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Prevenzione primaria individuale.
Farmaci e non solo...
stili di vita... e non solo

Andrea Poli
Nutrition Foundation of Italy
& Universita di Parma

Fattori vs markers di rischio

Fattore di rischio vero:  pud essere oggetto di
intervento, se lo controllo riduco il rischio

Indicatore di rischio: segnala la presenza di
un rischio aumentato; trattarlo & in genere
inutile

Come differenzio fattori da indicatori?
Mediante RCT o randomizzazioni Mendeliane

Mendelian Randomization studies on the risk of Coron ary
Heart Disease (CHD)

MR studies
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HDL: implicazioni pratiche

m I| ruolo di HDL-c nella stadiazione del rischio
rimane del tutto invariato...

m ... ma il ruolo delle modificazioni dei livelli di HDL-c
€ da riconsiderare

m E’ probabile che la stima dei flussi del colesterolo
(in parte HDL mediati) possa correlare
causalmente con le variazioni del rischio (Rothagi,
NEIM 2014)...

® .. ma i livelli di HDL-c non correlano con i
flussi!(Rothagi, NEJM 2014)

Acidi grassi e rischio cardiovascolare:
come sono evolute le evidenze tra il

2000 ed oggi
e
la visione del 2000 la visione del 2014
Grassi totali ++ =
(rassi saturi ++ +
Grassi insaturi trans +H i
Monoinsaturi - =
Polinsaturi omega 6 - ==
Polinsaturi omega 3 - -

- riduzione del ischio CV; +: del rischio CV; =: nessun effeto significa

Poli A, personal opinion, 2014
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Intake of saturated and trans unsaturated fatty acids and risk of
all cause mortality, cardiovascular disease, and type 2 diabetes:
systematic review and meta-analysis of observational studies
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Intake of saturated and trans unsaturated fatty acids and risk of
all cause mortality, cardiovascular disease, and type 2 diabetes:
systematic review and meta-analysis of observational studies
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Lipidi Alimentari e Lipidi Plasmatici

& colesterolo serico =

Total fat and different types of fat intake in
spanish high risk patients of the PREDIMED cohort:
effects on all-cause mortality

+0,0711 2 saturi
- 0,0365 2 polinsaturi

+ 0,0043 2 colesterolo alimentare

Hegsted, 1993
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Total fat and different types of fat intake in
spanish high risk patients of the PREDIMED cohort:
effects on all-cause mortality
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Tripeptidi del latte: riduzione PAS e PAS
basale negli studi controllati disponibili
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Cicero A et al, personal comunication, 2009

Saturated fats compared with unsaturated fats and

B U R Ro sources of carbohydrates in relation to risk of CHD
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Impact of Nonoptimal Intakes of Saturated, Polyunsaturated, and Omega-3, omega-6 in plasma PL
Trans Fat on Global Burdens of Coronary Heart Disease -
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Olio di oliva V/EV o “"normale”

Risk of cardiovascular events and mortality according (€ baseline extra-virgin olive oil intake
Energy-adjusted tertiles of extra-virgin 0 4

Olio di oliva V/EV o “"normale”

Pisk of cardiovascular events and mortality according (o baseline common olive oil intake
Energy-adjusted tertiles of common olive

1 tlow) 2 3 (high) Plortrend  Energy-adjusted 1 (low) 2 3 (high) P for trend Energy-adjusted
(n =2,405) n = 2,406) (n = 2.405) extra virgin olive (n=2,405) (n = 2406) (n = 2,405 common olive oill
oil intake (10 g/d) intake (10 g/d)
Mean extra-virgin olive oil intake 9.1+ 11.23 19.5 £ 200 36274 Mean common olive oil intake 1212117 1856 + 185 2174259

Major CVD events
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Guasch-Ferre M et al, BMC Medicine 2014
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Guasch-Ferre M et al, BMC Medicine 2014

Costituenti dell'olio d'oliva
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risk: a re-analysis of the PREDIMED trial
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Tresserra-Rimbau A et al, BMC Medicine 2014

Cause specific mortality, according to
frequency of nut consumption
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Coffee Consumption and Mortality From All
Causes, Cardiovascular Disease, and Cancer:
A Dose-Response Meta-Analysis
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Crippa A et al, Am ] Epidemiol 2014

Coffee Consumption and Mortality From All
Causes, Cardiovascular Disease, and Cancer:
A Dose-Response Meta-Analysis
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Coffee Consumption and Mortality From All
Causes, Cardiovascular Disease, and Cancer:
A Dose-Response Meta-Analysis
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Sodium, Potassium and all cause mortality:
the PURE Study

