(0-69-0-84)
Patients with multiple risk factors
CANVASProgram 2039 1447 128 8.9 98 302 ——— 0-83(0-58-119)
DECLARE-TIMISS 5108 5078 316 7-0 84 698 —— 0-84 (0-67-1.04)
Fixed effects model for multiple risk factors (p=0-0634) i 0-84 (0-69-1.01)

D-|35 U-|5'|} 1.00 2-|5'|}
+— —
Favours treatment Favours placebo

Figure 2: Meta-analysis of SGLT2i trials on hospitalisation for heart failure and cardiovascular death stratified by the presence of established atherosclerotic
cardiovascular disease

Lancet 2019; 393: 31-39



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

Y

IF HbA, ABOVE TARGET PROCEED AS BELOW
NO

ESTABLISHED ASCVD OR CKD
ASCYD PREDOMINATES HF OR CKD PREDOMINATES
OR PREFERABLY
SGLT2i with evidence of reducing
SGLTZi with HF and/or CKD progression in
GLP-1RA proven CVD CVOTs if eGFR adequate’
with proven benefit, | F--------- OR ---------1
CVD benefit’ if eGFR If SGLT2i not tolerated or
adequale’ contraindicated or if eGFR less
than adequate?add GLP-1 RA
with proven CVD benefit'
' A \ r o v
v ¢
[ If HbA, above target J [ If HbA, above target ]

¥

If further intensification is required or
patient is now unable to tolerate
GLP-1RA and/or SGLT2i, choose
agents demonstrating CV safety:

¥

» hvoid TZD in the setting of HF
Choose agents demanstrating CV safety:

Consider adding the other class
with proven CVD benefit’

DPP-4i (not saxagliptin} in the setting
of HF {if not on GLP-1 RA)

Basal insulin*

« SU¢

+ Consider adding the other class
{GLP-1 RA or SGLT2i) with proven
CVD benefit

+ DPP-4iif not on GLP-1 RA

+ Basal insulin®

« TID*

L SU¢

1. Proven CVD benefit means it has label indication of reducing CVD events. For GLP-1 RA strongest
evidence for liraglutide > semaglutide = exenatide extended release. For SGLT2i evidence modestly
stranger for empagliflozin > canagliflozin.

2. Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR
for initiation and continued use

3. Both empagliflozin and canagliflozin have shown reduction in HF and reduction in CKD
progression in CVOTs

b Degludmlérlg}]@eq%gg %al‘fel\d/fg'ﬂ%sggtre#gﬁ s(igl;gll):lyperglycemia in Type 2 Diabetesfxﬂﬂilff. wd(?g%_ééﬁlsa&ge gbegpr%r by the American Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD), 2018

\’

WITHOUT ESTABLISHED ASCVD OR CKD

\!

\!

COMPELLING NEED TO MINIMIZE WEIGHT

T0 AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

!

COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE*"*
EITHER/
. . 6LP-1 RAwith e
DPP-4i GLP-1RA SGLTZi T guud E[fiCaCi' SGLTEiE Sua Tmt
\Iy 4’ L \lr sl/ J for weight loss®
If HBA,, If HbA,, If HBA,, If HbA, v v
above target | above target ahove target | above target [ If HbA, above target If HbA, above target ]
¥ ¥ ¥ ¥ ¥ ¥
GLP-1RA SGLTZ¢
SGLT2i SGLT2¢ OR 0R GLP-1RA with
OR OR DPP-4i DPP-4i SGLT2i good efficacy TIp"® SU*
T20 T OR OR for weight loss®
TiD GLP-1RA
If HbA, above target [ If HbA, above target ] [ If HbA, above target ]

v

2 2

2 2

Continue with addition of other agents as outlined above

2

IfHbA, above target

¥

Consider the addition of SU* OR basal insulin:

« Choose later generation SU with lower risk of hypoglycemia
« Consider basal insulin with lower risk of hypoglycemia’

If triple therapy required or SGLT2i
and/or GLP-1 RA not tolerated or
contraindicated use regimen with
lowest risk of weight gain
PREFERABLY
DPP-4i (if not on GLP-1 RA)
based on weight neutrality

* Insulin therapy basal insulin with
lowest acquisition cost

OR

» Consider DPP-4i OR SGLTZi with
lowest acquisition cost”

v

5. Low dose may be better tolerated though less well studied for CVD effacts

6. Choose later generation SU with lower risk of hypoglycemia

7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

8. Semaglutide = liraglutide > dulaglutide = exenatide = lixisenatide

9. If no specific comorbidities (i.e., no established CVD, low risk of hypoglycemia, and lower
priority to avoid weight gain or no weight-related comorbidities)

10.Consider country- and region-specific cost of drugs. In some countries, TZDs relatively more

If DPP-4i not tolerated or
contraindicated or patient already on
GLP-1 RA, cautious addition of:

* SU% « TZD* « Basalinsulin




CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLERQTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

U

CLINICAL INERTIA

Use principles in Figure 1 i Mnmnr%sgsgmnmr

Use metformin unless contraindicated or not tolerated

If not at HbA, _target:

= Continue metformin unless contraindicated (remember to adjust dose/stop metformin with declining eGFR)

= Add SGLT2i or GLP-1 RA with proven cardiovascular benefit' (see below)

If at HbA,_target:

= If already on dual therapy, or multiple glucose-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of these
agents with proven cardiovascular benefit' (see below)

DR reconsider/lower individualized target and introduce SGLTZ2i or GLP-1 RA

OR reassess HbA,_at 3-month intervals and add SGLT2i or GLP-1 RA if HbA, goes above target

4
ASCVD predominates l “L

HF or CKD predominates

J d G

PREFERABLY
- SGLT2i with evidence of reducing HF and/or CKD
GLP-1 RA with proven SGCL\TFS'b";:Zfﬁ{"}’f“ progression in CVOTs if eGFR adequate’
CVD benefit eGFR adequate’ T T R T T
If SGLT2i not tolerated or contraindicated or if eGFR less
than adequate’ add GLP-1 RA with proven CVD benefit'*

4 ¥

If HbA,_above target ] [ If HbA, above target ]
If further intensification is required or patient is unable to tolerate = Avoid TZD in the setting of HF
GLP-1 RA and/or SGLT2i, choose agents demonstrating CV safety: Choose agents demonstrating CV safety:
»  Consider adding the other class (GLP-1 RA or SGLTZi) with +  Consider adding the other class with proven CVD benefit'
proven CVD benefit' «  DPP-ii (not saxagliptin) in the setting of HF (if not on GLP-1 RA)
=  DPP-4iif not on GLP-1 RA »  Basalinsulin®
=  Basalinsulin® - SU
- TiD*
- SV

Melanie JD et al. Management of Hyperglycemia in Type 2 Diabetes, 2018. A Consensus Report by the American
Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD) , 2018



Avaliaca

o do risco cardiovascular

\

SCORE system estimates the 10 year risk of a first fatal atherosclerotic event

|Systolic blood pressure |

180
160
140
120

180
160
140
120

180
160
140

Table 5 Risk categories

10:year risk of

-

fatal VD in

populations at

Very high-risk

MEN |

Smoker |
1517 20 23 26
10 12 14 16 19

1 13

10 11 13 15 18
11 13

Subjects with any of the following:

* Documented CVD, clinlcal or unegquivocal on
imaging. Documented dinical CVD includes
previous AMIACS, coronary revascularization
and other arterial revascularizaton procedures,
sroke and TIA, acrde aneurysm and PAD.
Unequivocally documented CVD on Imaging
includes significant plague on coronary
anglography or carodd ultrasound. [t does NOT
include some Indrease In contnucus IMaging
parameters such as iIndma—media thickness of
the carotld artery.

= DM with mrget organ damage such as
protemuria or with a major risk factor such
nnrmkl]g{rmuimdhrpﬂrduﬂmtﬂnlama

shon.
SeverECKD (GFR <30 mL'min/1.73 m2}).
= A calculated SCORE =10%.

