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| BENEFICI AGGIUNTIVI DEL BUON CONTROLLO DI IPERTENSIONE-OBESITA’
DIABETE E SOSPENSIONE DEL FUMO

FABIO LUCIO ALBINI
Cardiologo-Internista-mmg

Responsabile Ambulatorio Ipertensione e Protezione CV Milano-Nord (accreditato SIIA)
Responsabile Scientifico Accademia di alta formazione clinica per medici del territorio



IPERTENSIONE E RIDUZIONE OUTCOME CARDIOVASCOLARE

Intervenire precocemente. Iniziare gia con farmaci in associazione precostituita

Mantenere i target ottimali per le specifiche classi di rischio CV

Follow Up con controlli semestrali e uso HBPM per eventuali calibrazioni terapia

Farmaci con dimostrata efficacia su outcomes: ACEi o ARB; CCB; BB (if >80/min’)

Niente FANS

Limitazione cibi ipersodici. Controllo bevande alcoliche, cibi ipercalorici e molto

grassli

Attivita aerobica quotidiana (35 min’ di camminata veloce ogni giorno)




CONTROLLO OBESITA’ E RIDUZIONE OUTCOME CARDIOVASCOLARE

Contrastare precocemente gli incrementi del peso (minimal advise su
alimentazione e attivita fisica)

Interventi dietetici con diete riconosciute a livello europeo ed operate da medici
specialisti (meglio in scienze della alimentazione) associati sempre a programmi
incrementali di attivita aerobica

Interventi farmacologici prolungati ufficialmente riconosciuti in Italia e con
comprovata riduzione degli outcome(Naltrexone/bupropione e/o Liraglutide a 3
mg) per i pz compresi fra 27,5 e 34 di BMI. Sempre associati ad intervento
dietetico e di attivita fisica

Chirurgia bariatrica (Sleeve o by-pass) (per BMI >35) preceduta e seguita da
psicoterapia di supporto




SOSPENSIONE FUMO E RIDUZIONE OUTCOME CARDIOVASCOLARE

Intervento FONDAMENTALE sia in prevenzione primaria che secondaria

Indagare SEMPRE su questo punto; spesso i pz non dichiarano spontaneamente

Chiarire sempre che si tratta di DIPENDENZA e che porta sempre a GRAVI
conseguenze sulla salute

Indicare possibilita di afferire a centri anti fumo regionali

Selezionare pazienti disponibili alla sospensione e utilizzare semplici programmi
di disassuefazione, insieme anche a farmaci di supporto (Bupropione o
naltrexone/bupropione) da assumere prima, durante e dopo la sospensione:
facilitano questo periodo di privazione e limitano molto I'incremento del peso
corporeo che spesso ne consegue

Associare sempre attivita aerobica moderata ma costante (camminata veloce 30
min/di): rilassa e contrasta incremento del peso

Per chi NON intende proprio smettere, suggerire almeno il passaggio al tabacco
compresso addizionato di nicotina che viene solo riscaldato nel device (No ai
modelli elettronici con miscele di sostanze gassose)




CONTROLLO DIABETE PER RIDUZIONE OUTCOME CARDIOVASCOLARE

@ESC 2023 ESC Guidelines for the management of

European Society

ocrioogy  Cardiovascular disease in patients with diabetes

Cardiovascular disease = Type 2 diabetes mellitus
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SCREENING DM NEL PAZIENTE CON EVENTO CV

Recommendations Class Level
Screening for diabetes is recommended in all individuals with CVD, using fasting
glucose and/or HbA1c.

SCREENING CV NEL PAZIENTE CON DM

It is recommended to assess medical history and the

presence of symptoms suggestive of ASCVD in
53-55

patients with diabetes.



DEFINIZIONE DEL RISCHIO CV

( Patient with ASCVD or severe TOD? )
! !

®
. Scorin .
SCORE2-Diabetes
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=220% 10% to <20% 5% to <10% <5%
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i)  eGFR inferiore a 45 mL/min/1.73 m2 indipendentemente dalla presenza di albuminuria

ii) eGFRtra 45 e 59 mL/min/1.73 m2 e microalbuminuria (rapporto albumina/creatinina urinaria [UACR] compreso tra 30
e 300 mg/g; stadio A2)

iii) Proteinuria (UACR > 300 mg/g; stadio A3),

iv) Presenza di malattia microvascolare in almeno tre siti diversi (renitonapatia, neuropatia, microalbuminuria)




TERAPIA

Risk assessment for patients with type 2 diabetes based on the presence of
ASCVD/severe TOD and |0-year CVD risk estimation via SCORE2-Diabetes



EMPAGLIFOZIN

A Primary Outcome

B Death from Cardiovascular Causes

20 9 Placebo
g Placebo g :'
£ 154 £ ]
E Hazard ratio, 0.86 (95.02% CI, 0.74-0.99) — E 81 Hazard ratio, 0.62 (95% Cl, 0.49-0.77) Empaglifiozin
£ P=0.04 for superiority Empagliflozin £ 59 P<0.001
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Month Month
No. at Risk No. at Risk
Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370 Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414
Placebo 2333 2256 2194 2112 1875 1380 116l 741 166 Placebo 2333 2303 2280 2243 2012 1503 1281 825 177
C Death from Any Cause D Hospitalization for Heart Failure
15+ 7 Placebo
Placebo
£ € Y
5 1] § 5
E Hazard ratio, 0.68 (95% Cl, 0.57-0.82) E Hazard ratio, 0.65 (95% CI, 0.50-0.85)
= P<0.001 Empagliflozin £ 41 P=0002 Empagliflozin
E E ]
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Month Month
No. at Risk No. at Risk
Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414 Empagliflozin 4687 4614 4523 4427 3988 2950 2487 1634 395
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177 Placebo 2333 2271 2226 2173 1932 1424 1202 775 168




DAPAGLIFOZIN

DAPA-HF
No T2D — HF hospitalization
35 —
0,
DAPA Placebo |_(|)R7g9(50/%g_|) p-value
30 [ 13.2% 17.7% ' ' 0.002b
0.88)
257 27% Placebo
S RRR
o
o
= 15 4 ARR 4.5%
o o NNT=23¢ DAPA 10 mg
5 —
O —
| | | | | | | | |
0 3 6 9 12 15 18 21 24
Number at Risk Months from Randomization

DAPA 10 mg 1298 1268 1227 1192 1126 882 646 353 122

Placebo 1307 1253 1214 1176 1101 848 627 340 121



DAPAGLIFOZIN

DAPA-CKD

PBO eGFR change from baseline to Week 2:
—0.82 + 0.15 mL/min/1.73m?

'
[4)]
|

DAPA Chronic:

DAPA eGFR change from baseline to Week 2: ~1.67 £ 0.11 mLimin/1.73m%year

—-3.97 £ 0.15 mL/min/1.73m?

L
o
1

PBO Chronic:
—3.59 + 0.11 mL/min/1.73m?/year

Total eGFR slope difference: 0.93mL/min/1.73m?/year (95% CI, 0.61, 1.25)
Chronic eGFR slope difference: 1.92 mL/min/1.73m2/year (95% ClI, 1.61, 2.24)
| I I

T | T
0 4 8 12 16 20 24 28 32 36

Least-Squares Mean Change in
eGFR (mL/1.73m?)

No. of Patients Months Since Randomisation
Dapagliflozin 2152 2031 2001 1896 1832 1785 1705 1482 978 496 157

Placebo 2152 2029 1981 1866 1795 1753 1672 1443 935 447 157



GLP-1 agonisti

Liraglutide
Semaglutide
Exenatide
Albiglutide
Dulaglutide
Semaglutide

TRIAL
Three-point MACE

LEADER

SUSTAIN-6
EXSCEL

Harmony Outcomes

REWIND

PIONEER 6
Efpeglenatide @\ G1E5)

kS
GLP-I receptor
agonist n/N (%)
608/4668 (13%)
108/1648 (7%)
839/7356 (11%)
338/4731 (7%)
594/4949 (12%)
61/1591 (4%)
189/2717 (7%)

Subtotal (12 = 14.9%,P = 0.316)

Cardiovascular death

LEADER
SUSTAIN-6
EXSCEL

Harmony Outcomes

REWIND
PIONEER 6

AMPLITUDE-O
Subtotal (2 = 12.4%, P = 0.335)

219/4668 (5%)
44/1648 (3%)
340/7356 (5%)
122/4731 (3%)
317/4949 (6%)
15/1591 (1%)
7512717 (3%)

-

Placebo
n/N (%)
694/4672 (15%)
146/ 1649 (9%)
905/7396 (12%)
42814732 (9%)
663/4952 (13%)
7611592 (5%)
125/1359 (9%)

27814672 (6%)
46/1649 (3%)
383/7396 (5%)
130/4732 (3%)
346/4952 (7%)
30/1592 (2%)
50/ 1359 (4%)

gb Fa;vours GLP-1RA

|
1.5

Hazard ratio
(95% Cl)
0.87 (0.78-0.97)
0.74 (0.58-0.95)
0.91 (0.83—1.00)
0.78 (0.68-0.90)
0.88 (0.79-0.99)
0.79 (0.57—1.11)
0.73 (0.58-0.92)
0.85 (0.80-0.90)

0.78 (0.66-0.93)
0.98 (0.65—1.48)
0.88 (0.76-1.02)
0.93 (0.73-1.19)
0.91 (0.78—1.06)
0.49 (0.27-0.92)

0.72 (0.50-1.03)
0.85 (0.78-0.93)

I .

I N
Favours Placebo

NNT
(95% Cl)

61 (46-92)

142 (97-305)

P value

0.01
0.016
0.061
0.0006
0.026
0.17
0.0069
<0.0001

0.007
0.92
0.096
0.58
0.21
0.021
0.07
0.0005



GLP-1 agonisti

B Body Weight

Mean Body Weight (kg)

93+
92
91+
90
89
88
87

Placebo, 1.0 mg

Placebo, 0.5 mg

Semaglutide, 0.5 mg
Semaglutide, 1.0 mg

o1

16 30 44 56 68 80 92 104

SEMAGLUTIDE OS

Body Weight
Weeks since Randomization 100+
A 4
98
96
;‘E 94- Placebo
-go 92+
Q L - I
SEMAGLUTIDE SC =z 901 : T : : I
$ 88 .
- RS Oral semaglutide 1
86
84
//
0 I I I I I I I I d I
0 4 8 10 26 38 50 62 End of
Treatment

Weeks since Randomization .
Period



TERAPIA efficace per OUTCOME nel diabetici:
GLP1 RA, SGLT2I, Finerenone

2

independent of glucose control with T2DM and HF | and kidney failure risk
(HFpEF, HFmrEF, HFrEF)

Treatment




TERAPIA

To reduce cardiovascular risk ~hospitalization in all patients To reduce cardiovascular
S independent of glucose control ~ withT2DMand HF and kidney failure risk
< (HFpEF, HFmrEF, HFrEF)

GLP-1 RA?  SGLT2 inhibitor®? SGLT?2 inhibitord  Finerenone
(Class 1) (Class 1) (Class 1) (Class )

Treatment




HEART FAILURE

2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment
of acute and chronic heart failure




HEART FAILURE

A 4

26,412 empagliflozin 26,412 GLP-1 RA
initiators initiators

56% liraglutide
24% exenatide

16% dulaglutide
4% albiglutide
Empagliflozin GLP-1 RA
(n=26,412) (n=26,412)
n events (IR/1000 PY) HR (95% CI)
HHF. 165 (12.08) 205 (16.95) 0.74 (0.60, 0.90) —@—
0.25 0.5 1 2

Favours Favours
empagliflozin  GLP-1 RA
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To reduce heart failure
To reduce cardiovascular risk hospitalization in all patients
K o) independent of glucose control with T2DM and HF
-
(HFpEF, HFmrEF, HFrEF)

and kidney failure risk

Treatment

GLP-1 RA?*  SGLT2 inhibitor® SGLT?2 inhibitor®©
(Class 1) (Class 1) (Class )




PROTEZIONE RENALE

RESEARCH ARTICLE

Treatment of diabetic kidney disease. A
network meta-analysis

Published: November 2, 2023 e https://doi.org/10.1371/journal.pone.0293183

ACEI+ARB o ACEI/ARB

=
©)

MRA nsMRA



PROTEZIONE RENALE

Interventions compared vs. single ACEI/ARB OR 95%-ClI

SGLT2i - 0.69 [0.54: 0.88
ACEi+ARB = 0.82 [0.61: 1.10
nsMRA —~ 0.85 [0.71: 1.01
| | l
0.5 08 1 125

Favors Intervention Favors Single ACEI/ARB



PROTEZIONE RENALE

SGLT2 inhibitor-7 GLP-1 receptor
agonist’-12

% Hard kidney outcomes* \/ Clear evidence lacking

% Albuminuria / \/
% eGFR decline \/ Clear evidence lacking



TERAPIA

To reduce heart failure

hospitalization in all patients To reduce cardiovascular
K& with T2DM and HF and kidney failure risk
3 (HFpEF, HFmrEF, HFrEF)
Treatment
SGLT?2 inhibitor® SGLT2 inhibitor?  Finerenone

(Class 1) (Class 1) (Class )




DIABETICI CON PREGRESSO EVENTO CV

Cohorts
GLP-1 RA (N=20,762) SGLT-2i (N=20,762)
b GLP-1RA SGLT-2i HR (95%, Cl)
Events (%) Events (%)

Outcomes
Death 324 (9.2) 337 (9.7) BE 0.94 (0.81-1.10)
MACE-3 414 (11.8)  416(11.9) = 0.99 (0.86-1.13)
MACE-4 522 (14.8) 539 (15.5) e 0.97 (0.86-1.09)
Myocardial infarction 105 (3.0) 129 (3.7) ——— 0.81 (0.62-1.05)
Stroke 47 (1.3) 53 (1.5) : s | 0.89 (0.60-1.32)

Baviera et al. Cardiovascular Diabetology ~ (2022) 21:162
https://doi.org/10.1186/512933-022-01572-y



COMBINAZIONE SGL

21 + GLP1 AR

Intervention Cohort

All Cause Mortality —-4 SGLT2:
— . GLP-1RA
= . Combination
Hospitalization g : SGLT2i
et . GLP-1RA
aa . Combination
Acute-Myocardial Infarct —— : SGLT2i
e § GLP-1RA
" e { Combination
Unstable Angina k * . SGLT2i
L b7 1 GLP-1RA
~ o Combination
IHD ——i SGLT2i
—e— . GLP-1RA
—r— % Combination
Heart Failure bt . SGLT2i
e . GLP-IRA
e . Combination
Atrial Fibrillation —— SGLT2i
—a—i : GLP-1RA
! . ' e Combination
Stroke = SGLT2i
[l : GLP-1RA
L . Combination
PVD e i SGLT2i
=37 GLP-1RA
’ ¢ ' : Combination
Lower Limb Amputation A . SGLT2i
—— . GLP-1RA
& Combination
CKD DS . SGLT2i
—_—— GLP-1RA
- . Combination
' Ll L L L . L) L l . L) L) Ll L L) Ll l L Ll Ll L) L L I
0.0 0.5 1.0 1.5

Reduction in Risk

Increase in Risk
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