B Estimated Sodium Excretion and Risk of Death from Any Cause

3.60
2.60
2.204
1.80
£ 140 .
2 2] it
R
a 1
0.30+
0.60
04 T T T T T 1
'] 2.00 4.00 6.00 8.00 10.00 12.00
Sodium Excretion (g/day)
No. of Events 68 642 826 340 79 16
No. at Risk 1817 30,124 46,663 18,395 3885 756

O’Donnell M et al, N Engl J Med, 2014

Research

Original Investigation

Dietary Sodium Content, Mortality, and Risk

for Cardiovascular Events in Older Adults

The Health, Aging, and Body Composition (Health ABC) Study

Andreas P. Kalogeropoulos, MD, MPH, PhD: Vasiliki V. Georgiopoulou, MD: Rachel A. Murphy. PhD:
Anne B. Newman, MD, MPH; Douglas C. Bauer, MD; Tamara B. Harris, MD, MS; Zhou Yang, MPH, PhD;
Willam B. Applegate. MD, MPH: Stephen B. Kiitchevsky, PhD

Circa 2500 soggetti di eta media 73 anni, di ambo i sessi
Consumo di sale accertato mediante questionari alimentari
CVD all'arruolamento: 25% circa; BMI medio: 27
Follow-up: 10 anni

End-point primario: mortalita per tutte le cause

Kalogeropoulos AP et al, JAMA Intern Med 2015

Dietary sodium and mortality
in the Health ABC Study

Hazard Ratio

— Estimate
[Joesxa
o

1000 1500 2000 3000 5000 10000
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Kalogeropoulos AP et al, JAMA Intern Med 2015
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J-Shaped Curves and Public Health

Figure. Examples of Linear Curve for Mortality vs Cigarette Use and J-Shaped Curve for Mortality vs Alcohol
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Chokshi DA et al, JAMA 2015

Sensibilita al sale in vari gruppi

TABLE 1 Salt Sensitivity in Various Groups*

Salt Resistant Salt Sensitive

Young Aged

Middle-aged Hypertensive

Normotensive African American

Caucasian Chronic kidney disease
History of pre-eclampsia

Low birth weight

*Data derived from Weinberger et al. (4), de Bier et al. (9), Koomans et al.
(10), Martillotti et al. (11), Weinberger (12,13), and Weinberger et al. (14)

Farquhar WB et al, J Am Coll Cardiol 2015

Healthy eating and mortality in a cohort of CHD patients
whit state-of-the-art drug treatment

The Dutch Healthy Nutrient and Food Score (DHNaFS) included 11
nutrient-dense food groups:

vegetables, fruit, whole grains, protein-rich plant foods (mostly
legumes), potatoes, lean meat, fish, eggs, low-fat milk and yogurt,
oils and soft margarines, and noncaloric drinks.

The Dutch Undesirable Nutrient and Food Score (DUNaFS) included
13 food groups high in solid fats, sodium, and/or added sugar:
processed fruit, high-fat meat, processed meat, full-fat milk,
cheese; refined grains, butter and hard margarines, soups, spreads,
ready-to-eat meals, savory snacks, sweet snacks, and sugar-
sweetened beverages.

4,307 CHD pts from the Alpha-Omega

Trial, 60-80 yrs at baseline, 10 yrs follow- | Sistma FPC etal, Am J Clin Nutr, 2015

Healthy eating and mortality in a cohort of CHD patients
whit state-of-the-art drug treatment

Multivariable adjusted HRs for all-cause and CVD mortality across quintiles of the DHNaFS and the DUNaFs'

Q1 Q2 Q3 4 Qs Paarend
All cause mortality
DHNaFs
Model | 1 089 (0.72, 1.10) 074 (061, 090) 067 (0.54, 0.84) | 0.57 (045,0.71) <0.0001
Model 2 1 097 (078, 1.20) 081 (0,66, 099) 0.78 (0.62, 0.99) | 0.72 (0.56, 0.93) 00015
Model 3 1 095 (076, 1.18) 0,77 (0.63, 095)  0.76 (0.60, 0.97) | 0.70 (0.5, 0.91) 00006
DUNaFs
Model | 1 112 (090, 1.39) 103 (083, 1.27) 109 (0.87, 1.36) 0.552
Model 2 1 L19 (094, 149  LI10(087, 1.39) 124095, 1.62) 108 0.857
Model 3 1 L2 (097, 1.54)  L14 (089, 1.45) 1284098, 1.68) 115084, 1.58) 0.702
Model | 1 084 (060, 1.16) 062 (0.46, 084) 059 (0.41, 0.83) | 0.61 (0.44,0.85) <0.0001
Model 2 1 088 (063, 1.23) (063 (0.46, 087) 0.65 (0.45, 0.94) | 0.72(0.50, 1.03) 0.008
Model 3 1 0.88 (063, 1.23) 059 (043, 082) 059 (0.41, 0.87) | 0.68 0.47,0.99) 0.0002
DUNaFs
Model | 1 L17 (083, 1.63) 090 (064, 1.26) 114 (081, 1.61) 105 (0.74, 1.48) 09
Model 2 1 1.19 (084, 1.68) 087 (060, 1.27) LIT(0.78, 1.76) 109 (068, 1.M4) 0651
Model 3 1 1.22 (086, 1.73) 092 (063, 1.34) 123 (082, 1.85) 1154072, 1.84) 0.759

