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The pyramid of prevention
: Use Minimize the impact of
Tertiary R chronic, clinical disease
rehab
0 cliieal di Minimize severity of clinical
Secondary amlﬂw;ﬁm "!: nm‘fﬁsﬁr& events & reduce the likelihood
ploy hnteneer;tlun-a of repeat eavents

Reduce & eliminate risk, avoid

Use drugs to achieve & maintain appropriate clinical disease events

Primary blood pressure, lipids, glucose; stop smoking

2R : 3 ! Maintain health
: g Maintain appropriate weight, blood pressure, lipids, glucose; eat well; S ;
Primordial e don iy avoid risk
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Journal of the American College of Cardiology
© 2012 by the American College of Cardiology Foundation
Published by Elsevier Inc.

Effect of Long-Term Exposure to Lower

A Mendelian Randomization Analysis

Vol. 60, No. 25, 2012
ISSN 0735-1097/$36.00
http://dx.doi.org/10.1016/j jacc.2012.09.017

Cardiometabolic Risk

Low-Density Lipoprotein Cholesterol Beginning
Early in Life on the Risk of Coronary Heart Disease

Nearby Sample Effect Size (95% Cl)
Gene SNP Size (N) mmol/L mg/dl
SORT1 rs599839 (119 108,332 -0.16 -6.00
(-0.17,-0.15)  (-6.37,-5.64)
rs646776 (5131518) 120,309 -0.15 -5.71
(-0.16,-0.14)  (-6.07,-5.34)
PCSK9  rs11206510 (4161620) 70,710 -0.08 -2.93
(-0.09,-0.06)  (-3.47,-2.39)
rs11591147 @13.181021-24) 149,372 —-— -0.43 -16.68
(-0.46,-0.41)  (-17.66,-15.71)
LDLR rs6511720 61318192) 137,818 -0.19 -7.50
(-0.21,-0.18)  (-7.98,-7.03)
152228671 1517182525 61,865 -0.15 -5.70
(-0.16,-0.13)  (-6.30,-5.11)
HMGCR  rs12916 (531822 130,114 -0.07 -2.63
(-0.08,-0.08)  (-2.95,-2.32)
ABCG8  rs4299376 (5161622) 116,828 -0.07 -2.86
(-0.08,-0.08)  (-3.22,-2.51)
APOE rs4420638 (5.13141821) 126,788 -0.18 -7.10
(-0.20,-0.17)  (-7.56,-6.65)
(I-squared = 99.7%, p < 0.001)
T T
-0.50 -0.25 0.0

LDL-C level

OR (95% CI)
. 0.88 (0.86-0.90)
B 0.88 (0.86-0.91)
= 0.94 (0.92-0.96)
0.72 (0.62-0.84)
T 0.87 (0.83-0.92)
- 0.89 (0.86-0.93)
—m— 0.94 (0.90-0.98)
. 0.94 (0.92-0.96)
- 0.86 (0.83-0.89)
T T T
0.70 0.80 0.90 1.0

CHD event risk
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Comparative Clinical Benefit 60(29):2631

Timing of Source of Adjusted per 38.7 mg/dl (1 mmol/L) Lower LDL-C

LDL-C Lowering Point Estimate Size (N) ORcip (95% RRR (95% CI) p (difference)
Cl)

Early in life mRCT 326,443  0.46 (0.41-0.52) 54% (48-59) p =8.4x10"

Later in life Meta-Analysis 169,138 0.76 (0.74-0.78) 24% (22-26)
of Statin trials

Early in life: | 38.7 mg/dl (1 mmol/L)| lower LDL-C ==» |~55% RRR | (OR: 0.46)
Laterin life: | 116 mg/dl (3 mmol/L) | lower LDL-C ™= |~ 55% RRR | (OR:0.44=0.76*0.76*0.76)

* Prolonged exposure to lower LDL-C beginning early in life associated with
3-fold greater clinical benefit for each unit lower LDL than treatment with a
statin started later in life

« May explain much of residual risk of coronary events experienced by
persons being treated with a statin started later in life
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Primordial prevention: the targets

* Body weight optimization

* Borderline/normal high BP -> Optimal BP
* Sedentariety -> Increased physical activity
* FPG 100-125 mg/dL -> <100 mg/dL

* LDL-C 115-160 mg/dL -> <115 mg/dL (the lower, the
better)

* TG 150-200 mg/dL -> <150 mg/dL
* Sleep quality improvement
e Stress -> < Stress
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Pharmarological Besearch 183 (2022) 106402 Bologna

Contents lists available at ScienceDirect

Pharmacological Research

FIl SEVIER journal homepage: www.elsevier.com/locate/yphrs

Review )
A network meta-analysis on the comparative effect of nutraceuticals on i
lipid profile in adults

Tadeusz Osadnik *, Marcin Golawski ®, Piotr Lewandowski ®, Jakub Morze °, Kamila Osadnik ?,
Natalia Pawlas ®, Mateusz Lejawa”, Grzegorz K. Jakubiak **, Agnieszka Mazur®,
Lucas Schwingschackl®, Mariusz Gasior <, Maciej Banach "
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Bergamal Bergamat .
A — Berbetine B Effect of nutraceuticals E . - Berberine F Effect of nutraceuticals
Treatment on LDL-¢ levels MD 95%-Cl Cont 1" Treatment on HOL-¢ levels MD 95%-C|
1
T Artichale Bergamot  —fl— .21 [1.48; -0.94] ", ! Artichoke Borgamot — B 016 [0.07:024]
Red yeast rice E ] -0.84 [-1.08; -0.81] § o Berberne ——
Garlic / Artichoke = 039 [0.54 -0.24] Glr"c/ Red yeast rice - : .04;0.12]
Berbarine E 3 -0.38 [-0.51;-0.22] 26 Plant sterals 0.04 [-0. 03 0.11]
Flant sterols E 3 <028 [-047;-0.11] gaﬂ": g g: {g gg g gﬂ
i Spirulina N -0.24 [-0.41;-0.07] 18 5 irli reen tea
Spirulina Siymarin 022 (045 007 1 e Silymarin 0.03 [-0.04;0.10]
a Garlic | ] 021 [-0.31;-0.11] Braen las §E::':g;\:m \ 03 0. !
resn tea Green tea o 017 [0.28;-0.07] ; i 07. 0.
\ Policosanots 002 026 023 Artichoke -0.00 [-0.06; 0.05)
Siyrnarin Contral 0.00 Silymarin Contral 0,00
Plast slerols 4 05 0 05 1 Plant starols 02 w1 0 01 02
1 i ed yeas! rice
Policosancls e Policosancls
Bergamaot i
/ Berbarine Effect of nutraceuticals
(o] Effect of nutraceuticals G Conl 3 12 H
Cont D catment on TC levels MO 85%Cl B Treatment on TG levels Mo 95%-Cl
Artichole Bergamot  —M— 083 [1.15 -0.71]
Artichoke Bargamot  —— 475 [2.15-1.34] 8 9 . ) An
- 15,1, R t AD; 01
/ Red yeast rice ] 088 [-1.14; -0.82] Garlie / m S::mj:ﬁ res _=_ jﬁ {353 3:}
Garlic Borberne .. 000 [oa:-040) 27 Rerberine n 028 [0.41;-0.15]
b nrin _0:% {—O.G :-0-04} Spirulina - 018 [-0.34; -0.04]
o :I:'Iwmmls e [-o'ezf _0-05] L e s;n rling Astichoke L 3 019 [.u.szi -0.08)
5”"‘”"‘ Spindina - 030 055 -0.08] ik starols - 041 1028 0.06]
Garlic [ ] 025 [0.38-0.11] Green fea Green tsa 008 015 0.02]
Green loa Green tea 048 [-0.33 -0.04] Prlicosanos 003 [-018 0.25]
Control 0.00 Silymarin Control 0.00
Silymari Eoli 0.0B [-0.28 0.45]
Plant sterals 4 05 0 05 1
Plant slerols -2 1 a 1 2 Palicasanats e yoas! rice
il yaast rice G033

Palicosancls

Pharmacological Research 183 (2022) 106402
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Nutra-Nutra and Nutra-Drug association ? ™~

Polyunsaturated fatty acids
Spiruline
Fenofibrate

Cicero AF et al. Curr

Atheroscler Rep.
2021;23(10):57.
Red Yeast Rice Soluble fibers
Statins Phytosterols
Cholestiramine
Ezetimibe
Ei{gﬁ;ﬁt Berberine
Garlic PCSK9 inhibitors

: ; Inclisiran
Bempedoic acid
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