Subjects with:

= Markedly elevated single risk factors. in
pardeular cholesterol =& mmol/L (>3 10 mgldL)
{eg. in familial hypercholesterclaemia) or
BP =181 10 mmHg,

= Muost othaer people widh DM {with the
excepton of young people with type | DM
and without major risk factors that may be
at low or moderate risk).

* Moderate CKD (GHR 30-59 mbLfmin/1.73 m?).

» A calculated SCORE =5% and <10%.

SCORE is 21% and <5% at 10 years. Mamy middle-
aged subjects belong to this category
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140 11 50 1oz 3
120 11 111 11
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160 000 | | 111113
140 OB 0 0 0 0 oo L I
120 0000 OO O0O O [ |
4 5 67 8 456 7 8
T I 11 Low-risk
Cholesterol [mmol/L) | 150 200 250 300

mg/dL

SCORE <13,




eito da reducdo de 1 mmol/L no nivel de LDL

-30% -25% -20% -15% -10% -5% 0%

206 [ By, Vasculares Major
20 [N £y, coronarios Major
2o [ Revasc. Coronaria

15% ‘Qualquer AVC
21% 'AVC Isquémico
13% ' AVC de causa desconhecida
12 [ \orte Vascular

20% [ Morte Corondria
3% [ Morte Cardiaca ndo-Coronaria

Metanalise de 174.149 doentes incluidos em 27 ensaios clinicos de estatinas

CTT Collaborators. Lancet 2012;380:581
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o C-LDL E O OBJECTIVO TERAPEUTICO PRINCIPAL

RISCO CARDIOVASCULAR | OBJETIVO TERAPEUTICO |

C-LDL inferior a 70 mg/dI
Risco GV Muito Alto Se ndo for possivel atingir o valor alvo
é desejavel atingir uma reducao igual
ou superior a 50% do C-LDL

Class® | Level®

- A
TC should be considered as a

treatment target if other analyses lla
are not available.

Non-HDL-C should be considered

did EE[UHEIHF}‘ treatment target.

Recommendations Ref*

LDL-C is recommended as the
primary target for treatment.

I
) C-LDL inferior a 100 mg/d

Risco CV Alto Se nao for possivel atingir o valor alvo de
é desejavel atingir uma redugao igual
ou superior a 50% do C-LDL

ApoB should be considered as a
secondary treatment target, when
available.

103,124

HDL-C is not recommended as a
target for treatment.

Risco CV Baixo o
2 Moderado C-LDL inferior a 115 mg/d

The ratios apoBlapoAl and
non-HDL-C/HDL-C are not
recommended as targets for
treatment.

Adaptado de:
Catapano, A.L,, et al., 2016 ESC/EAS Guidelines for the Management of Dyslipidaemias. European Heart Journal, 2016. 37(39): p. 2999-3058.
Norma 019/2011: Abordagem Terapéutica das Dislipidemias no Adulto. 2017, Dire¢do-Geral da Saude.



Cardiovascular death, Ml, documented unstable angina requiring
rehospitalization, coronary revascularization (230 davs), or stroke

0% DM Present 7 yr KM rate

w Plac/Simva  45.5% .
- EZE/Simva 40.0% NNT= 20

HR 0.86 (0.78,0.94) ..

No DM 7 yr KM rate
v Plac/Simva  30.8%
— EZE/Simva 30.2%

HR 0.98 (0.91, 1.04)

2 3 4 5
Years After Randomization




Insulinoresisténica e dislipidemia aterogé
ucao do risco vascular persistente “nao residua

Insulin resistance
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/ Dislipidemia aterogénica

aseline M Entire cohort versus High triglyceride and low HOL
TG (mg/dL) = 176, = 200 161, = 180 145, = 200 154, = 200 ! 162, = 204
0 !
- BN .
—6.6 \ -8
—11 :
—20 :
-2 = —31
—40 i
o —41.5 !
o i
T :
60 NN
—65 : 23
—80 i
=0.02, =005 <=0.0001, =0.04 0.14, 0.02 0.16, = 0.05 ! 0.32, 0.057
—100 i
Trial HHS VA-HIT BIP FIELD i ACCORD
#incohort 4081, 582 2531, 843 3090, 459 9975, 341 ! 5518, 941
Duration Sy Sy 6.2y 6y | 4.7y

ACCORD—ACction to Control Cardiovascular Risk in Diabetes; BIP—Bezafibrate Infarction Prevention; FIELD—Fenofibrate
Intervention and Event Lowering in Diabetes; HDL—high-density lipoprotein; HHH—Helsinki Heart Study; RRR—relative risk
reduction; TG—triglycerides; VA-HIT—Veterans Affairs High-Density Lipoprotein Cholesterol Intervention Trial.



Cholesterol in Cholesterol in Cholesterol in
HDL particles LDL particles VLDL particles

o J
'y

Non-HDL-C
Use clinically when plasma TG =200 mg/dl

* Non-HDL-C = total cholesterol — cholesterol in HDL particles

* IDL-C + RLP-C + Lp(a)-C is usually minimal

* Because desirable TG is <150 mg/dl and VLDL-C generally = TG/5,
goal for non-HDL-C is <30 mg/dl above LDL-C goal

* When non-HDL-C is 230 mg/dl above LDL-C goal, more intensive lipid therapy
is warranted

Source: Ciin Lipidol @ 2013 Future Medicine Ltd




2016 ESC/E

Table 7 Recommendations for lipid analyses in
cardiovascular disease risk estimation

ines Management of Dys||
C-nao

Table 9 Recommendations for lipid analyses as

treatment targets in the prevention of cardiovascular

disease

Recommendations

TCiis to be used for the estimation of total CV
risk by means of the SCORE system.

LDL-C is recommended to be used as the
primary lipid analysis for screening, risk
estimation, diagnosis and management. HDL-C
is a strong independent risk factor and is
recommended to be used in the HeartScore

algorithm.

TG adds information on risk and is indicated for
risk estimation.

MNon-HDL-C is a strong independent risk factor

and should be considered as a risk marker,
especially in subjects with high TG.

Class® | Level®

Recommendations

LDL-C is recommended as the
primary target for treatment.

TC should be considered as a
treatment target if other analyses
are not available.

Mon-HDL-C should be considered
as a secondary treatment target.

Apob should be considered as a
secondary treatment target, when
available.

HDL-C iz not recommended as a
target for treatment.

The ratios apoB/apoAl and
non-HDL-C/HDL-C are not
recommended as targets for
treatment.

Ref®

&4.68

64, 123

103

103, 124

91,93

103




/ Medicacao proposta

Bisoprolol 2,5 mg id

Olmesartan 20mg + Amlodipina 5 mg id
AAS 100 mg id

Clopidogrel 75 mg id
Metformina/iDPP4 bid

ISGLT2 id

Pantoprazol 20 mg id

Estatina/Ezetimiba 20 mg + 10 mg id.



8 F\VOLUCAO CLINICA

Avaliacao a 24 meses

Albumina/Creatinina (urina) 40,65 mg/g
Colesterol total 110 mg/dL
Triglicerideos 168 mg/dL

HDL - Colesterol 43 mg/dL

LDL - Colesterol Calculado 52 mg/dL

Evolugao da HbA,_ao longo do tempo:




Pontosareter — s

e O doente com preDM/DM2 possui muito-muito elevado risco cardiovascular

e Dislipidemia no doente com alteragoes glicémicas caracteriza-se por
elevacao dos triglicerideos (e seus remanescentes), diminuicao do C-HDL e

particulas de C-LDLpd
» Necessidade de alcangar valor alvo de C-LDL para o calculo de risco CV

«A I TG (nomeadamente das particulas remanescentes) possibilita a
diminuicao dos eventos CV em doentes diabéticos tipo 2 de elevado risco

Cv

e O C-n3o HDL é um marcador de risco CV e alvo terapéutico em doentes com

elevado risco CV e elevac¢ao dos TG (> 200 mg/dl).