4,307 CHD pts from the Alpha-Omega

Trial, 60-80 yrs at baseline, 10 yrs follow- | Sistma FPCetal, Am J Clin Nutr, 2015

Healthy eating and mortality in a cohort of CHD patients
whit state-of-the-art drug treatment

Multivariable adjusted HRs for all-cause and CVD mortality across quintiles of the DHNaFS and the DUNaFs'

Q1 Q2 Q3 Q4 Qs Paarend
All cause mortality
DHNaFs
Model | 1 089 (0.72, 1.10) 074 (061, 090) 067 (0.54, 0.84) | 0.57 (045,0.71) <0.0001
Model 2 1 0.97 (0.78, 1.20) 081 (066, 099) 0.78 (0.62, 0:99) | 0.72 (0.56, 0.93) 00015
Model 3 1 095 (076, 1.18) 0,77 (0.63, 095)  0.76 (0.60, 0.97) | 0.70 (0.5, 0.91) 0.0006
DUNals
Model | 1 L12 (090, 1.39) 103 (083, 1.27) 109 (0.87, 1.36) 1 0.95 (0.75, 1.20) 0.552
Model 2 1 L19 (094, 149 L10 (087, 1.39)  1.24(0.95, 1.62) 1 1.0 (0. 148) 0.857
Model 3 1 L2097, 154 L14 (089, 1.45) 128 (0.98 1.68) 1 L15(0.84, 1.58) 0702
Model | 1 084 (060, 1.16) 062 (0.46, 084) 059 (0.41, 0.83) | 0.61 (0.44,0.85) <0.0001
Model 2 1 088 (063, 1.23) (063 (0.46, 087) 0.65 (0.45, 0.94) | 0.72(0.50, 1.03) 0008
Model 3 1 0.88 (063, 1.23) 059 (043, 082) 059 (0.41, 0.87) | 0.68 0.47,0.99) 0.0002
DUNaFs
1 117 (083, 1.63) 090 (0,64, 1.26) 114 (0.81, 1.61) § 1.05(0.74, 1.48) 099
el 2 1 119 (084, 1.68) 087 (060, 1.27) LIT(0.78, 1.76) } 1L09 (068, 1.74) 0,651
Model 3 1 1.22 (086, 1.73) 092 (063, 1.34) 123 (0.82, 1.85) 1 L15(0.72, 1.84) 0759

4,307 CHD pts from the Alpha-Omega 5 _
Trial, 60-80 yrs at baseline, 10 yrs follow- | Siistma FPC et al, Am J Clin Nutr, 2015

Fiber consumption and all-cause, cardiovascular,
and cancer mortalities: A systematic review
and meta-analysis of cohort studies

For 10g + intake:

[e} Total mortality: HR 0,89
CVDmortality:  HR 0,80
Cancer mortality: HR 0,91
CHD mortality: HR 0,66

Fiber intake, 10 g/d

Liu L et al, Mol Nutr Food Res, 2014
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Uomini e batteri: il concetto del
“superorganismo”

¢ Nel nostro organismo albergano 10 volte piu cellule
batteriche che cellule “umane” (104 vs 1013)

e Durante l'evoluzione abbiamo “trasmesso” (o
lasciato) ai batteri intestinali molte funzioni
biosintetiche essenziali (SCFA, ad esempio)

e Il trasferimento di batteri all’'organismo umano
inizia durante il parto (per via vaginale) e continua
con l'allattamento al seno

Intestinal microbiota, diet and health
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Power SE et al, Brit J Nutr, 2014

Uso di antibiotici e rischio di
sviluppare la malattia diabetica
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Mikkelsen HK et al, J Clin Endocrinol Metab, 2015

m Maggiore flessibilita sui saturi, maggiore
enfasi sui PUFA omega-6 e omega-3

m Latte e latticini: maggiore flessibilita

m Olio di oliva: solo EV (o vergine),
possibilmente di gusto marcato

m Polifenoli: aumentare I'apporto da tutte le
fonti (caffé, te, cioccolato, frutti rossi,
frutta a guscio, ecc.)

m Pill attenzione al sodio e meno al potassio
m Attenzione al microbiota intestinale

Alcuni temi che vanno
emergendo, in sintesi:




